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Wl liamE. Heydorn, Ph.D.

1 Vi deot aped sworn deposition of WLLIAM

2 E. HEYDORN, Ph.D., held at SHERATON PARSI PPANY
3 HOTEL, 109 Smth Road, Parsippany, New Jersey,

4 comencing at 9:40 a.m, before Margaret M

5 Rei hl, a Regi stered Professional Reporter,

6 Certified Court Reporter, Certified Realtine

7 Reporter, and Notary Publi c.

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

ol kow Technol ogi es, I nc. Page 2




Wl liamE. Heydorn,

Ph. D.

10

11

12

13

14

15
16
17
18
19
20
21
22
23
24

APPEARANCES

BAUM HEDLUND ARI STEI GOLDVAN PC
BY: MCHAEL L. BAUM ESQUI RE
12100 W shire Boul evard

Los Angeles, California 90025
(310) 207-3233
mbaum@aunhed!| undl aw. com
Co-counsel for Plaintiffs

LAW OFFI CES OF S. SAMJEL GRI FFI N
BY: S. SAMUEL GRI FFI N, ESQUI RE
PO Box 77373

Atl anta, GA 30357

(404) 989- 0665

attyinatl @nail.com

DEBEVO SE & PLI MPTON, LLP

BY: KRISTIN D. KIEHN, ESQUI RE
J. ROBERT ABRAHAM ESQUI RE

919 Third Avenue

New Yor k, New York 10022

(212) 909- 6000

kdki ehn@lebevoi se. com

j rabraham@lebevoi se. com

Counsel for Defendant

Al so Present:

Charli e Bowran, Vi deotape Techni ci an

ol kow Technol ogi es, I nc.

Page 3




Wl liamE. Heydorn,

Ph. D.

10
11
12

13

14
15
16
17
18
19
20
21
22
23
24

APPEARI NG TELEPHONI CALLY:

BAUM HEDLUND ARI STEI GOLDVAN PC
BY: R BRENT W SNER, ESQUI RE
12100 W shire Boul evard

Los Angeles, California 90025
(310) 207-3233

bwi sner @aunhed!| undl aw. com
Co-counsel for Plaintiffs

PENDLEY BAUDI N & COFFI N, LLP
BY: TRACEY L. TURNER, ESQUI RE
P. O Box 29492

Col unbus, Chio 43229

(614) 657-3454
tturner @bcl awfi rm com

Counsel for Plaintiffs

Al so Present tel ephonically:

Leenon McHenry

ol kow Technol ogi es, I nc.

Page 4



Wl liamE. Heydorn, Ph.D.

10

11

12

13
14

15

16

17

18

19
20

21

22

23

24

W TNESS

| NDEX

WLLIAM E. HEYDORN, Ph.D

By M. Baum
By M. Abraham

EXHIBI TS

HEYDORN DEPCSI TI ON EXHI BI TS

Curriculum Vitae of
WIlliam E. Heydorn, Ph.D
U. S. Departnent of Justice
| etter dated 9/15/10

Forest Laboratories, "A Random zed,

Doubl e- Bl i nd, Pl acebo-Control |l ed
Eval uati on of the Safety and

Efficacy of Gtalopramin Children

and Adol escents with Depression”
April 8, 2002, Version 1.0

E-mai|l dated 8/15/01, with attached

draft contracts

Forest Laboratories STUDY Report
for Protocol No. CIT-MD 18
April 8, 2002, Version 1.0

Forest Laboratories, Inc. Study
Report for Protocol ClT-MD>18
April 8, 2002

[ MDL- FORP0O073423]

E-mai |l dated 3/2/00, Subject:
CIT-18 FAX to I nvestigational
sites

[ MDL- FORP0175697 t hrough 175701]

Forest Laboratories, Inc. letter
dat ed 3/20/00
[ MDL- FORP0020561]

Page

314

MARKED

15

22

28

67

71

222

149

177
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Wl liamE. Heydorn, Ph.D.

1 7A E-mai |l dated 3/8/00, Subject:
Letter to FDA for CIT-18 194
2
7B Letter to FDA-Draft, March 8, 2000
3 [ MDL- FORP0168118] 197
4 7C E-mai|l dated 3/9/00, with attached
Letter to FDA for CIT-18 206
5
7D E-mai|l dated 3/14/00, with attached
6 letter to Dr. Katz 215
7 7E E-mail string, top one dated
3/15/00, with attached letter to
8 Dr. Katz 221
9 8 E-mai|l dated 12/6/00, with
attached tabl e
10 [ MDL- FORP0168046 and 168047] 222
11 9 E-mail string, top one dated
10/ 24/ 01, with attached notes
12 from conference call 233
13 10 Menor andum dat ed 9/ 16/ 02
[ MDL- FORP0016376 t hrough 16382] 249
14
11 Letter dated 11/14/02 to Nancy
15 Andr easen, MD, PhD
[ PRE 20400 t hrough 20421] 260
16
12 Article, "A Random zed, Pl acebo-
17 controlled Trial of G tal opram
for the Treatnent of WMjor
18 Depression in Children and
Adol escent s" 262
19
13 Letters to the Editor 281
20
14 Editor's Note, August 2009 310
21 o
22
23
24
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THE VI DEOGRAPHER: We are now on the
record. My nanme is Charlie Bowran, |I'ma
vi deogr apher with Gol kow Technol ogi es. Today's
date is Cctober 14th, 2016. The tinme is
9:40 a.m This video deposition is being held
i n Parsippany, New Jersey in the matter of In
Re: Cel exa and Lexapro Marketing and Sal es
Practices Litigation for the United States
District Court for the District of
Massachusetts.

The deponent is WIIliam Heydorn.
Counsel will be noted on the stenographic
record. The court reporter is Peg Reihl and
will now swear in the wtness.

WLLIAM E. HEYDCRN, having been duly

sworn as a W tness, was exam ned and testified

as follows ...

BY MR BAUM

Q Can you pl ease state and spell your full

nane for the record.

A Sure, it's WIliamE. Heydorn,

H e-y-d-o0-r-n.

Q H, I'mMchael Baum | represent the

plaintiffs in this action.

ol kow Technol ogi es, Inc. Page 7




Wl liamE. Heydorn, Ph.D.

1 A Good nor ni ng.

2 Q And we brought a cl ai magai nst Forest

3 related to Celexa and Lexapro and its pediatric use and
4 its pronotion for pediatric use.

5 A Ckay.

6 Q Are you famliar with that idea?

7 A Yes.

8 Q So what is your current address?

9 A Honme address?

10 Q Yes.

11 A Ni ne Eugene Circle in Lincoln Park, New

12 Jersey.

13 Q And are you represented by counse

14 t oday?

15 A Yes.

16 Q Did you seek counsel when you were

17 originally served wth a subpoena?

18 A Wl |, counsel contacted ne.

19 Q Ckay. How did you cone to be being

20 represented by this counsel that's here with you today?
21 MR. ABRAHAM  (bj ecti on.

22 M5. KIEHN: That calls for privileged

23 i nformati on.

24 MR. BAUM |'mnot sure | understand how

ol kow Technol ogi es, I nc. Page 8
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that's a privileged conmuni cati on.
M5. KIEHN:. [|'mnot sure | understand
t he questi on.

MR. BAUM Well, maybe that's a better

obj ecti on.
BY MR BAUM
Q Who is representing you?
A Kristin and Rob here. | nust admt, |

forget the nane of the firm
MR. ABRAHAM  Debevoi se & Pli npton.

THE W TNESS: GCkay. Thank you.

BY MR BAUM
Q Are your attorneys being paid by Forest?
A Yes, that's ny understandi ng.
Q kay. Did you contact Forest?
A No.
Q And you' ve been deposed before?
A Yes.
Q How many tines?
A At | east once.
Q And the one tine that | amfamliar with

was in 20077
A That sounds about right.

Q Ckay. D d you have a chance to review

ol kow Technol ogi es, I nc. Page 9




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

t hat deposition transcript?

A Yes.

Q When did you last ook at it?

A Yest er day.

Q Were your answers to the questions in

the 2007 deposition accurate and truthful, to the best
of your ability at the tine?

A Yes.

Q Are there any answers to the questions
in your 2007 deposition that you woul d want to change
now?

A Not that | can recall, no.

Q Now, you understand that you're here

under oath, right?

A Yes.

Q And it's the sane oath as if you were
taki ng -- having your testinony being taken in front of
ajury?

A Yes.

Q And the court reporter is here to take

down everything we say?

A Yes.
Q And it's inportant that we don't talk
over each other or she'll get nmad at us.

ol kow Technol ogi es, I nc. Page 10




Wl liamE. Heydorn, Ph.D.

1 A Ckay.
2 Q So it's also inmportant that you give
3 oral responses that are instead of shaking your head or
4 noddi ng your head for yes or no.
5 A | under st and.
6 Q And you need to wait until |'m done
7 rattling off ny |ong-w nded questions before you
8 respond.
9 A Ckay.
10 Q And I'Il try not to step on your
11 answers.
12 A Al right.
13 Q If there is an objection, that neans
14 that they just don't |like ny question, they want the
15 judge to review the way the question is asked, but |I'm
16 still entitled to your answer unless there's sone
17 privilege that's being asserted.
18 A Ckay.
19 Q And they'll let you know when t hat
20 happens, but, otherwi se, they'Il just object, and
21 that's noted for the record and I wll expect you to
22 gi ve a response?
23 A Al right.
24 Q And then there wll be a record nade, a
CGol kow Technol ogi es, Inc. Page 11




Wl liamE. Heydorn, Ph.D.

1 transcript, and you'll be able to review that and nmake
2 any changes. |If you don't understand a question that |
3 ask, ask and 1'l| rephrase the question, but,
4 otherwise, if you respond I'll assunme that you
5 understood and that would be a -- your response that we
6 woul d consider to be your valid response. You'll have
7 a chance to nmake changes to your responses after you
8 review the transcript, but I'll be able to comment on
9 your havi ng made changes.
10 Does that nmake sense?
11 A Yes.
12 Q So | would like you to give your best
13 responses, if you can.
14 And is there anything that prevents you
15 fromgiving accurate testinony today?
16 A No.
17 Q kay. Did you neet with Forest
18 attorneys before this deposition today?
19 A Yes.
20 Q When did you neet?
21 A Yest er day.
22 Q For how | ong?
23 A. About five, five and a half hours.
24 Q Ckay. And did you neet with them again

ol kow Technol ogi es, I nc. Page 12



Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

t oday?
This norning for breakfast.
About how | ong?

About 45 m nutes.

o > O >

Okay. And you understand you're here
today in connection with lawsuits involving the drugs
Cel exa and Lexapro, correct?

A Yes.

Q Are you famliar with the allegations in

our Conpl ai nt?

A In a broad sense, yes.
Q What are they?
A It relates to inappropriate pronotion of

Cel exa and Lexapro, off-label use in pediatric and
adol escent patients.

Q And you're aware that there have been
| egal actions agai nst Forest for off-label narketing of
Cel exa to children and adol escents?

A Yes.

Q Are you aware that depositions of Forest
enpl oyees were conducted in a securities case involving
Cel exa?

A. Yes, that does sound famliar.

Q Did you speak to any Forest enpl oyees

ol kow Technol ogi es, I nc. Page 13




Wl liamE. Heydorn, Ph.D.

1 about those depositions?

2 A No.

3 Q Were you interviewed by the Departnent
4 of Justice lawers in 2007 regarding the off-1abel

5 pronotion of Celexa in the pediatric popul ati on?

6 A Yes.

7 Q Do you recall the subjects matter of
8 what you di scussed?

9 A Not in detail.

10 Q What do you recall generally?

11 A Relating to the pronotion of the drug in
12 pedi atri c and adol escent patients.

13 Q Did you give them any docunents?

14 A | don't believe so.

15 Q Did you sign any declarations?

16 A | don't recall.

17 Q Are you aware that Forest has pled
18 guilty to msbranding in this case -- in that case?
19 A No, that | was not aware of.

20 Q Have you conmuni cated wi th any Forest
21 enpl oyees about their depositions?

22 A No.

23 Q Did you review any docunents in

24 preparation for your deposition today?

ol kow Technol ogi es, I nc. Page 14




Wl liamE. Heydorn, Ph.D.

1 A Yes.

2 Q What docunents did you revi ew?

3 A Wll, we net yesterday, went over the

4 publication of the MD 18 study, the study report, sone
5 e-mai |l comruni cati ons regarding the ACNP poster from
6 2001, | believe it was.

7 Q Anyt hi ng el se?

8 A No. | saw a copy of the Lundbeck

9 publication, which |I had not seen before, because that
10 was published after | left Forest, and that's about it.
11 Q So you' ve brought with you today your
12 Ccv?

13 A Yes.

14 Q |"mgoing to mark that as Exhibit 1 and
15 hand that to you.

16 A Yes.

17 (Docunent marked for identification as
18 Heydorn Deposition Exhibit No. 1.)

19 BY MR BAUM

20 Q |s this your current CV?

21 A Yes.

22 Q And | see that since 2003 you've been
23 wor ki ng for Lexicon?

24 A Correct.

ol kow Technol ogi es, I nc. Page 15
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Q s that correct? And what is the
general nature of the work you' ve been doing there?

A So at Lexicon |'ve been involved in
preclinical devel opnent, so studies in -- of our
conpounds in animals for efficacy and safety, also
formul ati on devel opnent and clinical supplies
distribution for clinical trials that are being
conducted by Lexicon.

Q What type of conpounds have you been
wor ki ng on?

A W' ve taken close to ten conpounds into
devel opnent based upon a genetic knockout technol ogy

t hat was devel oped by the founders of the conpany. W

currently have two conpounds in -- one conpound in
Phase 111, one conpound we've had an NDA fil ed.

Q What type of drugs are those?

A So the compound in Phase Il is a

di abet es conpound wi th a uni que nechani sm of acti on.
The ot her conpound is for a condition called carcinoid
syndrone, which is an orphan indication, and that's the

conpound we filed the NDA on.

Q An orphan indication is for the sane
conmpound?
A So an orphan indication, so it's a very

ol kow Technol ogi es, I nc. Page 16




Wl liamE. Heydorn, Ph.D.

1 smal | patient popul ation.

2 Q Yeah, but using the same conpound, the
3 sane drug?

4 A Ri ght, that drug is specifically for,

5 yeah.

6 Q Any central nervous systemtype drugs?
7 A W took one into devel opnent earlier on
8 in ny career there, and then we noved away fromthe

9 devel opi ng conpounds for the CNS area.

10 Q Was that an anti depressant?

11 A No, it was actually a drug for mld to
12 noderate -- we were hoping, targeting mld to noderate
13 menory di sorders.

14 Q Ckay. And you left Forest in 2003; is
15 that right?

16 A Correct.

17 Q Way did you | eave?

18 A We had had a reorgani zation in 2002, and
19 | was offered a position within the organi zation, but
20 it was not sonething that | was particularly interested
21 in doing or, you know, saw it as a good growh
22 opportunity in the future.
23 Q What was that position?
24 A So | noved into internal nedicine out of

ol kow Technol ogi es, I nc. Page 17




Wl liamE. Heydorn, Ph.D.

1 the CNS area, and it was just a position | wasn't

2 i nt erest ed.

3 Q Was there sone sort of dissatisfaction
4 with the work you were doing in the CNS area?

5 A Not that | know of. And ny

6 under standi ng was the -- Larry O anoff decided to

7 reorgani ze. | headed up a nedical witing and nedi cal
8 communi cations group, and he ended up splitting that
9 such that the responsibility for that then fell within
10 the specific therapeutic areas.

11 Q Were there any di sagreenents that you
12 had wi th any Forest personnel before you left?

13 A No.

14 Q And there was no di sagreenents you had
15 with themregarding the way Cel exa or Lexapro were

16 bei ng prepared?

17 A What do you nean by "prepared"?

18 Q Being witten up?

19 A. No, no, not that | recall
20 Q Do you recall when you stopped worKking
21 on the devel opnent of the pediatric use of Cel exa or
22 Lexapro?
23 MR. ABRAHAM  (bj ecti on.
24 THE W TNESS: When | st opped wor ki ng.

ol kow Technol ogi es, I nc. Page 18




Wl liamE. Heydorn, Ph.D.

1 Wll, | was -- we were reorganized in the fal

2 of 2002, so it would have been at that point |
3 noved out of the CNS area.

4 BY MR BAUM

5 Q Did you have any conti nui ng

6 responsibilities wwth regard to Cel exa or Lexapro?

7 A | continued to support Celexa. W had

8 relatively few people left in the organi zation then who
9 had any history with Cel exa. People had noved on. The
10 conpany was focusing its efforts on Lexapro, the single
11 enanti omer conpound, and so there were still a few

12 smal|l projects that | was involved wth.

13 Q VWhat little projects were left?

14 A | nmust admt, | don't renenber

15 specifically.

16 Q When you | eft Forest, did you sign any
17 Confidentiality Agreenment that prevents you from

18 di scussing in this deposition the work that you did

19 whil e at Forest?
20 A | don't believe so.
21 Q Are you subject to any agreenent or
22 requi rement to not say anything negative about Forest
23 or your work at Forest?
24 A No.

ol kow Technol ogi es, I nc. Page 19
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Wl liamE. Heydorn, Ph.D.

1 Q You' ve testified that you were

2 interviewed as part of a Departnment of Justice

3 i nvestigation of Forest in connection with off-|abel
4 mar keti ng of Cel exa and Lexapro; is that correct?

5 MR. ABRAHAM  (bj ecti on.

6 THE W TNESS: Yes.

7 BY MR BAUM

8 Q When did you first becone aware of the
9 departnent of justice investigation of Forest in

10 connection wth off-|abel marketing of Cel exa and

11 Lexapro?

12 MR. ABRAHAM  (nj ecti on.

13 THE WTNESS: It was probably in the
14 2005 time frame, 2006.

15 BY MR BAUM

16 Q How di d you becone aware of it?

17 A | was served a subpoena. | was

18 contacted by Forest to informne that this was -- this
19 process was going to begin, and then I was served a
20 subpoena.
21 Q Did you have any interviews with Forest
22 personnel at that tine?
23 A. No, not that | recall
24 Q Wth Forest |awers?

ol kow Technol ogi es, I nc. Page 20




Wl liamE. Heydorn, Ph.D.

1 A Yes.

2 Q And what sort of neetings did you have
3 with then?

4 A There were --

5 MR. ABRAHAM | would caution the

6 W tness not to discuss the subject matter of
7 your conversations with Forest attorneys.

8 THE WTNESS: Ckay, okay, yeah

9 They were discussions relating to the
10 Departnment of Justice action.

11 BY MR BAUM

12 Q Were you given any sort of inmunity in
13 order to tal k?

14 A | believe --

15 MR. ABRAHAM  (bj ecti on.

16 THE WTNESS: | believe so.

17 BY MR BAUM

18 Q Are you aware that Forest pled guilty
19 and agreed to pay $313 mllion in that action?
20 MR. ABRAHAM  (nj ecti on.
21 THE WTNESS: Yes, |'maware that they
22 pled guilty. | didn't know the specific
23 anount .
24 BY MR BAUM

ol kow Technol ogi es, I nc. Page 21




Wl liamE. Heydorn, Ph.D.

1 Q Are you aware of a plea agreenent that
2 the United States -- let nme strike that.

3 Are you aware of a plea agreenent

4 bet ween the United States and Forest that was entered
5 in in around Septenber of 20107

6 A That does sound famliar to nme, yes.

7 Q Have you seen it?

8 A No.

9 (Docunent marked for identification as
10 Heydorn Deposition Exhibit No. 2.)

11 BY MR BAUM

12 Q So I'"'mgoing to mark as Exhibit 2, the
13 pl ea agreenent. | ask you to take a | ook at that.

14 A Do you want ne to read the whol e thing?
15 Q No, | don't. I'mgoing to point to a
16 particul ar page.

17 A kay.

18 Q Now, are you aware that Forest pled

19 guilty to charges of illegal off-1abel pronotion?
20 MR. ABRAHAM  (nj ecti on.
21 THE WTNESS: No, | nust admt, you
22 know, since | left the conpany, | haven't
23 really followed the details of their |ega
24 i ssues, aside from maybe seeing sonet hing, you

ol kow Technol ogi es, I nc. Page 22




Wl liamE. Heydorn, Ph.D.

1 know, in one of the online newsletters that |

2 see, but it's not sonmething | followed closely.
3 BY MR BAUM

4 Q Were you ever concerned that you m ght

5 have been drawn into it as a party to the charges?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: No, | don't think so.

8 BY MR BAUM

9 Q Okay. So let's take a | ook at Page 8.
10 I f you |l ook at the bottom of that page it says, "Forest
11 expressly and unequivocally further admts that it

12 commtted the offenses charged in the Information and
13 isin fact guilty of those offenses. Forest agrees

14 that it wll not nmake any statenents inconsistent with
15 its explicit adm ssion of guilt to these offenses.”

16 Do you see that?

17 A Yes.

18 Q And then under -- up at the top here

19 under "Cooperation,"” right under that Nunber 8, you see
20 t hat ?

21 A Yes.

22 Q It says, Forest shall cooperate

23 conpletely and truthfully in any trial or other

24 proceedi ngs arising out of any ongoing civil, crimnal
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Wl liamE. Heydorn, Ph.D.

1 or adm nistrative investigation or its current --

2 sorry -- crimnal or admi nistration investigation of

3 its current and former officers, agents and enpl oyees
4 and custoners in connection with the matters descri bed
5 in the information.

6 Do you see that?

7 A Yes.

8 Q Do you think that applies to you?

9 MR ABRAHAM  Obj ecti on.

10 THE WTNESS: |I'mreally not sure. 1'm
11 not a | awyer.

12 BY MR BAUM

13 Q kay. Do -- you intend to be truthfu
14 and forthcom ng today, correct?

15 A Yes.

16 Q Can you tell nme what a study protoco

17 i s?

18 A So a study protocol is the preplanned
19 plan that is devel oped prior to the initiation of any
20 study that details what will be done, patient
21 popul ati on, analyses. It's all kind of the prepl anned
22 information that is given to investigators.
23 Q Wiy is a study protocol necessary for
24 t he conduct of a trial?

ol kow Technol ogi es, I nc. Page 24




Wl liamE. Heydorn, Ph.D.

1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: You want each site in a
3 study to conduct the trial, you know, as

4 simlar a fashion as possible. So protocol is
5 devel oped so that investigators have the -- you
6 know, have the instructions basically to

7 conduct the study as intended.

8 BY MR BAUM

9 Q Is it kind of Iike a recipe for the

10 clinical trial?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: | guess you could call it
13 t hat .

14 M5. KIEHN: | just want to clarify for
15 the record, Dr. Heydorn is not here as an

16 expert wtness, so his testinony is in his

17 personal capacity.

18 MR BAUM  Ckay.

19 BY MR BAUM
20 Q Does a study protocol outline a
21 procedure for the scientific integrity of the study?
22 A | believe so.
23 Q Was Forest expected to follow the study
24 protocol for ClT-NMD 187
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: Yes, | would assune so.

3 BY MR BAUM

4 Q And were you expected to follow the

5 study protocol for study Cl T- VD 187

6 A Yes.

7 Q | f you did not follow the study

8 protocol, would that invalidate the results of the

9 st udy?

10 MR. ABRAHAM  (bj ecti on.

11 THE W TNESS: Not necessarily. There
12 are deviations in every protocol and every

13 study, and those devi ations should be noted as
14 part of the final study report.

15 BY MR BAUM

16 Q The pl acebo effect and observer bias

17 require an experinent to use a doubl e-blind protocol
18 and a control group, right?

19 MR. ABRAHAM  (bj ecti on.

20 THE W TNESS: Yes.

21 BY MR BAUM

22 Q What is a doubl e-blind protocol ?

23 A So that is a protocol where neither the
24 subj ect nor the investigator is aware of the treatnent
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bei ng adm ni st er ed.
Q Did the protocol for study Cl T-MD 18

requi re a doubl e-blind procedure?

A Yes.

Q You read the protocol for MD 18
correct?

A | have not read it recently, no.

Q But you read it at the time you were

wor ki ng there?

A. | assune | had read it, yes. | can't
recall specifically, but that would be reasonabl e.

Q So the -- and you recall that C T-MD 18
had a doubl e-blind procedure specified in the protocol ?

A Yes.

Q And t he doubl e-blind procedure required
that neither the experinenter nor the experinental
subj ects had know edge of the identity of the
treatnments or the results until after the study is
conplete, right?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Correct.

BY MR BAUM
Q What is a control group?
A A control group is the group that
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1 recei ves the pl acebo.

2 Q And MD-18 had a control group?

3 A Yes.

4 Q And they had a pl acebo group?

5 A That was the control group, the placebo
6 gr oup.

7 (Docunent marked for identification as
8 Heydorn Deposition Exhibit No. 3.)

9 BY MR BAUM

10 Q " mgoing to hand you Exhibit 3, which
11 is a subset of the study report for MD 18, which has
12 the protocol init.

13 A Ckay.

14 Q And this is the section of the study

15 report that is the protocol for MD 18 dated

16 Septenber 1, 1999.

17 Do you see that?

18 A Yes.

19 Q Does this docunent | ook famliar to you?
20 A Vaguely. As | said, | have not seen it
21 i n many, nmany years.

22 Q Do you recall this -- I"mjust going to
23 refer to it as MD-18?

24 A That's fine.
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1 Q So do you recall that MD-18 was a

2 multisite clinical trial?

3 A Yes.

4 Q And each site was expected to follow the
5 study protocol; is that correct?

6 A Correct.

7 Q Did Dr. Karen Wagner run any of those

8 sites?

9 A | believe she ran one of the sites, yes.
10 Q Take a | ook at Page 309, which is the

11 next -- the second page here. You see this is signed
12 by a Paul Tiseo, Septenber 1, 19997

13 A Yes.

14 Q Do you know what Dr. Tiseo's role was in
15 the C T- MD- 18?

16 A | believe he was the overall study

17 noni t or .

18 Q What does that nean?

19 A He's the -- he would be the one person
20 at Forest ultimately responsible for the conduct of the
21 st udy.
22 Q Did you interact with himw th respect
23 to C T-MD 187
24 A Not on a regular basis. During the
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1 conduct of the study, | was not actively involved in,
2 you know, any of the day-to-day details of the study.
3 Q But when it cane around to getting the
4 poster, study reports, CME type stuff, did you work

5 with hin®

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: | believe at that point he
8 had | eft the conpany.

9 BY MR BAUM

10 Q kay. Do you know when he |eft?

11 A Maybe sonetine in 2000. | don't recal
12 exactly. | know we overl apped for just a few nonths.
13 Q Do you know who took his place?

14 A | don't know.

15 Q Was t here soneone you answered to that
16 was served in a simlar role as the oversight --

17 over seer of MD 18?

18 MR. ABRAHAM  (bj ecti on.

19 THE WTNESS: |'mnot sure | understand
20 t he question.

21 BY MR BAUM

22 Q Well, what did you say his role was with
23 respect to VD 18?

24 A He was the -- ny recollection is he was
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1 the study nonitor.

2 Q kay. So did soneone else step into the
3 shoes of being study nonitor for MD 187

4 MR. ABRAHAM  (bj ecti on.

5 THE WTNESS: | assune so.

6 BY MR BAUM

7 Q You don't recall?

8 A | don't recall. | could specul ate.

9 Q What woul d you specul ate?

10 A I would think --

11 MR. ABRAHAM  (bj ecti on.

12 You can answer.

13 THE WTNESS: Ckay. | would think it
14 was probably Dr. Flicker.

15 BY MR BAUM

16 Q Ckay. So you see in the next person
17 down here on that page is Charles Flicker; is that
18 right?

19 A Yes.

20 Q Then you see Lawence d anoff?

21 A Yes.

22 Q What were their roles in MD 18?

23 A. As | said, | believe Dr. Flicker took
24 the role of study nonitor after Paul Tiseo left the
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1 organi zation. Larry O anoff was overall head of

2 research and devel opnent at Forest.

3 Q Did you interact with either of thenf
4 A Yes.

5 Q And then Ivan Gergel ?

6 A Yes.

7 Q Who is he?

8 A Vel l, he's the executive director of

9 clinical research. Wen | first joined Forest ny

10 recollection is that, you know, | answered to Charlie
11 Flicker. Charlie reported in to Ivan Gergel. And then
12 after a reorganization in, | believe, 2000 | reported
13 directly to Ivan.

14 Q What happened to Charlie?

15 A. | know he left the organization, and
16 have | ost touch with him

17 Q kay. Have you tal ked to himsince he
18 | eft Forest?

19 A No.

20 Q And who is Ed Lakat os?

21 A Seni or director of biostatistics and
22 dat a managenent .

23 Q Did you interact with hinf

24 A. Very little, if at all
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1 Q And what about Keith Rotenberg?

2 A Rot enberg, he's head of regulatory and
3 quality. | interacted sonewhat with him but it's been
4 many years, and | don't renenber how often.

5 Q What happened with regulatory affairs;
6 what did they do with respect to MD- 18?

7 A Wll, they're the ones that are

8 responsible for filing the docunents wth the Food and
9 Drug Admi nistration.

10 Q Do you recall an Amy Rubin or Tracey
11 Varner working in that rol e?

12 A Yes.

13 Q Were they people you dealt with nore
14 directly?

15 A Yes.

16 Q Let's go to Page 313 of this docunent,
17 which is a synopsis.

18 Do you see that?

19 A Yes.

20 Q And under the subheading below it says
21 "Eval uations. "

22 Do you see that?

23 A Yes.

24 Q And the "Primary Efficacy.”
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1 Do you see that?

2 A Yes.

3 Q And the "Children's Depression Rating
4 Scal e - Revised."

5 Do you see that?

6 A Yes.

7 Q Was that the primary outcone neasure for
8 determ ning efficacy in CIT-MD 18?

9 A Yes.

10 Q And then you see there's sonme Secondary
11 Ef fi cacy neasures, the "Cinical G obal Inpression
12 (cd)."

13 Do you see that?

14 A Yes.

15 Q And "Severity and | nprovenent

16 Subscal es. "

17 Do you see that?

18 A Yes.

19 Q And then you see the K-SADS?
20 A Yes.
21 Q Wi ch i s depression nodul e for K-SADS
22 and then the "Children's d obal Assessnent Scal e
23 (CRAS) . "
24 Do you see that?
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A. Yes.

Q These primary and secondary efficacy

eval uations are the protocol specified outcone neasures

by which the study drug cital opram was determ ned

successful or unsuccessful conpared with placebo,

right?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: The primary efficacy
endpoi nt was the prinmary determ nation of
efficacy.

BY MR BAUM
Q kay. And what were the secondary

endpoints there for?

MR. ABRAHAM  (bj ecti on.

to be

THE W TNESS: Secondary endpoints are

there to track -- generate additional

i nformati on about the efficacy of the conmpound.

BY MR BAUM

Q Can you explain how efficacy of the

study drug versus a placebo is denonstrated by an
out cone neasure?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: |It's not really ny area of

experti se.
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BY MR BAUM
Q Is it the result of a statistical
anal ysi s?
A Yes.
Q Can you describe that?
A Well, again --
Q General | y.
A |'mnot a statistician, but there's a

statistical test that is done to see if there is a
di fference between the active group and the control
gr oup.
Q And the difference needs to be
statistically significant, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q Can you explain what that neans,
statistical significance?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Again, I'mnot a

statistician.

BY MR BAUM
Q But from your perspective.
A From ny perspective, it's generally
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1 considered that the active and placebo are different if
2 the probability of a randomevent is |less than 5% |Iess
3 t han 8. 25%

4 Q That's the P-val ue?

5 A That's the P-val ue, yes.

6 Q And that tells you that the difference
7 di dn't happen by chance?

8 MR. ABRAHAM  (Obj ecti on.

9 THE WTNESS: Yes, that's ny

10 under st andi ng.

11 BY MR BAUM

12 Q Let's go to Page 318, under the Study
13 Desi gn.

14 A Ckay.

15 Q You see there that it says that total of
16 160 patients wll be random zed to doubl e-blind

17 treat nent.

18 Do you see that?

19 A Yes.
20 Q Was 160 patients the nunber needed to
21 power the study?
22 MR. ABRAHAM  Obj ecti on.
23 THE WTNESS: Again, |I"'mnot a
24 statistician, but that would be ny assunption
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1 if that's what was selected for the -- you

2 know, the N in the study popul ation

3 BY MR BAUM

4 Q So they wanted to have at |east 160

5 patients in the analysis in order to have statistically
6 significant outcones?

7 MR. ABRAHAM  (nj ecti on.

8 THE WTNESS: Again, |"'mnot a

9 statistician, but ny assunption would be yes.
10 BY MR BAUM

11 Q Do you recall whether there was a

12 problemw th recruitnment into this study?

13 MR. ABRAHAM  (Obj ecti on.

14 THE WTNESS: No, | don't recall any
15 specific problens with recruitnment into the
16 st udy.

17 BY MR BAUM

18 Q Was the study powered to detect

19 differences in the efficacy of citalopramin children
20 and adol escents?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: | assune so.
23 BY MR BAUM
24 Q Let's a take a | ook at Page 321, it's
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1 subheadi ng " Study Procedures.”

2 You see that?

3 A Yes.

4 Q And then if you | ook bel ow, you see that
5 there's sone efficacy neasures.

6 Do you see that?

7 A Yes.

8 Q And there's a description again of the
9 primary, secondary efficacy neasures?

10 A Yes.

11 Q Coul d you descri be what the difference
12 is between the primary and secondary efficacy neasure?
13 A So, in ny experience, when you do a

14 clinical study, a double-blind study for purposes of
15 di scussi on you pick a single endpoint as your prinmary
16 endpoi nt, and that defines whether the results, if you
17 reached statistical significance on that primry

18 endpoi nt, that defines whether the study was positive
19 or not.
20 Q So it was inportant for a study to have
21 a positive outconme with a statistically significant
22 nunber of P-value less than .05 in order to be
23 positive?
24 MR. ABRAHAM  (bj ecti on.
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THE WTNESS: Well, | wouldn't say it's
inmportant. | nean, that's the goal of the
study. Sone studies are done and no difference
is shown between the two groups.

BY MR BAUM
Q Do you know why the CRS-R was chosen as

the primry neasure?

A No, | do not.

Q You weren't involved with creating the
protocol; is that correct?

A That's correct.

MR. ABRAHAM  (bj ecti on.
THE WTNESS: |'msorry.
BY MR BAUM
Q Let's go to Page 326. And it has here

under section "9. Study Drug" and "9.1 Study

Medi cation.”
Do you see that?
A Yes.
Q And it says there, "Cital opram (20 ny)
and pl acebo nedication will be supplied by Forest

Laboratories as filmcoated, white tablets of identical
appear ance. "

Do you see that?
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A Yes.
Q And "For the single-blind |ead-in
period, patients wll be supplied with placebo tablets

only. For the double-blind treatnent period,
identically appearing tablets will contain either 20 ny
of cital opram or pl acebo."”

Do you see that?

A Yes.

Q And "Medication will be supplied in
bottles containing either 10 tablets for the lead-in
and the first four weeks of double-blind treatnent, or
40 tablets of the remmi ning four weeks of the treatnent
period. "

Do you see that?

A Yes.

Q Were you famliar wth that particul ar
el ement of the protocol ?

A Yes.

Q Do you know whet her that protoco
procedure was followed for Cl T-MD 18?

A | do know there was a problemw th the
first few patients that were enrolled in the study.

Q What was that problenf

A These patients received pink col ored
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1 tabl ets instead of white colored tablets.

2 Q Do you know how many patients?

3 A Sonewhere up to nine patients is ny

4 under st andi ng.

5 Q Do you know how nmuch -- they were pink
6 col ored tablets?

7 A That's ny recoll ection, yes.

8 Q Do you know how many pink col ored

9 tabl ets they received?

10 A. No, | do not.

11 Q Let's go to Page 328. Under Section
12 "9.7 Unblinding Procedures.”

13 Do you see that?

14 A Yes.

15 Q What does it nmean for a study to be

16 unbl i nded?

17 A When a study is unblinded, then the

18 subj ects and the investigators know who was on active
19 and who was on pl acebo.
20 Q For it to be doubl e-blinded, both have
21 to be blind; is that correct?
22 A That is --
23 MR. ABRAHAM  (bj ecti on.
24 THE WTNESS: That is correct.
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1 BY MR BAUM

2 Q And if the investigator knows, for

3 i nstance, what patient is receiving, then it's not

4 doubl e-blind; is that correct?

5 MR. ABRAHAM  (bj ecti on.

6 THE W TNESS: Yes, that's correct.

7 BY MR BAUM

8 Q Wul d you agree that if a study does not
9 foll ow the unblinding procedures as specified in the
10 study protocol, then the study cannot be a random zed,
11 pl acebo-controlled trial?

12 MR. ABRAHAM  (bj ecti on.

13 THE WTNESS: | don't feel conpetent to
14 answer that question.

15 BY MR BAUM

16 Q What do you know about the effect of

17 unbl i ndi ng on a placebo-controlled trial?

18 MR. ABRAHAM  (Obj ecti on.

19 M5. KIEHN: [|f anything.
20 THE WTNESS: Cccasionally, one needs to
21 unblind a particular patient in a study for
22 safety issues, and there's always a nmechani sm
23 built in to do that in the event of an adverse
24 event .
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1 BY MR BAUM

2 Q Have you ever had to do that?

3 A Not that | can recall

4 Q Al right. So in this subsection

5 "Unbl i ndi ng Procedures,"” you see towards the bottom of
6 that section it says, "Any patient for whomthe blind
7 has been broken will inmediately be discontinued from
8 the study and no further efficacy evaluations wll be
9 perfornmed."

10 Do you see that?

11 A Yes.

12 Q And then if the blind is broken for any
13 reason, Forest Laboratories nust be notified

14 i mredi atel y.

15 Do you see that?

16 A Yes.

17 Q Were any patients in study MD 18

18 unbl i nded?

19 MR. ABRAHAM  (Obj ecti on.
20 THE WTNESS: | don't know.
21 BY MR BAUM
22 Q Were you ever advised that the patients
23 that were exposed to the pink tablets were unblinded?
24 MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: | don't know.

2 BY MR BAUM

3 Q Were you ever -- did you ever discuss

4 the patients that had been exposed to the pink tablets
5 as bei ng unblinded?

6 A | don't specifically recall any -- any
7 di scussi ons on that.

8 Q You didn't have any discussions with

9 Charlie Flicker about that?

10 A. | don't recall any, no.

11 Q D d you have any discussions wth

12 Law ence O anof f about that?

13 A | don't recall any discussions.

14 Q You don't recall any discussions wth
15 anybody about the pink tablets?

16 A It was -- | know it was discussed in the
17 study report, and that's when | becane really aware of
18 the study. | was not directly involved in the study
19 during the conduct of the study.

20 Q When the study report was being drafted,
21 you becane aware of it?

22 A At that point | know | was aware of it,
23 yes. | may have heard about it prior to that.

24 Q When do you think you first heard about
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1 it?

2 A | couldn't say.

3 Q Did you participate in any cital opram
4 clinical trial neetings?

5 A Yes.

6 Q How often woul d you attend those?
7 A | believe they were held weekly.

8 Q Who ran t henf

9 A | don't recall.

10 Q Was |van Gergel involved?

11 A Yes.

12 Q Charlie Flicker?

13 A | believe so, yes.

14 Q For a while Paul Tiseo?

15 A Yes.

16 Q Lawr ence d anoff?

17 A Not on a regul ar basis, no.

18 Q Did the subject of the pink tablet
19 di spensing get raised in those neetings?

20 MR. ABRAHAM  (nj ecti on.

21 THE WTNESS: | believe it did.

22 BY MR BAUM

23 Q Do you recall whether they were referred
24 to as unblinded patients in those neetings?
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: | don't recall

3 BY MR BAUM

4 Q Do you recall there being any

5 di scussi ons about there being a problemw th these

6 pati ents bei ng unblinded?

7 MR. ABRAHAM  (bj ecti on.

8 THE WTNESS: No, | don't recall

9 BY MR BAUM

10 Q Do you recall any discussions about

11 whet her the investigators were unblinded with respect
12 to those patients and the pink tablets?

13 MR. ABRAHAM  (Obj ecti on.

14 THE WTNESS: No, | don't recall any
15 speci fic discussions.

16 BY MR BAUM

17 Q Who woul d have been in charge, you

18 t hi nk, of nonitoring whether or not the investigators
19 or patients were unblinded with respect to those
20 tabl et s?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: What ultinmately woul d be
23 t he in-house study nonitor.
24 BY MR BAUM
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1 Q And who was that?

2 A Wll, it was Paul Tiseo in the

3 begi nni ng.

4 Q So then it devolved to Charlie Flicker?
5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: | assune so. As | said,
7 don't know for certain who took over after Pau
8 left.

9 BY MR BAUM

10 Q Was Forest Laboratories notified of any
11 unblinding in Cl T- MD 18?

12 A They were certainly aware of the pink
13 t abl et s.

14 Q How di d Forest becone aware of the pink
15 tabl et s?

16 MR. ABRAHAM  (bj ecti on.

17 THE WTNESS: | don't know.

18 BY MR BAUM

19 Q Do you know what Forest did in response
20 to | earni ng about the pink tablets?

21 MR. ABRAHAM  (bj ecti on.

22 THE WTNESS: | reviewed sone docunents
23 yesterday so --

24 BY MR BAUM
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Q And what did they say?
A | know they replaced the pink tablets
with white tablets.
Q And what docunent did you review that
said that?
A It was a fax that Paul Tiseo sent to the
i nvestigator sites.
Q That was a March 3rd, 2000 docunent ?
A | don't recall the date, but that would
probably be about right.
Q Now, was it only nine bottles of pink
tablets that were sent out?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: | don't know.
BY MR BAUM
Q You don't know whet her there were nore
bottles sent to other sites that had to be retrieved?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: No, | don't know.
BY MR BAUM
Q Do you know what informati on was sent
along with the bottles when they were sent to the
i nvestigator sites?

MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: No, | do not.

2 BY MR BAUM

3 Q Wul d there be information identifying
4 whi ch drug or which nedication they were receiving?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: | -- what do you nean

7 by -- can you rephrase it?

8 BY MR BAUM

9 Q Ei t her active nedication or placebo?
10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: Well, the investigators
12 woul d be aware that it was a doubl e-blind study
13 so that there -- the patients that they would
14 enroll into the study, sone would be on the
15 active nedication and sonme woul d be on pl acebo,
16 t hey woul d assune that that would be the case.
17 BY MR BAUM

18 Q Now, these pink tablets, was it your

19 under standi ng they were actually active nedication
20 Cel exa?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: | have no way of know ng
23 t hat, no.
24 BY MR BAUM
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1 Q You didn't read anything that said that
2 yest er day?

3 A | don't recall reading anything

4 yesterday that said that.

5 Q Do you recall having read anything ever
6 W th respect to whether or not the pink pills were

7 active nedication or placebo?

8 A No.

9 Q They coul d have been placebo, as far as
10 you knew?

11 A They coul d have.

12 MR. ABRAHAM  (nj ecti on.

13 THE WTNESS: They could have been. |
14 just -- | don't know.

15 BY MR BAUM

16 Q We'l | show you sone docunents in a

17 little bit --

18 A Ckay.

19 Q -- that clarify that, | think.
20 So what is your understandi ng of how
21 Forest found out about the pink tablets?
22 MR ABRAHAM  Obj ecti on.
23 THE WTNESS: | don't know how t hey
24 found out.
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1 BY MR BAUM

2 Q You haven't read anything that told you
3 how t hey found out?

4 MR ABRAHAM  Obj ecti on.

5 THE WTNESS: Not that | can recall, no.
6 BY MR BAUM

7 Q There was no di scussion of those at any
8 of the citalopramclinical trial neetings?

9 A There may have been. | just -- | don't
10 recall. 1t was so |ong ago.

11 Q Ckay. Let's take a | ook at Page 331.

12 And under the Section "12.7 Sanple Size

13 Consi derations. "

14 Do you see that?

15 A Yes.

16 Q For a clinical trial, in general, you
17 need to have enough people in both sides of the placebo
18 and nedi cated group to appropriately anal yze whet her or
19 not there's going to be a significant performance of
20 t he drug versus placebo, correct?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: That's a statistica
23 guestion. | really can't -- |I'mnot an expert
24 in that area.
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1 BY MR BAUM

2 Q Do you know enough to know that you need
3 to have a certain nunber of people in order for it to
4 be a valid trial?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: Yes, | do know that. |

7 know there are calcul ations that are done and
8 assunptions that are done that drive the

9 ulti mate sanpl e si ze.

10 BY MR BAUM

11 Q Ckay. So here we have Sanple Size

12 Consi derations, and it says, "The primary efficacy

13 variable is the change from baseline in CDRS-R score at
14 Week 8."

15 Now, if they pick Wek 8, that's

16 inportant; is that correct, because that's the endpoi nt
17 of that -- for the trial; is that right?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: Again, |'mnot an expert
20 in clinical trial design, but ny understanding
21 is that you pick a specific neasurenent at a
22 specific tinme as your endpoint to determ ne
23 whet her the conpound is efficacious or not.
24 BY MR BAUM
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Q Then going on here it says, "Assum ng an
effect size (treatnment group difference relative to
pool ed standard deviation) of 0.5, a sanple size of 80
patients in each treatnent group will provide at |east
85% power at an al pha | evel of 0.05 (two-sided)."

Did | read that right?

A Yes.
Q Do you know what that neans?
Honestly, no. | have read nunerous

protocols over ny career, and not being a statistician,
| assune the statisticians have done their job and that
the statenent on sanple size consideration is accurate.
Q | s the general concept of that that you
needed at | east 80 patients in each side of the trial
in order for the trial to be sufficiently powered?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: That's ny under st andi ng,
gi ven the expected response to the study
medi cati on.
BY MR BAUM
Q So that 80 patients in each treatnent
group woul d be 160 patients needed to power that trial,
correct?

MR. ABRAHAM  (bj ecti on.
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THE W TNESS: That is ny understandi ng.
BY MR BAUM
Q So as long as MD- 18 had 160 patients’
results in the equations, that was enough to power
statistically significant results, right?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: That's ny under st andi ng,
gi ven the assunptions that went into the sanple
size consideration

BY MR BAUM
Q And you didn't need nore than 160 to

power the study for statistical significance purposes,

right?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: Again, yes, that's ny
assunption, given that this -- given that this
assunption here is accurate.

BY MR BAUM

Q And per this statenent here, the
protocol endpoint for efficacy was Wek 8, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM

Q And neasurenents at Weks 1, 2, 4 or 6
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woul d not be considered efficacy endpoints for study
MD-18, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: They were usefu
i nformati on, but they would not determ ne
whet her the study showed a significant
di fference between the two treatnent arns.
BY MR BAUM
Q And so statistically significant
i nprovenent at Week 8, per this protocol, was the point
at which efficacy was to be determ ned positive or
negative, right?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: Yes, that's ny
under st andi ng.
BY MR BAUM
Q And it would be inconsistent with the
protocol to suggest that positive results at weeks
earlier than Wek 8 indicated a positive trial outcone
for MD-18, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: These were interesting and
i nportant observations, but they in and of

t hensel ves would not, as | understand it,
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1 determi ne whet her the study was efficacious or
2 not, whether the conpound was efficacious or

3 not .

4 BY MR BAUM

5 Q Onitting the Week 8 result while

6 hi ghl i ghting positive results fromthe earlier weeks

7 woul d be inconsistent with the protocol and m sl eadi ng,
8 right?

9 MR. ABRAHAM  Obj ecti on.

10 THE WTNESS: No, not in ny opinion

11 BY MR BAUM

12 Q So it would be okay with you to talk

13 about Weks 1, 2, 4 and 6 results as positive but not
14 mention that Wek 8 was negative?

15 MR. ABRAHAM  (bj ecti on.

16 THE W TNESS: You woul d have to include
17 bot h.

18 BY MR BAUM

19 Q O herwi se you'd be msleading --

20 MR. ABRAHAM  (nj ecti on.

21 BY MR BAUM

22 Q -- about the actual outcone of the

23 trial, correct?

24 MR. ABRAHAM  (bj ecti on.
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1 THE W TNESS: Yes.
2 BY MR BAUM
3 Q What is a study report?
4 A The study report is the docunent that's
5 generated at the conclusion of the study that
6 summari zes all of the results of the study.
7 Q You were a director of scientific
8 communi cations at Forest; is that correct?
9 A Yes.
10 Q Was the creation of a study report part
11 of your job?
12 A Yes.
13 Q Who created the study report for NMD 187
14 A | don't recall specifically, but |I'm
15 assum ng nyself or sonmeone in ny group was responsible
16 for that.
17 Q Did you wite any of it?
18 A | believe | wote the first draft of it.
19 Q Accordi ng to your 2007 deposition, you
20 were the primary author of the final study report.
21 Does that ring a bell?
22 MR ABRAHAM  Obj ecti on.
23 THE WTNESS: If that's what | testified
24 then, I'massum ng that was the truth.
ol kow Technol ogi es, I nc. Page 58




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

BY MR BAUM
Q Do you consider yourself to have been
the primary author of the final study report --

MR. ABRAHAM  (bj ecti on.

BY MR BAUM
Q -- for MD 18?
A No. The actual final report was a group

effort wthin the organization. These reports are not
witten by a single individual wthout significant
review within the organization
Q Who woul d you consider to have been the
primary aut hor?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: As | said, | generated the
first draft fromny nenory, and then it was

edited by the clinical team

BY MR BAUM
Q Who in particular edited it?
A | know Charlie Flicker had a nunber of

coments on the report.
Wul d he informyou of the comments?
Yes.

How woul d he do that?

> O > O

He would -- Charlie didn't use
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1 conputers. He handwote on the first draft of the

2 report and then handed it back to ne.

3 Q So he woul d handwite on sonething, a

4 draft of it, a copy of it, and then conme to you and

5 actually hand it to you?

6 A Yes.

7 Q He wouldn't e-mail it to you?

8 A No.

9 Q Al so, according to your 2007 deposition,
10 you were responsi ble for ensuring the study report for
11 MD- 18 was accurate and was avail able for subm ssion to
12 t he FDA.

13 Do you recall saying that?

14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: | assune | did, if it's in
16 t he deposition.

17 BY MR BAUM

18 Q Did you review the MD-18 study report
19 for accuracy?

20 A | would assune | did, yes.

21 Q What are case report forns?

22 A Again, not ny area of expertise, but
23 they are the docunentation that conmes fromthe study
24 site. It's a standard formthat is filled out at the
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1 study site. There's one for each patient that tracks
2 t he i ndi vi dual patient data.

3 Q Did you | ook at case report fornms for
4 MD- 187

5 A | don't recall ever |ooking at case

6 report forns.

7 Q How woul d you go about verifying the

8 accuracy of statenments that were in the study report
9 wi t hout | ooking at the case report forns?

10 MR. ABRAHAM  (bj ecti on.

11 THE W TNESS: Summary tables are

12 generated by statisticians that pool the data,
13 pool all the data on a particular endpoint, and
14 that's what's generally used to generate the
15 study report.

16 BY MR BAUM

17 Q Did anyone at Forest | ook at the case
18 report forns to cross-check the case report formdata
19 agai nst the summary data the statistician has
20 gener at ed?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: | don't know.
23 BY MR BAUM
24 Q Do you know i f anybody had the job of
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1 doing that?

2 A | don't know.

3 Q How do you know whet her or not the

4 sumary of data that the statisticians provided was
5 accur ate?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: | would assunme it was

8 accur ate.

9 BY MR BAUM

10 Q Wy ?

11 A The data -- well, |I'massum ng the data
12 came fromthe case report forns. It was transferred
13 into the conputer systens that generated the summary
14 tables that were used to generate the report.

15 Q So, in effect, you were relying on the
16 accuracy of the sunmary tables that were provided to
17 you by the statisticians?

18 MR. ABRAHAM  (Obj ecti on.

19 THE W TNESS:. Yes.
20 BY MR BAUM
21 Q Did you review tables for the prinary
22 ef fi cacy outcone data?
23 A Yes.
24 Q Did you verify the accuracy of the
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1 CI T-MD- 18 efficacy data by cross-checking the data

2 sumari zed in MD-18's efficacy tables with the case

3 report forms thensel ves?

4 MR ABRAHAM  Obj ecti on.

5 THE WTNESS: No, | did not.

6 BY MR BAUM

7 Q Did you |l ook for inconsistencies between
8 nunbers of people who were assigned to placebo versus
9 ci tal opranf

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: |'mnot sure | understand
12 t he questi on.

13 BY MR BAUM

14 Q In the weekly citalopramclinical trial
15 neetings, there was a report of how many people were
16 participating in the trial.

17 Do you recall that?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: Yes, | do recall that.
20 BY MR BAUM
21 Q And they kept track of how many peopl e
22 were on placebo and how many people were on Celexa; is
23 t hat correct?
24 MR. ABRAHAM  (bj ecti on.
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THE W TNESS: No, no, they would not
have done that. They woul d keep track of the
nunber of patients involved in the study.
BY MR BAUM

Q So they kept track of the total nunber
of patients as opposed to which ones were placebo and
whi ch ones were cital opranf

A Correct. Studies are -- you know,
generally we call them double-blind. They're actually
triple-blind because neither the investigator, the
pati ent nor the conpany knows who i s on which
medi cati on.

Q Did you review the appendices for the
study, MD 18 study report?

A. Well, there were a significant nunber of
appendi ces.

Q Did you review the efficacy rel ated
appendi ces?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Probably not.

BY MR BAUM
Q Did you review in particul ar one that
was Appendi x 67?

MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: | don't recall

2 BY MR BAUM

3 Q Did you review -- you weren't shown

4 sonmething like that yesterday?

5 MR. ABRAHAM  (bj ecti on.

6 M5. KIEHN. Qbjection.

7 THE WTNESS: | don't recall seeing

8 Appendi x 6.

9 BY MR BAUM

10 Q Do you recall seeing a run that excluded
11 the patients that had the pink tablets dispensed to
12 t hen?

13 MR. ABRAHAM  (Obj ecti on.

14 THE WTNESS:. Yes, | do recall seeing
15 t hat .

16 BY MR BAUM

17 Q When did you see it?

18 A | saw that yesterday. |If that was

19 Appendi x 6, then | did see that yesterday.

20 Q Had you seen that before?

21 A |'msure | had seen that when | was
22 wor ki ng on the study report, but | can't recall

23 specifically.

24 Q Do you recall any discussions when you
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first -- let nme strike that.

Do you recall any discussions while you
were working on the study report as to whether or not
the data that was in that Appendix 6 ought to have been
used as the primary outconme neasure?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: No, | don't recall any

di scussi ons.

BY MR BAUM
Q Who worked with you on the study report?
A It's been so long, | don't recall who

wor ked wi t h.
Q Charlie Flicker for one, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Certainly Charlie was one

of the reviewers of the report.

BY MR BAUM
Q Do you know who Paul Bukerait is?
A Yes.
Q Wo is he?
A Paul was in nmy group. He was one of the

witers in the group.
Q What did he do?

A He worked on either study reports or
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publ i cati ons.
Q What did he do on MD- 187
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | can't recal
specifically.
BY MR BAUM

Q Did he have anything to do with hel ping
you wite it?

A He may have. Again, these reports are
group efforts. Miltiple people contribute as either
witers or reviewers.

MR. BAUM Can we take a break now?

Good poi nt.

MR. ABRAHAM  Sure.
THE VI DEOGRAPHER: The tine is now 10: 41

a.m W're off the record.

(Brief recess.)
THE VI DEOGRAPHER: The tine is now

10:52 a.m This is the beginning of D sk 2.

We're on the record.

(Docunment nmarked for identification as

Heydorn Deposition Exhibit No. 4.)

BY MR BAUM

Q "' mgoing to hand you what we're nmarking
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as Exhibit 4, which is ML- FOREM)002914. It's an
August 15, 2001 nmeno from Exner to you

Do you see that?

A Yes.

Q Do you recall this docunment? You m ght
want to flip over.

A No, | don't specifically recall this.

Q So it says here that there's attached
draft contracts that | sent to PIA PharmaNet and Mary
Cardi nal e. PharmaNet has agreed to their contract as
proposed. Responses from Pl A and Mary Cardinale are
pendi ng for this week.

And it says for you to take a -- "pl ease
take a |l ook at all three draft contracts and let ne
know i f you have any adm nistrative changes that you
want included in the final contracts."

Do you see that?

A Yes.

Q Do you recall entering into a contract
wi th PharmaNet with respect to MD-18 study report?

A No, | actually don't recall that.

Q Do you recall having any interaction
wi th PharnaNet with regard to the study report, NMD 18?

A | know we were considering working with
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1 Phar maNet .

2 Q And what's PI A?

3 A "' m not sure who they are.

4 Q Do you recall who PharmaNet was?

5 A They were a contract research

6 or gani zati on.

7 Q What did they do?

8 A Contract research organi zations do work
9 for what I'mfamliar with is pharnmaceutical conpani es.
10 Q Do you recall working with PharmaNet to
11 hel p draft the study report for MD> 187

12 MR. ABRAHAM  (nj ecti on.

13 THE WTNESS: No, | don't specifically
14 recal |l that.

15 BY MR BAUM

16 Q If you flip through a coupl e of pages
17 here, you'll conme to page -- the fourth page in. It
18 has a consul tant agreenent between Pharnmaceuti cal

19 | nformati on Associ ates Limted.

20 Do you see that?

21 A Yes.

22 Q Does that refresh your recollection with
23 regard to what PIA m ght be?

24 A Yes, yes.
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1 Q So who are these guys?

2 A Again, they're a -- they were a snaller
3 consulting firmthat would do work for pharmaceutica
4 compani es.

5 Q Do you recall what kind of work they

6 di d?

7 A | know they -- | believe they

8 specialized in witing.

9 Q kay. So looking at this e-mail it

10 | ooks |i ke between Robert Exner and you on August 15,
11 2001.

12 Do you see that?

13 A Yes.

14 Q Does that appear to have been sonet hi ng
15 that was produced in the ordinary course of Forest

16 busi ness?

17 MR ABRAHAM  Obj ecti on.

18 THE W TNESS: Yes.

19 BY MR BAUM

20 Q Do you recall working with anybody in
21 particul ar at Phar maNet ?

22 A No.

23 Q Do you recall providing any information
24 t o Phar maNet ?
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A No.
Q Do you recall that the MD 18 study

report was submtted to the FDA?

A Yes.

Q Do you recall approximtely when?

A | think we | ooked at that yesterday,
2002.

Q Did Forest receive a six-nonth patent

extension for Celexa for doing clinical trials on
pedi atri c depression?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | believe so.
MR. BAUM Let's go to the next exhibit.
Mark this as Exhibit 5.
(Docunent marked for identification as
Heydorn Deposition Exhibit No. 5.)
BY MR BAUM
Q Okay. This appears to be a study report

for protocol CIT-M- 187

A Yes.

Q Do you see that?

A Yes.

Q Do you recognize it?
A. Yes.
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Q Have you seen it before?
A Yes.
M5. KIEHN: M chael,
this a final copy?
MR BAUM | think this
MS. Kl EHN:
bottom that's why | asked.

MR. BAUM As far as |
final.

MS. Kl EHN:
the front too.

MR BAUM Well, if

it would be news to ne.

know,

just to clarify, is

one is.

It says Version 1 at the

this is the

The typeface | ooks weird on

it's not the final,

M5. KIEHN: Okay, well, we'll just
proceed with it.

MR. BAUM It's dated April 8, 2002.

M5. KIEHN.: We'll proceed with the

reservation we're not sure that

MR BAUM  kay.

BY MR BAUM
Q Vel |,
docunent, do you see that the initial

January 31, 2000.

Do you see that?

it's final.

| ooking at the front page of this

date is
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1 A Yes.

2 Q Is that the date that the trial started?
3 A | don't know.

4 Q You don't know what initiation date

5 means?

6 A D fferent conpani es have different

7 definitions of that.

8 Q Do you know what Forest's definition

9 was ?

10 A. No, | do not.

11 Q What is a -- do you think that m ght be
12 when patients first started being screened for entering
13 the CI T- MD 18?

14 MR. ABRAHAM  (Obj ecti on.

15 THE W TNESS: That woul d be one

16 definition conpanies use for initiation date.
17 BY MR BAUM

18 Q And you see the conpletion date is

19 April 10, 20017
20 A Yes.
21 Q And is that the date that the -- well,
22 what date woul d that have been?
23 A That's -- ny understanding is that's
24 generally last patient, last visit.
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Q So that would be the point when the |ast
patient cones in, gets their |ast evaluation, and then

that would close off collecting nore data; is that

correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: More efficacy data, yes.
BY MR BAUM
Q Let's go to the next page, which is the

synopsis. And you see again under the "criteria for
eval uation" sort of repetition what we saw in the
protocol for the efficacy neasures?

A Yes.

Q So we've got sone various efficacy
nmeasures. Can you explain how the efficacy of this
study drug versus placebo is denonstrated by an outcone
measur e?

MR ABRAHAM  Obj ecti on.
THE WTNESS: |'mnot an expert on the
design of clinical studies.
BY MR BAUM

Q But gi ven what you do know wi th your
work on a study report |ike MD-18, what would be your
under st andi ng?

MR. ABRAHAM  (bj ecti on.
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1 THE W TNESS: So ny under standi ng woul d
2 be -- can you repeat the question, sorry.

3 BY MR BAUM

4 Q Yeah. Can you expl ain how efficacy of
5 the study drug versus placebo is denonstrated by an

6 out conme neasure?

7 MR. ABRAHAM  (bj ecti on.

8 THE WTNESS: So ny understanding is one
9 outconme neasure is selected as the primary

10 out come neasure and a specific tinme point

11 followng the initiation of treatnent is

12 selected as the tine point at which that

13 primary outcone neasure is evaluated in al

14 patients in the study, and then a statistica
15 test is applied to evaluate whether there is a
16 statistical difference between placebo and

17 active patients, patients on active and

18 patients on pl acebo.

19 M5. KIEHN:. M chael, could we go off the
20 record for one second.
21 MR. BAUM Yeah.
22 THE VI DEOGRAPHER: The tine is now
23 11: 03 a.m W're off the record.
24 (Pause.)
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1 THE VI DEOGRAPHER: The tinme is now

2 11:10 a.m We're on the record.

3 BY MR BAUM

4 Q Can you explain the difference between
5 statistical significance and clinical significance?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: Statistical significance
8 is atest that's done. dinical significance
9 is an assessnent by individual patients or

10 caregivers on whet her any beneficial effect
11 that is seen fromthe adm nistering the

12 compound is of value to the patient receiving
13 t he conpound.

14 BY MR BAUM

15 Q So it's whether there's -- clinical

16 significance woul d be whether there's any observabl e
17 di fference?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: Any difference that's
20 meani ngful to the patient.
21 BY MR BAUM
22 Q kay. So let's -- in this exhibit,
23 whi ch we've nmarked as Exhibit 5, let's take a | ook at
24 Page 69.
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M5. KIEHN: And, again, for the record,

this is an excerpted docunent so it doesn't
have all of the pages.

MR BAUM That's correct.

BY MR BAUM

Q And have you found Page 697

A Yes, | have.

Q Okay. And this is Section 10, Efficacy
Eval uation, and under 10.1 you'll see that in this

first paragraph where it says "Table 3.1 and Panel
presents the results fromthe LOCF analysis for the
change from baseline to Wek 8."
Do you see that?
A Yes.
Q So according to this page, CDRS is
positive for efficacy; is that correct?
MR. ABRAHAM  Obj ecti on.
THE W TNESS: Yes.
BY MR BAUM

Q Okay. So let's just go over to the

page, which is Page 70, and you see Panel 11 there at

the top?
A Yes.

Q And for the P-val ue over on the right
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says . 038.

A

Q

Do you see that?
Yes.

That's a statistically significant

P-value; is that correct?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: That's ny under st andi ng.

BY MR BAUM
Q It's less than . 05?
A Yes.
Q Whi ch woul d be the cutoff for

statistical

signi ficance?
MR. ABRAHAM  (Obj ecti on.

THE W TNESS: Yes.

BY MR BAUM

Q

statistical

If it was over .05, it wouldn't be
ly significant, correct?
MR. ABRAHAM  (Obj ecti on.

THE W TNESS: That's my under st andi ng.

BY MR BAUM

Q

bel ow Panel

A

Then further down on the page, you see
12 it says Appendi x Table 6.
Do you see that?

Yes.
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Q And Appendi x Table 6 presents the
results fromthe LOCF anal ysis for the change from
baseline to Wek 8 excluding data from9 patients for
whom t he study blind was potentially conprom sed (see
Section 5.3.4).

Did | read that correctly?

A Yes.
Q Did you wite that sentence?
A | don't recall.
Q Do you know who wote it?
A No, | do not.
Q So let's turn to Page 244 in this
exhi bit.
Did you find that?
A Yes.
Q And that's Appendi x Tabl e 6.
Do you see that?
A Yes.
Q And it's entitled "Change from Basel i ne

in CDRS-R after 8 weeks, |TT Sub-popul ation - LOCF."
Do you see that?
A Yes.
Q So the change from baseline CDRS-R after

8 weeks was the primary efficacy neasure for MD-18; is
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1 t hat correct?

2 MR. ABRAHAM  (bj ecti on.

3 THE W TNESS: Yes.

4 BY MR BAUM

5 Q So this is an evaluation of CDRS-R after
6 8 weeks without the nine patients involved, correct?

7 A Yes.

8 Q And if you | ook at the upper right

9 there, it says Septenber 12, 2001.

10 Do you see that?

11 A Yes.

12 Q Wul d t hat have been the date that this
13 tabl e was run?

14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: | don't know.

16 BY MR BAUM

17 Q Do you know what any of these dates on
18 t hese tabl es neant?

19 A | could speculate that they were the

20 dates on which the tables were run.

21 Q | s that a reasonabl e specul ati on on your
22 part, based on your experience?

23 MR. ABRAHAM  (bj ecti on.

24 THE W TNESS:. Yes.
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1 BY MR BAUM

2 Q It would be like an estimte as opposed
3 to a guess?

4 MR ABRAHAM  Obj ecti on.

5 THE WTNESS: Not sure what you nean
6 BY MR BAUM

7 Q That's a bad questi on.

8 Do you know who generated this table?
9 A No, | do not.

10 Q Do you renenber if it was a

11 bi ostatistician for Forest?

12 MR. ABRAHAM  (nj ecti on.

13 THE WTNESS: There was a

14 bi ostati stician who worked on the project.
15 BY MR BAUM

16 Q Do you recall who the primary

17 bi ostatistician was?

18 MR. ABRAHAM  (Obj ecti on.

19 THE W TNESS:  Ji n.

20 BY MR BAUM

21 Q Janes Jin?

22 A Yes, that sounds famliar.

23 Q Did you work with himon this study
24 report?
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1 A Yes.

2 Q And what sort of interaction did you

3 have with hinf

4 A So it was a iterative interaction where
5 data woul d be generated for inclusion in the report and
6 then anong the people reviewng the report, witing the
7 report, additional anal yses would be request ed.

8 Q Did you ever request additional anal yses
9 from Janes Jin on MD 187

10 A. No, that's not sonething I would do.

11 Q Who woul d do that?

12 A. That would be -- well, | don't know. |

13 coul d speculate that it would be Charlie Flicker and/or
14 | van Cergel .

15 Q Do you recall Charlie Flicker or Ivan

16 Gergel requesting additional anal yses of MD-18 tabl es?
17 A Not specifically.

18 Q Do you know that it was done?

19 MR. ABRAHAM  (Obj ecti on.

20 THE WTNESS: | don't know. | don't

21 know that it was done.

22 BY MR BAUM

23 Q You haven't seen any draft tables or

24 anything |ike that?
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1 A No.

2 Q None were shown to you?

3 M5. KIEHN. (Qbjection.

4 THE WTNESS: Well, this table was shown
5 to me yesterday, in very tiny print.

6 BY MR BAUM

7 Q Any other vers -- in very tiny print?
8 A Yes.

9 Q Okay. Yes, it is tiny print.

10 A No, this is nmuch nore readabl e, believe
11 me.

12 Q Ch, great.

13 Okay. So the footnote at the bottom of
14 t he page says "Report Generated by Program

15 / sasprog/cit/citndl8/ prograns/tabl es/apndx. 6. sas. "

16 Do you know what any of that stuff

17 means?

18 A No.

19 Q | would need to talk to soneone |ike
20 James Jin to get that information?

21 MR. ABRAHAM  (bj ecti on.

22 THE WTNESS: | woul d assune so.

23 BY MR BAUM

24 Q It wasn't in your wheel house to know
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t hat ?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: No, it was not.
BY MR BAUM
Q Now, there is a note just above that
says, "Patients (105, 113, 114, 505, 506, 507, 509,
513, 514) with drug dispensing error are excluded."
Did | read that correctly?
A Yes.
Q These were the nine patients in
CI T-VMD- 18 who were unblinded in the study; is that
correct?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: These are the nine
patients that received the pink colored tablets
i's my understandi ng.
BY MR BAUM
Q Do you think there was actual or
potential unblinding with respect to those patients?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know.
BY MR BAUM
Q What do you think?

MR. ABRAHAM  (bj ecti on.
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THE WTNESS: There's a potential, yes.

BY MR BAUM
Q Why ?
A They received different colored tablets.
Q What woul d happen as a result of that?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: W don't know what the
patients or the -- at |least |I'mnot aware of

what the patients or the physicians, the
i nvestigators knew.
BY MR BAUM
Q Wul d the investigators have seen the
pi nk tablets too?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know.
BY MR BAUM
Q Wul d the investigators have known which
patients received pink tablets?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know.
BY MR BAUM
Q So the P-value that results from
excl udi ng these nine unblinded patients is .052.

Do you see that?
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MR. ABRAHAM  (bj ecti on.
THE WTNESS: Yes, | see that.
BY MR BAUM
Q And that P-value is not statistically
significant, correct?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: That's ny under st andi ng.

BY MR BAUM
Q Because it's greater than .05?
A Yes, that's ny understandi ng.
Q So it was negative, not in favor of

Cel exa's efficacy, correct?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: Again, I'mnot a
statistician, but it shows there's not a

statistical difference between the two groups.

BY MR BAUM
Q For the primary endpoint?
A For the primry endpoint.
MR. ABRAHAM  (bj ect.
BY MR BAUM
Q By excludi ng these nine patients, the

P-value went froma statistically significant .038 to a

statistically insignificant .052 on the CODRS-R rating
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1 scal e after 8 weeks, correct?

2 MR. ABRAHAM  (bj ecti on.

3 THE W TNESS: Yes.

4 BY MR BAUM

5 Q So, in other words, this P-val ue shows
6 cital opram versus placebo was negative for the prinmary
7 out come neasure for MD- 18, right?

8 MR. ABRAHAM  (Obj ecti on.

9 THE W TNESS: Yes.

10 BY MR BAUM

11 Q And that's the difference between NMD 18
12 bei ng positive or negative, right?

13 MR. ABRAHAM  (Obj ecti on.

14 THE W TNESS: Yes.

15 BY MR BAUM

16 Q So with the dispensing error, patients
17 excluded from MD-18 -- excuse nme. Let ne read that
18 agai n.

19 So with the dispensing error patients
20 excluded fromthe MD-18 prinmary efficacy outcone
21 measure, Celexa failed to significantly outperform
22 pl acebo in treating pediatric depression, right?
23 MR. ABRAHAM  (Obj ecti on.
24 THE W TNESS: That appears to be the
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1 case.

2 BY MR BAUM

3 Q That woul d be an i nportant substanti al
4 difference, wouldn't it?

5 MR. ABRAHAM  (Obj ecti on.

6 THE W TNESS: Yes.

7 BY MR BAUM

8 Q That anal ysis was done on the

9 subpopul ati on of 166 patients, 81 in the placebo group
10 and 85 in the cital opram group, right?

11 MR. ABRAHAM  (bj ecti on.

12 THE W TNESS: Yes.

13 BY MR BAUM

14 Q And the 166 patients were greater than
15 the 160 patients needed to power MD 18, right?

16 MR. ABRAHAM  (bj ecti on.

17 THE W TNESS: Yes.

18 BY MR BAUM

19 Q So let's go back to Page 70 of the study
20 report. So it says that "Appendix Table 6 presents the
21 results fromthe LOCF analysis for the change from

22 baseline to Wek 8 excluding data fromthe 9 patients
23 for whomthe study blind was potentially conprom sed. "
24 Do you see that?
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A Yes.

Q Goi ng back over that, do you know
whet her you or Charlie Flicker drafted that, now that
we' ve | ooked at it again?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: No, | don't recall
BY MR BAUM

Q Okay. It says here, "The results from
Week 8 LOCF anal ysis conparing mean change from
baseline in CDRS-R in cital opram and pl acebo groups was
not substantially affected by the exclusion of those
patients; the LSM difference decreased from4.6 to 4.3
and the P-value increased fromO0.038 to 0.052."

Did | read that correctly?

A Yes.

Q And going froma P-value of .038 to .052
crosses the MD- 18 protocol's prespecified and industry
accepted statistical significance cutoff of .050,
right?

MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q So it wasn't suggesting that the result

was not substantially affected by exclusion of those
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patients incorrect?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Potentially, yes.
BY MR BAUM

Q It was, in fact, a shift from

statistically significant to statistically
insignificant, right?

MR. ABRAHAM  (Obj ecti on.

THE W TNESS: Yes.

BY MR BAUM
Q And that's a substantial shift, isn't
it?
MR. ABRAHAM  (Obj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q Who was the target audience for the

MD- 18 study report?
MR. ABRAHAM  (Obj ecti on.

THE W TNESS: Target audi ence.

BY MR BAUM
Q Who was intended to receive it?
A Well, the Food and Drug Adm nistration.
Q And that woul d have been the FDA nedi cal

revi ewer and Tom Laughren deci di ng whether to approve
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1 Forest's request for a pediatric nmajor depressive order
2 indication; is that correct?

3 MR. ABRAHAM  (bj ecti on.

4 THE W TNESS: Yes.

5 BY MR BAUM

6 Q | f they accepted this characterization
7 of the P-value shift from.038 to .052 not being

8 substantial, they would have been msled, right?

9 MR ABRAHAM  Obj ecti on.

10 THE WTNESS: | don't know.

11 BY MR BAUM

12 Q They woul d have drawn an incorrect

13 concl usi on, correct?

14 MR. ABRAHAM  (Obj ecti on.

15 THE W TNESS: Just based on this

16 potentially, but | don't know FDA reviewers
17 don't rely on the -- what the conpany has

18 witten as a thorough review. | spent two

19 years at the FDA. There's a thorough revi ew of
20 the data starting with the raw data and wor ki ng
21 their way up to the conclusions of the study.
22 BY MR BAUM

23 Q When you say raw data, you mean case

24 report forns?

ol kow Technol ogi es, I nc. Page 91




Wl liamE. Heydorn, Ph.D.

1 MR. ABRAHAM  (bj ecti on.
2 THE W TNESS: They can go back as far as
3 case report forns.
4 BY MR BAUM
5 Q Do you know whet her the FDA had the case
6 report forms with respect to the MD 187
7 A | do not know.
8 Q Do they have the case report forns for
9 the nine patients that received the pink tablets?
10 MR. ABRAHAM  (bj ecti on.
11 THE WTNESS: | don't know.
12 BY MR BAUM
13 Q | f the FDA reviewer and Dr. Laughren
14 echoed this | anguage fromthe study report in their
15 eval uation, would that indicate that they accepted the
16 characterization of Forest in the study report?
17 MR. ABRAHAM  Obj ecti on.
18 THE WTNESS: | wouldn't be able to
19 comment on what they were thinking.
20 BY MR BAUM
21 Q Do you know Tom Laughren?
22 A | worked with himnmany years ago. |
23 doubt he woul d remenber ne.
24 Q I n what capacity did you work with hinf
ol kow Technol ogi es, I nc. Page 92




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

A | started ny career after ny
post-doctoral training as a reviewer at the

neur ophar macol ogy division of FDA, and he was the team

| eader for, | believe, the psychopharmacol ogy products.
Q What drug did you work on?
A Primarily anti-depressants.
Q Wi ch anti - depressant s?
A " mnot sure |'"mable to reveal that

i nf ormati on.

Q Was it Cel exa?
A No, | don't believe so.
Q Wiy aren't you able to reveal that

i nformation?
A "' m not sure whether the drugs | worked

on at the FDA is confidential information or not.

Q If | go to the FDA website on nost
drugs, | think I can get nost of the nedical reviewer
reports, and if | do FOAs, | can get nost of those. |

don't think that's confidential
M5. KIEHN: |If he's not confortable
giving the information, he's not going to give
the information
THE WTNESS: No, you m ght be right.

just wasn't sure, but you neke a good point,
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1 and | don't renenber which drugs | worked on
2 specifically. Again, that was 30 years ago.

3 BY MR BAUM

4 Q Al right. So but it wasn't cital opranf
5 A. | don't believe so, no.

6 Q Did you ever have any interaction with
7 Forest while you were working at the FDA?

8 A Not that | recall

9 Q Okay. So let's take a | ook at Page 71
10 and -- I'mgoing to cone back to that inalittle bit.
11 Let's go to Page 100, and this is "Table
12 3.1 Primary Efficacy."

13 Do you see that?

14 A Yes.

15 Q Change from baseline in CDRS after 8
16 weeks.

17 Do you see that?

18 A Yes.

19 Q | TT popul ation - LOCF.

20 Do you see that?

21 A Yes.

22 Q Al right. So this Table 3.1 is also
23 for change in baseline CDRS after 8 weeks, correct?
24 A Yes.
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Q And this analysis included 174 patients,
85 patients in the placebo group and 89 patients in the
ci tal opram group.
Do you see that?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And that's a difference of eight
patients fromthe table -- Appendi x Table 6, which had
166 patients.
Do you recall that?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: Yes, apparently. | didn't
do the math, but 1'Il trust you on that.
BY MR BAUM
Q Here, 1'Il just pull that out.

M5. KIEHN:. What is that?
MR. BAUM That's the sane one. That's
Tabl e 6, Appendi x Table 6.
THE W TNESS: Yeah, you're right.
BY MR BAUM
Q So that's eight patient difference, not
nine patient difference?

A. Yes.
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Q Do you know why there's a difference;
it's one patient short?
No, | do not.
You don't recall that being di scussed?

No.

o > O >

So | ooking over to like the mddle right
section, you see the P-value is .038.
Do you see that?
A Yes.
Q And that's a statistically significant
P-val ue, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And the P-value in Table 6 show the
cital opram versus placebo was not statistically
significant, but Table 3.1 shows that cital opram versus
pl acebo is statistically significant, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And do you know why the earlier
analysis -- well, first off, take a | ook at the date up

at the top right. It says Cctober 30th, 2001
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1 Do you see that?

2 A Yes.

3 Q And if you |look at the date on Tabl e 6,
4 "1l just hand you this, it's quicker for you, what's
5 t he date?

6 A Sept enber 12th, 2001.

7 Q So this Table 6 appears to have been run
8 earlier; is that right?

9 MR ABRAHAM  Obj ecti on.

10 THE WTNESS: It appears to have been
11 run earlier, yes.

12 BY MR BAUM

13 Q Do you know why the earlier run wasn't
14 used?

15 M5. KIEHN: Obj ection.

16 MR. ABRAHAM  (bj ecti on.

17 THE WTNESS: Well, what do you nean
18 "used"?

19 BY MR BAUM
20 Q Wiy it was placed in the appendi x and
21 not used as Table 3.1 for the primary efficacy neasure?
22 MR ABRAHAM  Obj ecti on.
23 THE WTNESS: No, | do not.
24 BY MR BAUM
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1 Q Was that a judgnent call you didn't
2 make?

3 MR. ABRAHAM  (bj ecti on.

4 THE WTNESS: No, that's not a judgnent
5 call | would have made.

6 BY MR BAUM

7 Q Do you know who woul d have made t hat
8 j udgnment call ?

9 MR ABRAHAM  Obj ecti on.

10 THE WTNESS: | do not know.

11 BY MR BAUM

12 Q Wuld it have been Charlie Flicker?
13 MR. ABRAHAM  (Obj ecti on.

14 THE WTNESS: |t may have been.

15 BY MR BAUM

16 Q | van Gergel ?

17 MR ABRAHAM  Obj ecti on.

18 THE WTNESS: It may have been

19 BY MR BAUM

20 Q Lawr ence A anof f?

21 MR. ABRAHAM  (bj ecti on.

22 THE WTNESS: It may have been.

23 BY MR BAUM

24 Q Were you involved in any di scussions
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1 wi th them about whether or not to use 3.1 as the -- the
2 present 3.1 as the primary efficacy neasure versus the
3 Appendi x Table 67

4 MR, ABRAHAM  Obj ecti on.

5 THE WTNESS: | don't recall any

6 di scussi ons.

7 BY MR BAUM

8 Q Can you think of anyone el se that m ght
9 have been responsi ble for naking that decision?

10 M5. KIEHN: Obj ection.

11 THE W TNESS:  No.

12 BY MR BAUM

13 Q Those three guys that we just went

14 t hrough, Charlie Flicker, |Ivan CGergel, Law ence

15 A anof f ?

16 MR. ABRAHAM  (bj ecti on.

17 THE WTNESS: | can't think of anyone
18 el se besides one of those three that woul d have
19 made that decision

20 BY MR BAUM

21 Q It woul dn't have been Sol onon?

22 MR ABRAHAM  Obj ecti on.

23 THE WTNESS: | don't know.

24 BY MR BAUM
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Q Any Rubin or Tracey Varner, they
woul dn't have anything to do with that?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | wouldn't think so, but |
have no direct know edge of that.

BY MR BAUM
Q But it wasn't you?

M5. KIEHN:  Obj ection.

THE WTNESS: It was not ne. | was
responsible for witing the study report given
the data that was generat ed.

BY MR BAUM
Q You were responsible for its being
accurate too, correct?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Yes.

BY MR BAUM
Q Al right. So let's go to Page 44 of
the study report excerpt we have here, and we have
Section 5.34 blinding.
Do you see that?
A Yes.
Q And in that |ast paragraph it says, "No

doubl e-blind treatnent assignnment was unblinded by this

ol kow Technol ogi es, I nc. Page 100




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

procedure before database | ock."
Do you see that?

A Yes.

Q And then it says, because of a drug
packaging error, the citalopramor placebo tablets
initially dispensed to 9 patients at 3 study centers
wer e di stinguishable in color, although otherw se
unbl i nded -- otherw se blinded (see section 7.0).

Do you see that?

A Yes, yes.

Q And "when this error was identified at
t he begi nning of the study period, all study nedication
shi pments were replaced in full with tablets of

identical color to renove any potential for

unbl i ndi ng. "
Did | read that correctly?
A Yes.
Q So nowif we go to Section 7.0 on Page

63, which I think is the next page over on the exhibit.
A Yeah.
Q It says, "Changes in the Conduct of the
Study and Pl anned Anal yses."
Do you see that?

A. Yes.
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1 Q Ckay. So what is -- do you know what

2 t hat section is about?

3 A Well, as the title says, it's -- well,

4 it appears to focus on changes in the planned anal ysis.
5 Q We nentioned earlier or you nentioned

6 earlier that sonetinmes there mght be variations in a
7 protocol. Is that -- is this where those variations

8 woul d be entered?

9 A Ri ght, yes, that would be ny

10 under st andi ng.

11 Q Did you draft this section?

12 A | don't renenber.

13 Q kay. So the last paragraph it says,

14 Ni ne patients (Patients 105, 113, 114, 505, 506, 507,
15 509, 513, and 514) were m stakenly dispensed 1 week of
16 medi cation with potentially unblinding information

17 (tabl ets had an incorrect coating). Therefore, in

18 addition to the analysis specified in Section 6.4.1 for
19 the primary efficacy paraneter, a post-hoc anal ysis was
20 performed on an | TT subpopul ati on that excluded these 9
21 pati ents.

22 Do you see that?

23 A Yes.

24 Q That post-hoc analysis was Table 6 in
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t he appendi x, correct?

A Yes, | believe that was the nunber.

Q Was the analysis in Table 6 actually a
post-hoc analysis, or was the analysis in Table 6
actually the first analysis that was done by Forest
statisticians?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know.

BY MR BAUM

Q The date on the Table 6 was earlier than
the date on Table 3.1, wasn't it?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: Correct.

BY MR BAUM

Q Wul d that suggest that it was not a
post-hoc analysis at all?

MR ABRAHAM  Obj ecti on.

THE WTNESS: | would have no way of
knowi ng. These analyses are run -- can be run
mul tiple tines.

BY MR BAUM

Q Do you know why Forest conducted the

post-hoc analysis at all?

A Because of the potential for unblinding,
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t hey wanted to eval uate whet her inclusion of those

pati ents had any inpact on the overall outconme of the

st udy.
Q And it did, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: It appears to have, yes.
BY MR BAUM

Q Okay. Do you recall that the study
protocol stated in Paragraph 9.7 on Page 16, "If the
blind is broken for any reason, Forest Laboratories
must be notified imediately. Any patient for whomthe
bl i nd has been broken will imedi ately be di sconti nued
fromthe study and no further efficacy evaluations wl|
be perforned."

Do you see that?

M5. KIEHN: Hold on.

BY MR BAUM
Q Sorry, seeing that, do you recall that?
M5. KIEHN: \Were is that?
MR. BAUM That's at Page 16 | think of
Exhibit --

M5. KIEHN:. W don't have Page 16.
THE WTNESS: It's in the protocol.

MR. ABRAHAM Are you referring to a
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1 previ ous exhibit?

2 MR. BAUM Protocol. [It's Page 16.

3 MR. ABRAHAM 328, Page 16.

4 MR BAUM O 328.

5 MR. ABRAHAM Two page nunbers.

6 BY MR BAUM

7 Q It has all sorts of page nunmbers on

8 here. O Exhibit 3. Do you have it there?

9 A Yep, |'ve got, yep.

10 Q So did | read that off correctly?

11 M5. KIEHN: | think you'll need to read
12 it again.

13 BY MR BAUM

14 Q Ckay. So in the mddle, third paragraph
15 that's bol ded, do you see that?

16 A Yes.

17 Q And the | ast sentence of that starts --
18 says, "If the blind is broken for any reason, Forest
19 Laboratories nust be notified i mediately."

20 Do you see that?

21 A Yes.

22 Q And "Any patient for whomthe blind has
23 been broken will imrediately be discontinued fromthe
24 study and no further efficacy evaluations will be
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1 perforned. "

2 Do you see that?

3 A Yes.

4 Q That makes sense, right?

5 MR. ABRAHAM  (bj ecti on.

6 THE W TNESS: Yes, it nmakes sense.

7 BY MR BAUM

8 Q It shouldn't include patients that have
9 potential unblinding problens in efficacy neasures,
10 correct?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: This says unblinded, not
13 pot ential unbli nded.

14 BY MR BAUM

15 Q Shoul dn't include patients who are

16 unblinded in efficacy neasures, right?

17 MR. ABRAHAM  Obj ecti on.

18 THE WTNESS: That would be ny

19 under st andi ng, yes.
20 BY MR BAUM
21 Q And if these nine patients were, in
22 fact, unblinded or the investigators were unblinded,
23 you shoul d not include those patients in the efficacy
24 measures, correct?
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MR. ABRAHAM  (bj ecti on.
THE WTNESS: Fromwhat |'ve seen, we
don't know if those patients were unblinded.
BY MR BAUM
Q So -- okay. W'Il conme back to that.
MR. BAUM You want to take a break.
THE VI DEOGRAPHER: The tine is now
11:42 a.m W're off the record.
(Brief recess.)
THE VI DEOGRAPHER: The tine is now
11:54 a.m W're on the record.
BY MR BAUM
Q So if these eight patients or nine
patients were unblinded or if the investigators working
wi th them were unblinded, the efficacy scores for those
i ndi vidual s should not have been included in the
primary outconme neasure, correct?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: Yeah, apparently fromthe

wording in the protocol, if they were indeed
unbl i nded.

BY MR BAUM
Q kay. So let's go to Page 83.

VR. ABRAHAM O whi ch docunent ?
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1 THE W TNESS: Wi ch docunent? Yes.

2 BY MR BAUM

3 Q Al right. So let's go back to --

4 M5. KIEHN: Exhibit 5.

5 BY MR BAUM

6 Q -- the study report.

7 A Ckay.

8 Q And we're in Section "13.0 Di scussion
9 and Overall Conclusions.”

10 A Yep, yes.

11 Q And under the subheading "Validity," do
12 you see that?

13 A Yes.

14 Q "The study was designed to provide a
15 val i d, prospectively random zed, doubl e-blind

16 conpari son of the treatnment effects of cital opram and
17 pl acebo. A nedi cation packaging error partially

18 conprom sed the study blind for 9 of the 174 patients.
19 Post - hoc anal ysi s excluding these patients supported
20 the results fromthe intent-to-treat analysis. It is
21 concluded that the study results are valid and

22 i nterpretable.”

23 Did | read that correctly, nore or |ess?
24 A Yes.
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Q Did you wite this part of the study
report?

A | do not recall.

Q Now, it says here "post-hoc anal ysis

excl udi ng these patients supported the results fromthe
intent-to-treat analysis.”" That's actually untrue,
isn't it?

MR. ABRAHAM  (Obj ecti on.

THE WTNESS: | don't feel conpetent

enough to answer. That's a statistical

questi on.
BY MR BAUM
Q Wel |, the post-hoc analysis had a

P-val ue of .052, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Correct.
BY MR BAUM
Q And it was not statistically
significant, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Correct.
BY MR BAUM
Q So it's being not statistically

significant does not support the results of the intent
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to treat analysis, does it?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: The trend is still in the
sane direction
BY MR BAUM
Q It exceeds .050, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q So it's not statistically significant?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q It's negative for the prinmary outcone

measure, correct?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: It woul d appear to be

negati ve, yes.

BY MR BAUM

Q And its being negative for the primry

out cone neasure does not support its being positive for

the primary input, correct?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: Yes.
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BY MR BAUM

Q Do you think that's why the results
reported in Appendix 6 were relegated to the appendi x
and were not reported as the primary outconme results?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know.
BY MR BAUM
Q Do you recall any discussions about
t hat ?
MR. ABRAHAM  (bj ecti on.
THE W TNESS:  No.
BY MR BAUM
Q Agai n, the people that woul d have nade

t hose deci sions woul d have been Flicker or A anoff or

Ger gel ?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know.
BY MR BAUM
Q It woul d have been their responsibility

to make that type of decision?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: VYes.

BY MR BAUM

Q But not yours?
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MR. ABRAHAM  (bj ecti on.
THE W TNESS: No, not m ne.
BY MR BAUM

Q What was your responsibility with
respect to sonething like that?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: M role was to generate
the study report based upon the data that was
generated in the study.

BY MR BAUM

Q Was it part of your job to make sure the
statenents in here were true?

A Yes.

Q Appendi x Table 6's results underm ne the
assertions that Study 18 s outcone was positive for
showi ng Cel exa significantly inproved maj or depression
di sorder in children and adol escents, right?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Assuni ng those patients
wer e unbl i nded, yes.

BY MR BAUM

Q But Table 6's results underm ned the

assertion that cital opram outperforned placebo with

respect to major depression disorder anong children and
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adol escents, correct?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: It appears to, yes.

BY MR BAUM
Q Wul d you agree that if a study was
partially conpromsed -- it says here a nedication

packager partially conprom sed the study blind.
Wul d you agree that that's a
si gni ficant problenf
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Again, |I'mnot an expert
froma statistical perspective, if that's how
you' re asking the question
BY MR BAUM

Q Well, fromyour perspective as a person
responsible for truthful conmmunications to the FDA
regarding the outcone of a study, do you think that's a
significant statenment?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: As long as all of the
information was included in the study report, |
woul d be confortable.

BY MR BAUM

Q Even if it was m scharacterized?
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: As | said, the agency, to

3 be perfectly honest, probably doesn't even read
4 this. They start with the data and work their

5 way forward fromthere. At |east that's how

6 was taught to do ny reviews.

7 BY MR BAUM

8 Q So it didn't matter what you said in the
9 study report?

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: |In many respects, it

12 doesn't, it's the truth, if the review was done
13 appropriately.

14 BY MR BAUM

15 Q Did you review study reports when you

16 were working at the FDA?

17 A | was on the nonclinical side, so |

18 revi ewed nonclinical study reports, results from ani nal
19 st udi es.

20 Q And those would be witten up kind of

21 like this?

22 A Simlar, yes.

23 Q Did you read thenf

24 A | would start with the data and the
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1 tabl es, the summary tables, conme to ny conclusion and
2 then read what the conpany wote.

3 Q Did you ever encounter blinding

4 probl ens?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: Well, we -- it's different
7 in animal studies. |It's inpossible to

8 unblind -- everyone knows who is getting what.
9 It's not a blinding. W don't blind

10 nonclinical studies. They're a |lot easier to
11 do, too.

12 BY MR BAUM

13 Q Okay. Now, it says here that the

14 conclusion of the study results are valid -- rather is
15 the -- here it says that the study results are valid
16 and i nterpretable.

17 Do you see that?

18 A Yes.

19 Q What does that nean?
20 A Basically, it means what it says, that
21 the results are valid and you're able to draw a
22 conclusion fromthe study results.
23 Q That's what interpretable neans?
24 A Yes, to ne.
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Q Do you think that statenment was true?
A Yes.
Q If the -- if internally Forest had

concluded, in fact, that these patients were actually

unbl i nded, they shoul d have been excluded; is that

correct?
MR. ABRAHAM  (nj ecti on.
THE WTNESS: That would be ny
interpretation fromthe wording in the
pr ot ocol .
BY MR BAUM
Q And if those patients were excluded, the

concl usi on regardi ng the cital opram out perf orned
pl acebo with respect to the primary outcone neasure
woul d have changed, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q Do you know whether either Table 3.1 or

Tabl e 6 evidenced clinical significance?

A No.

Q You don't know, is that what you're --
A | don't know.

Q Do you know whet her there was clinica
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significance neasure adm nistered with respect to

MD- 187
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know.
BY MR BAUM
Q Do you know how to do it?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: No, | don't.
BY MR BAUM

Q Do you recall that a clinical
significance netric was added to the manuscript for
MD- 18 that was published in the American Journal of
Psychi atry?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: No, | don't recall.

BY MR BAUM
Q You don't recall the 2.9 nunber?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: | saw that yesterday.
BY MR BAUM
Q Did you have anything to do wth having

t hat nunber added to the manuscript?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: No.
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BY MR BAUM

Q But you're an author of the manuscri pt,
correct?

A Yes.

Q Did you have to approve that being added

to the manuscript?
A | don't recall.
Q You reviewed it before it got sent in

for publication?

A Yes.

Q And you reviewed it for accuracy?

A Yes.

Q Wul dn't you have wanted to know whet her

that 2.9 was accurate or not?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: | must admt, | don't

renmenber the context in which the 2.9 was

di scussed. | know we di scussed it yesterday.
It was a statistical nmeasure, | believe, and if
that's the case, | relied on the statistician

to accurately present the data.
BY MR BAUM
Q So i ndependent of discussions you had

wi th counsel yesterday, back when the manuscripts were
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1 bei ng prepared and the manuscripts were being submtted
2 for publication, do you recall having discussions about
3 clinical significance?

4 A No.

5 Q Whose job was that?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: | don't know whose job

8 t hat was.

9 BY MR BAUM

10 Q It would be inportant to know whet her a

11 drug actually had a clinical effect, correct?

12 MR. ABRAHAM  (bj ecti on.

13 THE WTNESS: | would say so to the

14 i ndi vi dual patient, yes.

15 BY MR BAUM

16 Q It's not inportant enough just for it to
17 slightly outperform placebo on a scale. It needs to be
18 sonet hing that actually nmakes a difference, correct?

19 MR. ABRAHAM  (Obj ecti on.

20 THE W TNESS: Yes.

21 BY MR BAUM

22 Q And you want to have somethi ng that

23 makes a difference because there m ght be side effects

24 that are negative that you have to weigh as a physician
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1 whet her you're going to prescribe it to soneone, right?
2 MR. ABRAHAM  (bj ecti on.

3 THE W TNESS: Yes.

4 BY MR BAUM

5 Q And you're aware that there was a

6 suicidality problemw th respect to anti depressants

7 bei ng adm ni stered to children, correct?

8 MR. ABRAHAM  (Obj ecti on.

9 THE W TNESS: Yes.

10 BY MR BAUM

11 Q You saw t he bl ack box warni ng?

12 MR. ABRAHAM  (bj ecti on.

13 BY MR BAUM

14 Q Have you read it?

15 A | don't know if 1've ever seen the black
16 box war ni ng.

17 Q You know that there is a black box

18 war ni ng regarding suicidality?

19 MR. ABRAHAM  (Obj ecti on.
20 THE WTNESS: | know there is an issue
21 with suicidality and depression in children.
22 don't know for a fact whether there's a black
23 box warning in the package insert.
24 BY MR BAUM
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Q Okay. You are aware that there is a
suicidality problemw th respect to Celexa fromthe
94404 study, correct?

MR ABRAHAM  Obj ecti on.
THE WTNESS: That was -- it was a

di fferent popul ation.

BY MR BAUM

Q But there was an elevated rate -- an
el evat ed nunber of suicidal behavior or suicidality in
the patients exposed to cital opram correct?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: Yes, that's ny
recol | ecti on.
BY MR BAUM

Q So this is all comng back to you had
wanted to make sure that you had a clinical benefit to
out wei ghi ng any of these potential risks, correct?

MR. ABRAHAM  (Obj ecti on.
THE W TNESS:. Yes.
BY MR BAUM

Q Do you know whet her or not Cel exa had a

smal |l or large or trivial clinical significance?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: | don't know.
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BY MR BAUM

Q Do you know whet her or not someone
observing children who were given cital opram or placebo
woul d have been able to tell the difference?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know.
BY MR BAUM
Q Do you know i f -- okay.
A |"mnot a child psychol ogi st or
psychi atri st.
Q What is the -- well, do you recal

whet her the secondary outconme neasures for MD 18
denonstrated statistical significance?

A | recall they did not at Wek 8.

Q What is the purpose of secondary outcone
measures in a clinical trial?

MR ABRAHAM  Obj ecti on.

THE WTNESS: Again, I"'mnot -- |'m not
an expert in the design of clinical trials, but
ny understanding is it's additional neasures
that are | ooked at to evaluate the overal
efficacy of the conpound.

BY MR BAUM

Q They're kind of |ike cross-checks
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against the main result?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | wouldn't quite put it
t hat way.
BY MR BAUM
Q Hel pful information, | guess? How would

you characterize it?

A You know, it's, as | said, additiona
i nformation that hel ps you interpret the overal
efficacy of the conpound.

Q Are they inportant at all?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: They're certainly |ess
i nportant than the primary efficacy endpoint.

BY MR BAUM
Q Wuld it be inportant that they were al
negative at Wek 8?

MR. ABRAHAM  (Obj ecti on.

THE WTNESS: |If the primary efficacy is
denmonstrated at Wek 8, then it's irrelevant is
my under st andi ng.

BY MR BAUM
Q kay. So but the outcone with the eight

pati ents was negative, correct?
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MR. ABRAHAM  (bj ecti on.
THE WTNESS: The P-value is .052, yes.
BY MR BAUM
Q And that's nore or |less consistent with
t he secondary outcone neasures, right?

MR. ABRAHAM  (bj ecti on.

BY MR BAUM
Q They were negative as well?
A Yes.
Q Do you know what the observed cases

outcone was for the CDRS-R?

A No.

Q Do you know whether or not it was
negative?

A. No, | don't know.

Q You know t hat observed cases was al so

eval uated for MD-18, correct?

MR. ABRAHAM  (Obj ecti on.

THE WTNESS: | believe so.
BY MR BAUM
Q What are observed cases?
MR ABRAHAM  Obj ecti on.
THE WTNESS: |'m not sure.
BY MR BAUM
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Do you know what LOCF is?

Yes.

What is LOCF?

Last observation carried forward.

What does that nean?

> O >» O > O

So if a patient drops out and you don't
have a neasurenent at Wek 8, you take whatever the
| ast observation was and apply that to the Wek 8
anal ysi s.

Q And observed cases is the people who
actually finished the trial; does that ring a bell?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: It may be, yes.

BY MR BAUM

Q Do you know why studies woul dn't just
use the observed cases if people actually finished?
It's kind of artificial to use the |ast observations
carried forward, isn't it?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Again, not an expert in
the area, but ny understanding is that you want
to -- you don't want to risk excluding
patients -- data from patients who rmaybe drop

out due to adverse events or for admnistrative
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reasons. Patients have a nunber of reasons why

t hey drop out of studies.

BY MR BAUM
Q | f you use an LOCF, that's not actually
what the patients' reports were at -- and results were

at the endpoint for the study, correct?
MR. ABRAHAM  (bj ecti on.
BY MR BAUM
Q It's an artificially inmposed set of
nunbers from Weks 2 or 3 or 4, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | would have to defer to a
statistician.
BY MR BAUM
Q Well, they are artificially inposed
nunbers. They're not the actual results fromthe
pati ent having been adm nistered the rating scal es at
Week 8, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Well, it's correct that
the patients were not adm nistered the rating
scal es at Wek 8.
BY MR BAUM

Q Used rating scales fromearlier weeks,
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1 right?

2 MR. ABRAHAM  (bj ecti on.

3 THE W TNESS: Yes.

4 BY MR BAUM

5 Q Rating scale results, rather?

6 A Yeah.

7 Q Now, with respect to MD- 18, secondary
8 endpoi nts, you recall that per the protocol, the

9 secondary endpoints were the CA@ inprovenment score
10 change from baseline and CA severity, K-SADS

11 depression nodul e, CA score at Wek 8, correct?

12 MR. ABRAHAM  (bj ecti on.

13 M5. KIEHN: |If he needs to |look at a
14 docunment to confirmthat.

15 THE W TNESS: Yeah, | think --

16 BY MR BAUM

17 Q It's protocol, Page 2.

18 A Yeah, CA-S, CGE-1, CGAS, Kiddie

19 schedul e and the K-SADS depression nodul e, yes, those
20 appear to be the secondary endpoints.

21 Q And in Exhibit 5, the study report,
22 let's turn to Page 101. And this is a statistical
23 table reflecting the secondary endpoint of CG

24 | mprovenent after 8 weeks, correct?
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A Yes.

Q And what was the P-val ue there?
A 0. 257.

Q And that's not statistically

significant, correct?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: Correct.

BY MR BAUM

Q So citalopramfailed to outperform
pl acebo with respect to -- significant -- let ne say it
again.

Citalopramfailed to significantly

out perform pl acebo on the CA | nprovenent scal e,

correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: That woul d appear to be
t he case.
BY MR BAUM
Q So it was negative for efficacy,
correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q Let's go to Page 102, which is, |
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1 believe, Table 3.3 fromthe study report, and it's
2 agai n secondary efficacy neasure, change from baseli ne
3 in CA Severity after 8 weeks.

4 Do you see that?

5 A Yes.

6 Q And it has P-val ue of .266.

7 Do you see that?

8 A Yes.

9 Q And that's not statistically

10 significant, is it?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: No, it is not.

13 BY MR BAUM

14 Q So the secondary endpoint of Cd

15 Severity was negative for efficacy, correct?

16 MR. ABRAHAM  (bj ecti on.

17 THE WTNESS: At Wek 8, yes.

18 BY MR BAUM

19 Q At Week 8, correct.

20 Let's go to the next table in the
21 exhibit, and it's Table 3.4 on Page 103.

22 Do you see that?

23 A Yes.

24 Q And this is another secondary efficacy
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1 measure, change frombaseline in CGAS after 8 weeks in
2 the intent-to-treat popul ation - LOCF.

3 Do you see that?

4 A Yes.

5 Q And the P-value there is .3009.

6 Do you see that?

7 A Yes.

8 Q And that wasn't statistically

9 significant either, right?

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: No, it was not.

12 BY MR BAUM

13 Q So the secondary endpoi nt for CGAS was
14 negative for efficacy as well, right?

15 MR. ABRAHAM  (bj ecti on.

16 THE WTNESS: At Wek 8, yes.

17 BY MR BAUM

18 Q At Week 8, right.

19 And going to the next one, Table 3.5 on
20 Page 104, which is another secondary efficacy neasure,
21 change from baseline in K-SADS-P Depression Mdul e

22 after 8 weeks.

23 Do you see that?

24 A Yes.
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Q And the P-value there is .105; is that
correct?

A Yes.

Q And that's greater than .05 as wel |,
right?

A Correct.

Q So that's not statistically significant

either, right?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: At Week 8.

BY MR BAUM
Q At Week 8, correct?
A Correct.
Q So the secondary endpoi nt of K-SADS

Depressi on Modul e was negative for efficacy at Wek 8,

correct?
MR, ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q So isn't it true that all of the

prespecified secondary endpoints as listed in MD-18's
protocol were negative for efficacy, right, correct?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: At Wek 8.
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1 BY MR BAUM

2 Q At Week 8, correct.

3 Let's go to Page 72 of the study report,
4 under "10.5 Efficacy Concl usions."

5 Do you see that?

6 A Yes.

7 Q And it says in the second paragraph,

8 significant differences (P |l ess than 0.05), indicative
9 of greater inprovenent in cital opram patients than

10 pl acebo patients, were also observed in the Cd-I

11 Cd -S, and CGAS.

12 Do you see that?

13 A Yes.

14 Q Now, you see above there the first

15 paragraph it says that the primary efficacy paraneter
16 change from baseline CDRS at Wek 8, cital opram

17 produced significantly greater inprovenent than

18 pl acebo, P value -- P equals 0.038 in the LOCF

19 anal ysi s.
20 Do you see that?
21 A Were are you?
22 Q In the first paragraph under Efficacy
23 Concl usi ons, just above the one we were just talking
24 about ?
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1 A Ch, I'"'msorry, yes.

2 Q So you see that first sentence that says
3 that the P val ue was .038?

4 A Yes.

5 Q And "the cital opram group exhi bited

6 significantly greater inprovenent than the pl acebo

7 group at Week 1 and subsequent clinical visits."

8 Do you see that?

9 A Yes.

10 Q Then it shifts down to there were al so
11 significant differences in the -- greater inprovenent
12 in the secondary outcone neasures, right?

13 MR. ABRAHAM  (Obj ecti on.

14 THE W TNESS: Yes.

15 BY MR BAUM

16 Q Then it says, statistically significant
17 effects were not found as consistently across study

18 time points for the secondary efficacy paraneters as
19 for the primary efficacy paraneter, but nunerically
20 greater inprovenment in cital opramgroup was observed on
21 every efficacy paraneter at every clinic visit in both
22 LOCF and OC anal ysis, correct?
23 A Yes.
24 Q So those two or three sentences there
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suggests that the outcones for the secondary outcone
nmeasures were positive as opposed to negative, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Well, we know they were
positive at the earlier tinme points.
BY MR BAUM
Q But there's no reference here that it

was negative at the Week 8, which is the endpoint,

correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Correct.
BY MR BAUM
Q And so this suggests, you know, that

there were positive results, but, in fact, there was
actually a negative result at the endpoint, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes, but this should not
be read in isolation, because I know this was
di scussed earlier in the study report.
BY MR BAUM
Q Well, this is the concl usions.
Shoul dn't the conclusions say what happened at Wek 87
MR. ABRAHAM  (bj ecti on.

THE WTNESS: It obviously could have
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been worded differently.

BY MR BAUM

Q

As a reviewer for the FDA, did sonetines

you just | ooked at the conclusions to see what the

out cones were?

> o >

Q
ref erence here
out cones bei ng

correct?

BY MR BAUM
Q

| anguage?
A
Q

| eft out?

BY MR BAUM

Q

No.

You woul dn't have done that, okay?
That's not what | would do, no.

Al right. So, in any case, there's no
in the conclusions to the Wek 8

negative for the secondary endpoints,

MR. ABRAHAM  (Obj ecti on.

THE W TNESS: Correct.

And do you know who drafted this

| do not know.

Do you know why the Week 8 outcones were

MR. ABRAHAM  (bj ecti on.

THE WTNESS: No, | don't know.

They were negative, so they didn't want
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to focus on them is that right?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know.
BY MR BAUM

Q Do you recall a plan that there was

di scussed to have the secondary outcone neasures for
the earlier weeks enphasized, in the Wek 8 outcones
de- enphasi zed?

MR. ABRAHAM  Obj ecti on.

THE WTNESS: No, | don't recall.

BY MR BAUM
Q That woul d be inproper, wouldn't it?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: | don't know.
BY MR BAUM
Q Do you think it's appropriate to focus

on the positive and deflect attention fromthe negative
if the negative is the week ei ght outcone?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: These were secondary
out cones, so the enphasis on themis |ess.
BY MR BAUM
Q So is it appropriate to exclude the

actual Week 8 outcone which was negative and focus on
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1 the prior week's positive outcones?

2 MR. ABRAHAM  (bj ecti on.

3 THE WTNESS: As | said, it could have

4 been worded differently.

5 BY MR BAUM

6 Q And by that you nean that it -- how

7 woul d you -- do you think it ought to have been worded?
8 MR. ABRAHAM  (Obj ecti on.

9 THE W TNESS: The Wek 8 negative

10 out conmes on the secondary endpoints shoul d have
11 been nentioned in the efficacy concl usions.

12 BY MR BAUM

13 Q Okay. Let's go to Page 69 and it's

14 under Section 10.1, which is part of the efficacy

15 eval uations again. Part way down, |like the next to the
16 | ast paragraph says "anal yses using."

17 Do you see that?

18 A Yes.

19 Q It says, analyses using the OC, that
20 woul d be observed cases?
21 A Yes.
22 Q Approach | i kew se denonstrated
23 significantly greater inprovenent in the cital opram
24 group conpared to the placebo group, wth significant
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cital opramdifferences (pn0.05) observed at Weks 1, 4
and 6, (Table 4.1B).

Do you see that?

MR. ABRAHAM  Obj ecti on.

THE W TNESS: Yes.

BY MR BAUM
Q Did you wite that section?
A | don't recall.
Q You don't recall whether the OC data was

negati ve or positive?

A To be honest, no, | don't. | did not
recall that.

Q kay. So let's take a | ook at Page 110,
Table 4.1B. |It's actually Page 111, the next page down

for the Week 8. You see the P-value there for Wek 8?

A Yes.

Q And it's .167?

A Yes.

Q And so that's not statistically

significant, correct?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | would say not.
BY MR BAUM

Q And so the difference at Wek 8 between
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Cel exa and pl acebo for the primary endpoint using

observed cases is not statistically significant,

correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: It woul d appear not to be,
yes.
BY MR BAUM
Q So referring back to Page 69 of the

study report, if you' d like, you want to take the
stapl er out of those.

A No, no, I'll get themall m xed up then.
| don't like the double-sided, | know, trying to save
the environnent. Ckay.

Q So let's go back to Page 69 on the
efficacy evaluation. So that says, analysis using the
OC approach |i kew se denonstrated significantly greater
i nprovenent in the cital opram group conpared to the
pl acebo group, and it |eaves -- with significant
citalopramdifferences .05 observed at 1, 4 and 6,
weeks 1, 4 and 6, |eaves out Wek 8, right?

MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM

Q At Week 8 it was negative, correct?
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1 A | would conclude that fromreading this
2 par agr aph, yes.

3 Q And so this phrase here suggesting that
4 the OC -- the observed cases results were positive is
5 m sl eadi ng because it | eaves out Wek 8, right?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: Well, we didn't go over

8 the data fromall of the weeks, but |I'msure if
9 we did, we would find it was positive at Weks
10 1, 4 and 6.

11 BY MR BAUM

12 Q But it suggests that the Wek 8 endpoi nt
13 for observed cases denonstrated significantly greater
14 i nprovenent, when it actually didn't, right?

15 MR. ABRAHAM  (bj ecti on.

16 THE WTNESS: No, it doesn't suggest

17 that at all.

18 BY MR BAUM

19 Q Doesn't even nention Wek 8, right?
20 A Correct.
21 Q And so focusing on the positive 1, 4 and
22 6 weeks and not nmentioning the negative Wek 8 was a
23 material om ssion; don't you think?
24 MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: In this case, no. | think
2 a conpetent reviewer would read this paragraph
3 and would say it was positive at Weks 1, 4 and
4 6 and, therefore, was not positive at Weks 2
5 and 8.

6 BY MR BAUM

7 Q But isn't Week 8 the inportant week?

8 MR. ABRAHAM  (Obj ecti on.

9 BY MR BAUM

10 Q It's the endpoint, right?

11 A Yes, it's the endpoint.

12 Q And that's where you determ ne whet her
13 it's positive or negative for the trial, correct?

14 MR. ABRAHAM  (Obj ecti on.

15 THE W TNESS: Yes, but this was the

16 observed cases anal ysis, not the LOCF.

17 BY MR BAUM

18 Q Yeah, but the Wek 8 is the endpoint,
19 correct?

20 A | have no problemw th the way this

21 paragraph is worded, I'Il be perfectly honest. ['ve
22 been honest all al ong.

23 Q Well, | appreciate that.

24 Way do you think that that's correct to
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omt the Week 8 negative results in this section?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: It's inplied here.

BY MR BAUM
Q kay.
A | nmean, it's obvious to ne.
Q Okay. Al right. So let's go to Page

84. This is the overall concl usion.

Do you see that?

A Yes.
Q The results of this study support the
conclusion that citalopram2-4 -- oh, that's probably

20 to 40 mlligrans a day?
A Yeah.
Q | s safe and efficacious in the treatnent
of maj or depressive disorder in children and
adol escent s.
Did | read that correctly?
A Yes, you did.
Q |s that actually true?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Certainly, in the primary
endpoi nt .

BY MR BAUM
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Q So that would be a result, correct?
A Well, that was the prespecified prinmary

endpoi nt, the whatever --

Q Including -- if you included the --
A The ni ne patients.

Q The nine patients, right?

A Correct.

Q So that's the only positive endpoint

anongst any of the endpoints neasuring efficacy in
MD- 18, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: It was the primary
endpoi nt .
BY MR BAUM
Q It was the only one? If you took out
the eight patients, it was negative, correct?
A The P-value was greater than .5, yes.

MR. ABRAHAM  (Obj ecti on.

BY MR BAUM
Q And so that was negative, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And all four of the secondary endpoints
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wer e negative, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: At Week 8, yes.
BY MR BAUM
Q At Week 8, right.
And observed cases was negative at \Wek
8, correct?
MR. ABRAHAM  (Obj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q So five, six of the results were
negative, and one was positive, correct?
MR. ABRAHAM  (Obj ecti on.

THE WTNESS: At Wek 8, yes.

BY MR BAUM
Q And here it says the results of this
study support the conclusion -- there's only one result

that was positive, and it was the Table 3.1 that
i ncl uded the eight unblinded patients, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Well, at Wek 8, yes.
BY MR BAUM
Q So | guess, in other words, whether one

used Table 3.1 with the unblinded patients in or Table

ol kow Technol ogi es, I nc. Page 144



lmchenry
Highlight

lmchenry
Highlight

chall
Highlight


Wl liamE. Heydorn, Ph.D.

1 6 with themout made a difference in the outcone of the
2 MD- 18s bei ng negative or positive, correct?

3 MR. ABRAHAM  (bj ecti on.

4 THE WTNESS: It appears to, yes.

5 BY MR BAUM

6 Q And even with those patients included,
7 all four of the secondary outconme neasures were

8 negati ve at Week 8, right?

9 MR. ABRAHAM  Obj ecti on.

10 THE W TNESS: Yes.

11 BY MR BAUM

12 Q And with themincluded, with those eight
13 patients included, the observed cases at Wek 8 had a
14 nonsi gni fi cant P-value as well, correct, so it was

15 negati ve?

16 MR. ABRAHAM  (bj ecti on.

17 THE W TNESS: Yes.

18 BY MR BAUM

19 Q And Lundbeck's 94404 study was negative
20 for efficacy as well, right?

21 MR. ABRAHAM  (bj ecti on.

22 THE W TNESS: Yes.

23 BY MR BAUM

24 Q So do you think it's accurate to say,
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overall, the results of study MD 18 support the
conclusion that Celexa is efficacious in the treatnent
of the major depressive disorder in children and
adol escent s?
A The study nmet its primry endpoint.
Q Overal |l ?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: There was positive effects
at earlier weeks on nultiple secondary
endpoi nts, the observed cases were positive at
earlier weeks.
BY MR BAUM
Q Mul ti pl e endpoi nts? There was only one
endpoi nt that was positive, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: |'msorry. Let ne
rephr ase.

On the secondary outcone neasures.

BY MR BAUM

Q At Weeks 1, 4, 67

A Yes, yeah.

Q And Weeks 1, 4, 6 are not the endpoint,
correct?

MR. ABRAHAM  (bj ecti on.
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1 THE W TNESS: Those are secondary
2 endpoi nts, those are secondary neasures.
3 BY MR BAUM
4 Q They' re secondary neasures, but they're
5 not endpoints, are they?
6 MR. ABRAHAM  (bj ecti on.
7 BY MR BAUM
8 Q The endpoi nt was Week 87
9 A Yes.
10 Q And determ ning whether or not a trial
11 IS positive or negative occurs at the endpoint,
12 correct?
13 MR. ABRAHAM  (Obj ecti on.
14 THE WTNESS: Yes, that's ny
15 under st andi ng.
16 BY MR BAUM
17 Q And there was only one neasure that was
18 positive at Week 8, and the rest were all negative,
19 correct?
20 MR. ABRAHAM  (nj ecti on.
21 THE W TNESS: Yes, the primary outcone
22 nmeasure was positive at Wek 8.
23 BY MR BAUM
24 Q So is it accurate to say, overall, the
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1 results were positive when, you know, nost of themwere
2 negative?

3 MR. ABRAHAM  (bj ection, asked and

4 answer ed.

5 THE WTNESS: Do | have to answer?

6 MR. ABRAHAM  You can answer.

7 THE WTNESS: Can you repeat it?

8 BY MR BAUM

9 Q Is it accurate to say that, overall, the
10 results were positive, when nost of themwere actually
11 negative?

12 MR. ABRAHAM  (bj ection, asked and

13 answer ed.

14 THE WTNESS: Across all of the tine

15 points, there was nmultiple positive indications
16 of efficacy with the conpound.

17 BY MR BAUM

18 Q But not overall, what's overall nean?

19 MR. ABRAHAM  (Obj ecti on.
20 THE WTNESS: Miltiple neasures were
21 taken at nultiple tinme points. The secondary
22 neasures were positive at Weks 1, 2, 4 and 6.
23 BY MR BAUM
24 Q Wul d you -- if you were responsible for
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drafting this

all by yourself, would you change the way

t hat was wor ded?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: Potentially, yes.

MR BAUM (Okay. So let's nove on to

t he next exhibit.

Heydor
BY MR BAUM

Q

(Docunent marked for identification as

n Deposition Exhibit No. 6.)

Six, and this is MDL-FORP0175697, an

e-mail from Paul Tiseo to Joan Barton dated March 2nd,

2000, Re: CT-

earlier today.

> o >

Q
Tracey Varner?

A

> O > O

18, and this is what we were discussing

You' ve seen this before, correct?

| saw it yesterday for the first tine.
Ch, you had never seen it before?

No.

Do you see in the CC line the nane

Yes.

Do you recall her position at Forest?

| believe she was in regulatory affairs.
What does that nean?

Regul atory affairs is the group that's
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1 responsible for interactions with the regul atory

2 aut horities.

3 Q They' re responsi ble for maki ng sure that
4 there's accurate and truthful comunications between
5 t he conpany and t he FDA?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: Yes, | would say so.

8 BY MR BAUM

9 Q So this -- did you see e-mails and

10 correspondence like this while you were working at

11 Forest regarding |like interactions between staff

12 regardi ng correspondence to investigators in the

13 conduct of trials?

14 MR. ABRAHAM  (Obj ecti on.

15 THE W TNESS: |'"msure | saw sone, but
16 it was not the primary focus of ny job so --
17 but I'msure | saw sone.

18 BY MR BAUM

19 Q So you never saw this in your
20 preparation of the study report?
21 A | don't recall seeing this, no.
22 Q kay. So the e-mail says, "Dear all,
23 for your information, a copy of the fax that went out
24 to all CIT-MD-18 Pediatric Investigational sites this
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nmorning is attached. All sites have al so been
contacted by tel ephone and given verbal instructions on
how to proceed with both drug shipnment, as well as
their patients who have been screened and/or
random zed.

| would also like to that everyone
involved in this process for their input and their
assistance in rectifying this situation in such a
tinmely manner."

Did | read that right?

A Yes.

Q So this is March 2nd, 2000, right?

A Yes.

Q And that's before the trial concl uded,
correct?

A | believe so.

Q Do you want to | ook at the study report?

Look at the start dates.

A Ckay, started January 31st and conpl et ed
April 10th, this is March 2000, yes, so it's --

Q So it's a couple nonths into the
initiation date, following the initiation?

A. Just over a nonth, yeah.

Q So let's -- Dr. Tiseo says, this went
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out to all the CIT-MD-18 investigational sites,
correct?

A Yes.

Q Do you know who woul d have received the

fax at the sites?

A | have no i dea.
Q kay. So let's go to the next page,
whi ch says transm ssion -- a fax transm ssion cover

sheet .

Do you see that?

A Yes.

Q And it's dated March 2nd, 20007

A Yes.

Q And it says "Urgent Message," do you see

that, and it's in bold, large with asterisks around it?

A Yes.

Q So that was an inportant nessage,
correct?

A | would say so.

Q It says, "It has cone to our attention

that an error was nmade during the packaging of the
clinical supplies for the above-noted study," which is
CIT-MD- 18, right?

A. Yes.
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Q A nunber of bottles of active nedication
were m stakenly packed with the pink-col ored conmerci al
Cel exa tablets instead of the standard white cital opram
tabl ets used for blinded clinical trials -- clinical
st udi es.

Do you see that?

A Yes.

Q So that's saying they were actually
gi ven the active nedication, correct?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know.
BY MR BAUM

Q It says, a nunmber of bottles of active
medi cation were m stakenly packed with the pink-col ored
commercial Cel exa tablets, correct?

A Yes, it does say that.

Q So the pink tablets weren't pl acebo,
they were active nedication?

MR. ABRAHAM  (bj ecti on.

BY MR BAUM
Q They were Cel exa?
A | don't know. | guess that's one

interpretation of this, yes.

Q Was there any other interpretation you
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1 can make fromthe | anguage a nunber of bottles of

2 active nedication were m stakenly packed with the

3 pi nk-col ored comrerci al Cel exa tabl ets?

4 MR, ABRAHAM  Obj ecti on.

5 BY MR BAUM

6 Q Pi nk-col ored Cel exa -- pink-col ored

7 comer ci al Cel exa tablets active nedicati on neans they
8 were given Cel exa, right?

9 MR ABRAHAM  Obj ecti on.

10 THE WTNESS: It appears fromthis, yes.
11 BY MR BAUM

12 Q So it goes on and says, "as a result,
13 di spensi ng these tablets would automatically unblind
14 the study."

15 Do you see that?

16 A Yes.

17 Q So that says it was di spensing those
18 tabl ets woul d automatically unblind the study?

19 A Yes, it says that.
20 Q That's pretty clear, isn't it? Didn't
21 say potentially unblind, does it?
22 MR ABRAHAM  Obj ecti on.
23 THE WTNESS: It says would
24 automatically unblind the study.
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BY MR BAUM

Q So with respect to the nine patients who

received the pink tablets, the study was unblinded with

respect to themautomatically, correct?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Can we tal k?

BY MR BAUM
Q No, you can't.
A Okay. Can you repeat the question.

MR. BAUM Can you read it back

(The court reporter read back the record
as requested.)

THE WTNESS: This is inconsistent with

what is in the data tabl es.

BY MR BAUM
Q Ckay. So that's -- | |ike your saying
that, | think that's true, that's not exactly an answer

to my question.

Can you answer ny question?

THE WTNESS: Can you repeat the
gquestion one nore tine.

(The court reporter read back the record
as requested.)

THE WTNESS: | guess yes.
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1 BY MR BAUM

2 Q So then it says, "This nedication needs
3 to be replaced with the appropriate white tablets

4 imediately to maintain the study blind."

5 Did | read that correctly?

6 A Yes.

7 Q Do you agree with this nmeno's statenent
8 that it was inportant to replace these tablets

9 i medi atel y?

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: | don't know.

12 BY MR BAUM

13 Q Now, at this point the investigators
14 have been advised that the tablets that were pink that
15 t hey received were active nedication, correct?

16 MR. ABRAHAM  (bj ecti on.

17 THE W TNESS: Yes.

18 BY MR BAUM

19 Q So they woul d know whi ch patients were
20 actual ly assigned active nedication, wuldn't they?
21 MR. ABRAHAM  (bj ecti on.

22 THE WTNESS: |f they were unblinded,
23 yes.

24 BY MR BAUM
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1 Q Well, if they received the pink tablets
2 and they're being told just now that they were active
3 nedi cation, those patients were being given active

4 medi cation, correct?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: Yes, | would assune so,

7 yeah.

8 BY MR BAUM

9 Q And the investigators would know t hat?
10 MR. ABRAHAM  (bj ecti on.

11 BY MR BAUM

12 Q They woul d know whi ch patients received
13 them right?

14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: | woul d have no direct

16 know edge, but | would assune so.

17 BY MR BAUM

18 Q So they were unblinded as well, correct?
19 MR. ABRAHAM  (Obj ecti on.

20 THE WTNESS: Wth respect to those

21 patients, | would assune so.

22 BY MR BAUM

23 Q So those patients shoul d have been

24 counted in the efficacy neasures, should they?
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: | defer to the

3 statistician on that.

4 BY MR BAUM

5 Q What do you think?

6 MR. ABRAHAM  (bj ecti on.

7 THE W TNESS: You can nake argunents

8 either way on this one. As | said, this

9 appears to be inconsistent with the data tables
10 t hat suggest there were pink placebo tablets
11 that were al so out there.

12 BY MR BAUM

13 Q So you think there m ght have been pink
14 pl acebo tabl ets?

15 A. Based on the data tables you showed ne,
16 there were four patients in each of the active and

17 pl acebo group that were excluded in the reanal ysis.

18 Q So here it says that they received

19 active nedication packed with pink-col ored conmerci al
20 Cel exa tablets instead of the standard white cital opram
21 tabl et s?
22 A Yes.
23 Q Do you think they made pink placebo
24 tabl et s?
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1 A | don't know.

2 Q It doesn't say that here, does it?

3 MR. ABRAHAM  (bj ecti on.

4 THE WTNESS: No, it doesn't say that
5 her e.

6 BY MR BAUM

7 Q Okay. Do you know who Paul Tiseo was,
8 right?

9 A Yes.

10 Q Do you think he woul d have known nore
11 about this than you?

12 MR. ABRAHAM  (bj ecti on.

13 THE W TNESS: Yes, far nore.

14 BY MR BAUM

15 Q And he's saying right here that they
16 were conveyed active nedication, pink-colored

17 commerci al Cel exa tablets, instead of the standard
18 white citalopramtabl ets used for blinded clinica

19 trials, that says that there was active nedication
20 comrerci al Cel exa adm ni stered, correct?

21 MR. ABRAHAM  (bj ecti on.

22 THE WTNESS: That's what it says, yes.
23 BY MR BAUM

24 Q So if it turned out that sone of these
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1 pati ents were random zed to pl acebo, they would have
2 been pl acebo patients given active nedication, right?
3 MR. ABRAHAM  (bj ecti on.

4 THE WTNESS: | have no way of know ng
5 t hat .

6 BY MR BAUM

7 Q It kind of nesses up with the protocol
8 of the trials, so it's better just not to count them
9 right?

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: | would defer to a

12 statistician on that.

13 BY MR BAUM

14 Q Well, what do you think?

15 MR. ABRAHAM  (bj ecti on.

16 THE W TNESS: There are concerns about
17 t hese nine patients, yes.

18 BY MR BAUM

19 Q And they shouldn't have been count ed,
20 correct?

21 MR. ABRAHAM  (bj ecti on.

22 THE WTNESS: | think you can nake

23 argunents both ways.

24 BY MR BAUM
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Q What do you think?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: The anal ysis was done both
with and w thout those patients.
BY MR BAUM
Q Ckay. And the one wi thout those
patients -- well, let's go to the next paragraph down.
"For those sites that have already
randonm zed patients, please be advised that this error
i n packagi ng does not affect the safety of your
patients in any way."
Do you see that?

A Yes.

Q And then "The nedication used in both
the white and the pink tablets is exactly the sane.
Only the color of the tablets is different,” correct?

A Correct.

Q So it's essentially advising themthat
even though they were pink tablets, it was safe because
they were the sane old Celexa that's used on -- only
the color of the tablets is different, correct?

MR ABRAHAM  Obj ecti on.
THE WTNESS: The first concern with any

medi cation error during a clinical trial is
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patient safety.
BY MR BAUM

Q And so they were saying, you know, they
weren't given a poison, they were given Cel exa, so

don't worry about it; is that essentially what it's

sayi ng?

MR. ABRAHAM  (nj ecti on.

THE W TNESS: Yeah, essentially what
it's saying is they were given an FDA approved
medi cati on.

BY MR BAUM

Q Okay. Now, there was -- appears that
there were bottles of pink tablets that had been
assigned to patients who had not actually started

taki ng themyet, and they want those bottles sent back,

correct?
MR ABRAHAM  Obj ecti on.
THE WTNESS: | don't know fromthis
meno, | can't tell.
BY MR BAUM
Q Well, they sent this to a whol e bunch of

sites to every single investigator, and it wasn't just
the three that had the nine unblinded patients,

correct?
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1 MR. ABRAHAM  (bj ecti on.

2 THE W TNESS: \Wen there's a concern
3 about a nedication error in a clinical study,
4 all of the nedication is routinely replaced.
5 BY MR BAUM

6 Q Ckay. Do you know how many bottl es of
7 active nedication were actually sent out to the

8 i nvestigator sites?

9 A No.

10 Q Do you know how many cane back?

11 A No.

12 Q Do you know who woul d know?

13 MR. ABRAHAM  (Obj ecti on.

14 You can answer.

15 THE W TNESS: There should be a clinical
16 supply group at Forest that would track this
17 i nformation.

18 BY MR BAUM

19 Q Do you know who was in the clinical

20 supply -- what did you call it again?

21 A Well, conpanies call it different

22 things. In our conpany it's called the clinical supply
23 unit.

24 Q Did you interact with anybody in the
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clinical supply unit at Forest?
A No.
Q Do you know if Dr. Flicker or Tiseo did?
MR ABRAHAM  Obj ecti on.
THE WTNESS: | do not know.
BY MR BAUM
Q When the investigators sent back the
bottles of pink pills, weren't they aware at that point
that specific patients of theirs received active
nmedi cati on, Cel exa?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know what the
i nvestigators knew.
BY MR BAUM
Q Wel |, they woul d know they had bottles
assigned to patients, correct?
MR ABRAHAM  Obj ecti on.

THE WTNESS: They had bottl es assigned

to patients -- I'"'mnot sure | follow
BY MR BAUM
Q They had bottles of tablets that had

been assigned to their particular patients and then
they had to return sone that were pink, correct?

MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: Well, as patients cone

2 into atrial, they get assigned to a

3 specific -- they get a patient nunber and they
4 get assigned to a specific treatnent group, so
5 the ones that had the nine patients had al ready
6 been assigned to a treatnent group.

7 BY MR BAUM

8 Q Well, with respect to those nine

9 patients, the investigators returning those pink pills
10 that weren't used with them woul d have known then that
11 their patients were receiving pink pills, correct?

12 MR. ABRAHAM  (bj ecti on.

13 THE WTNESS: | don't know what the

14 i nvestigators knew.

15 BY MR BAUM

16 Q Well, they knew what was in this neno,
17 correct, because they were all sent it, right?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: | don't know who read this
20 meno at the sites.

21 BY MR BAUM

22 Q It says, this fax went out to all

23 CIT-MD- 18 Pediatric Investigational sites.

24 Do you see that?
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A Yes.

Q So you know it went out to those
i nvestigational sites, correct?

A It went out --

MR. ABRAHAM  (bj ecti on.

BY MR BAUM

Q You just don't know who read it?

A Based on this e-mail, it says it went
out to the investigational sites. | have no idea who

at the site read the neno.
Q So if the investigators who were
adm nistering the pills and the CDRS rating scale with
these patients, if they had seen the pink tablets, they
woul d have been exposed to knowi ng that those patients
were receiving Celexa while they were conducting the
i nvestigation, correct?
MR ABRAHAM  Obj ecti on.
THE W TNESS: There's a nunber of
assunptions built into that question.
BY MR BAUM
Q Ckay. But answer it anyway.
MR ABRAHAM  Obj ecti on.
THE WTNESS: |If the investigators knew

about the pink tablets, which is not a given,

ol kow Technol ogi es, I nc. Page 166




Wl liamE. Heydorn, Ph.D.

1 the investigators are oftentines renoved from

2 t he actual day-to-day adm nistration of the

3 trial. Study coordinators are the ones that

4 interact wwth the patients. The pharmacy is

5 t he group, of course, that handles the

6 medi cati on.

7 So | have no idea of whether the

8 i nvestigators even knew this was an issue.

9 This coul d have been handled -- |'m specul ating
10 now, but this is real clinical research, these
11 i nvestigators oftentines rely on their study
12 coordinators and nurses to handl e the
13 day-to-day operations of the clinical trial
14 So | do not know what the investigators
15 knew. They nmay not have even seen this fax.
16 BY MR BAUM
17 Q Who woul d have seen it?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: | don't know.

20 MS5. KIEHN: Mchael, it's alnmost 1:00,
21 whenever you think it's appropriate to break
22 for lunch.

23 MR BAUM It's 1:00 already?

24 MS. KIEHN: Al nost.
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1 MR BAUM Tine flies when you're having
2 fun.

3 | ' ve probably got another 20 questions

4 or so related to this docunent before we nove

5 on to the next one.

6 M5. KIEHN: Is that okay, M. Heydorn?

7 THE WTNESS: Yes, that's okay, yeah

8 MR. BAUM |If you want to go through and
9 finish off like ny addressing this particul ar
10 docunent, then go do |lunch, does that sound

11 good?

12 THE W TNESS: Yep, that woul d be fine,
13 yeah.

14 THE VI DEOGRAPHER: |'ve only got about
15 15 mnutes left on this disk.

16 MR. BAUM That's probably about --

17 sounds about ri ght.

18 BY MR BAUM

19 Q When we | ooked at that Tabl e Appendi x 6
20 and you saw there were 166 patients?
21 A Correct.
22 Q 85 and 81, do you renenber that?
23 A Yep.
24 Q So that was enough patients to power the
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study wi thout the unblinded patients having been
i ncluded, correct?
MR. ABRAHAM  (bj ection, asked and
answer ed.
THE W TNESS: Yes.
BY MR BAUM
Q And based on the date of this neno,
March 2nd, 2000, is it fair to assunme that the
di spensing error was di scovered by Forest near
March 2nd, 20007
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't have any firsthand
knowl edge of that, but that would be a
reasonabl e assunpti on.
BY MR BAUM
Q Forest woul dn't have del ayed notifying
the investigators of the dispensing error?
A No.
MR. ABRAHAM  (bj ecti on.
BY MR BAUM
Q And you don't know how Forest found out
about the dispensing error?
A. No, | do not.

Q | suppose it was investigators told
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1 Forest about sone pink tablets that were being

2 adm ni stered?

3 MR. ABRAHAM  (bj ecti on.

4 THE WTNESS: | don't know.

5 BY MR BAUM

6 Q | f you | ook back at the study report at
7 Page 63, that's the Section "7.0 Changes in the Conduct
8 of the Study and Pl an Anal ysis."

9 Do you see that?

10 A Yes.

11 Q W went over that a little earlier. It
12 says -- it lists patients 105, 113, 114, 505, 506, 507,
13 509, 513 and 514 as the patients who were m stakenly
14 di spensed one week of nedication with potentially

15 unbl i ndi ng i nformati on.

16 s that what it says?

17 A Yes.

18 Q s it your understandi ng that these

19 patients only received one week of nedication with
20 potentially unblinding information?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: That's what it says here,
23 yes.
24 BY MR BAUM
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Q If it were nore than one week, that
woul d be inaccurate, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Yeah, it would be
i naccurate, yeah.
BY MR BAUM
Q So if sone of these patients received
two or three or four weeks of nedication by March 2nd,
t hi s paragraph woul d be inaccurate, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yeah, | guess so.
BY MR BAUM
Q In the study report section, let's turn
to Page 1214, this is a listing, it's towards the back
her e.
A What page is this?
Q It says -- wait a second. Ch, crud,
copied off the wong page. |It's Page 1215.
A Do | have this?
MR. ABRAHAM Yeah, it should be --
THE W TNESS: 1215, okay, yeah
BY MR BAUM
Q So this says "Listing 8 Efficacy

Paraneters.”
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1 Do you see that?

2 A Yes.

3 Q And patient 105 was one of the patients
4 who was subject to the di spensing error.

5 Do you see that?

6 A Yes, that sounds famliar.

7 Q And there's 105 is listed here, he was
8 at Center 2, he was on citalopram and he was in the
9 chil dren age group

10 You see that?

11 A Correct.

12 Q And his date of assessnment -- so stop
13 dealing with 105 for a second, let's nove to next

14 pati ent down, 113.

15 A Ckay.

16 Q 113 was one of the patients that were
17 di spensed the pink tablets, correct?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: | assune so. | don't
20 remenber specifically.
21 BY MR BAUM
22 Q | f you look at Table 6, it lists them
23 out .
24 A | know there is a list in section --
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1 MS. KIEHN. Page 63.

2 THE WTNESS: Page 63. (kay, yes, 113
3 was one of the patients.

4 BY MR BAUM

5 Q kay. And this patient's Wek 2 visit
6 was February 23rd, 2000.

7 Do you see that?

8 A Yes.

9 Q And his Wek 4 visit was March 9.

10 Do you see that?

11 A Yes.

12 Q So this patient was nearly four weeks
13 into the study when Dr. Tiseo' s nenp was sent out,

14 right?

15 MR. ABRAHAM  (bj ecti on.

16 THE WTNESS:. It would appear to be,
17 yes.

18 BY MR BAUM

19 Q So patient 13 was not dispensed just one
20 week of nedication, they had about four weeks, nearly
21 four weeks at that point, correct?

22 MR ABRAHAM  Obj ecti on.

23 THE WTNESS: Yes, it would appear to be
24 t hat way.
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1 BY MR BAUM

2 Q Let's go to the Page 1237 of the study
3 report, which is the next one over.

4 A Ckay.

5 Q | f you | ook at patient 513.

6 A Ckay.

7 Q That's one of the patients that's |isted
8 as having been adm nistered the pink tablets.

9 A Ckay.

10 MR. ABRAHAM  (bj ecti on.

11 BY MR BAUM

12 Q This is a patient that was in the

13 ci tal opram group, and do you see the patient was

14 random zed on February 9th; that's baseli ne.

15 Do you see that?

16 A Yes.

17 Q And his Week 1 visit was February 16.
18 Do you see that?

19 A Yes.

20 Q And the Week 2 visit was February 23rd.
21 Do you see that?

22 A Yes.

23 Q And the Week 4 visit was March 9.

24 Do you see that?
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A Yes.

Q So like patient 113, patient 513 was
nearly four weeks into the study when Dr. Tiseo sent
the March 2nd nmeno out, correct?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: That appears to be the

case, yes.
BY MR BAUM
Q So patient 513 was di spensed nore than

one week of nedication at the point that the unblinding
was di scovered, correct?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Appears to be, yes.
BY MR BAUM

Q So yet the study report says at Page 44,

Section 5.3.4, "Wien this error was identified at the
begi nning of the study period, all study nedication
shi pments were replaced in full with tablets of

identical color to renove any potential for

unbl i ndi ng. "
Do you see that?
A Where are you now?
Q Page 44.

44 of the study report.
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1 Q Section 5. 3. 4.

2 A kay.

3 Q It says, when this error was identified
4 at the beginning of the study period, all nedication

5 shi pments were replaced in full with tablets of

6 identical color to renove any potential for unblinding,
7 correct?

8 A Yes, | see that.

9 Q And that earlier statenment that | read
10 to you said that it was in first week, correct?

11 MS. KIEHN. Qbjection.

12 MR ABRAHAM  Obj ecti on.

13 BY MR BAUM

14 Q It's Section 7.0, Page 63.

15 A It does say one week of nedication, yes.
16 Q So that's not actually true, right, with
17 respect to patients 113 and 513, correct?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: It would appear not to be
20 true, yes.

21 MR. BAUM W can take a break now.

22 THE VI DEOGRAPHER: The tine is now

23 approximately 1:05 p.m This is the end of

24 Disk 2. W're off the record.
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1 (Luncheon recess.)

2 THE VI DEOGRAPHER: The tine is now

3 approximately 2:19 p.m This is the beginning
4 of Disk Nunber 3. W're on the record.

5 (Docunent marked for identification as
6 Heydorn Deposition Exhibit No. 7.)

7 BY MR BAUM

8 Q So we're going to nove on to the next
9 exhibit, which is Exhibit 7, ML-FORP0020561, and this
10 is aletter fromForest enployee Tracey Varner to

11 Russel | Katz of the FDA dated March 20th, 2000, and
12 it's Re: IND 22,368, Serial No. 217, General

13 Cor respondence.

14 Have you seen this letter before?

15 A | saw it yesterday for the first tine.
16 Q Ckay. And you see it's on Forest

17 | etterhead?

18 A Yes.

19 Q And it's to Russell Katz.

20 Do you know who Russell Katz is?

21 A Yes.

22 Q Who is he?

23 A. VWell, he's the director of division of
24 neur ophar macol ogi cal drug products, and | worked with
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1 hi mwhen | was at the FDA

2 Q And we saw in the previous Exhibit

3 Nunmber 6, which | want you to keep handy, by the way.
4 A Whi ch one is 67?

5 Q It's the -- yeah, that March 2nd one.

6 A Ri ght, the Tiseo fax, okay.

7 Q Yeah, the Tiseo, yeah. That Ms. Varner
8 was on the e-mail correspondence about the unblinding
9 probl em dated March 2nd, you see that?

10 MR. ABRAHAM  (bj ecti on.

11 THE W TNESS: Yeah

12 BY MR BAUM

13 Q So and do you agree that Ms. Varner was
14 in the regulatory affairs departnent for Forest?

15 A Yes.

16 Q And a letter like this going to the FDA
17 to someone |like Russell Katz from Forest woul d be

18 witten wth the know edge of other Forest managenent,
19 right?
20 A Yes.
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: Sorry. Yes. That would
23 be ny assunption.
24 BY MR BAUM

ol kow Technol ogi es, I nc. Page 178




Wl liamE. Heydorn, Ph.D.

1 Q She wouldn't do it on her own?

2 MR. ABRAHAM  (bj ecti on.

3 THE WTNESS: No, | can't imagine that

4 to be the case.

5 BY MR BAUM

6 Q This is an inportant comruni cati on,

7 right?

8 MR. ABRAHAM  (Obj ecti on.

9 THE WTNESS: Yes, any contmuni cation
10 with the FDA is an inportant comrunicati on.
11 BY MR BAUM
12 Q And needs to be truthful?

13 MR. ABRAHAM  (Obj ecti on.
14 THE W TNESS: Yes.

15 BY MR BAUM

16 Q Need to be forthright?
17 MR. ABRAHAM  Obj ecti on.
18 THE W TNESS: Yes.

19 BY MR BAUM

20 Q Up front?

21 MR. ABRAHAM  (bj ecti on.
22 THE W TNESS: Yes.

23 BY MR BAUM

24 Q So this says, Dear Dr. Katz, we are
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taking this opportunity to notify the division of
clinical -- of a clinical supply packagi ng error
study -- let ne start over again, sorry.

Dear Dr. Katz, we are taking this
opportunity to notify the division of a clinical

packaging error for study CIT-MD- 18 (site #2 -

f or

suppl y

Dr. Busner and site #16 - Dr. Wagner). Due to this

error, medication was di spensed to eight random zed

patients in a fashion that had the potential to cause

pati ent bi as.

Do you see that?

A Yes.

Q Did | read that correctly?

A Yes.

Q In the next one says -- couple

par agraphs down, the third paragraph fromthe end

starting with "for reporting.”

Do you see that?

A Yes.
Q It says, "For reporting purposes,
primary efficacy analysis will exclude the eight

potentially unblinded patients, with a secondary
anal ysis including themalso to be conducted."”

Did | read that correctly?

t he
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1 A Yes, you did.

2 Q So according to Ms. Varner, the primry
3 analysis is the one excluding the potentially unblinded
4 patients, and the one including themis the secondary
5 anal ysis, right?

6 MR. ABRAHAM  (bj ecti on.

7 THE W TNESS: Yes.

8 BY MR BAUM

9 Q And that's the scientifically correct
10 thing to do, right?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: | would say the

13 appropriate thing to do would be to do both

14 anal yses, which is what was apparently planned
15 her e.

16 BY MR BAUM

17 Q VWi ch one shoul d have been primary?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: Well, she's commtting to
20 the primary being done w thout the -- excluding
21 the potentially unblinded patients.
22 BY MR BAUM
23 Q That's what she and Forest told the FDA
24 they were going to do, right?
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MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And this is before they had actually the
trial results, correct; this is before the clinical
trial was concl uded?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And it was consistent with the MD 18
protocols on blinding procedure too, to not include
themin any efficacy analysis, right?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: Yes, if indeed they were
unbl i nd.
BY MR BAUM
Q But Forest didn't actually do what
Ms. Varner reported to the FDA here, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Well, they did an anal ysis

i ncl udi ng and excl udi ng the patients.

BY MR BAUM
Q Whi ch one was primry?
A In the report it was one including
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1 blinded -- potentially unblinded patients.

2 Q So in the report to the FDA, they did
3 not do what they said they were going to do in this

4 letter here, did they?

5 MR. ABRAHAM  (bj ecti on.

6 THE W TNESS: Yes.

7 BY MR BAUM

8 Q So just to be clear, the analysis

9 excluding the potentially unblinded patients

10 reported -- was reported in the study report as the
11 primary, right?

12 A Yes.

13 Q And -- no, that's not right.

14 The study including the potentially

15 unbl i nded patients was reported as primary, which is
16 the opposite of what this letter said it would do?

17 MR ABRAHAM  Obj ecti on.

18 THE W TNESS: Yes.

19 BY MR BAUM
20 Q Okay. Was the anal ysis excluding the
21 potentially unblinded patients reported as the prinary
22 anal ysis as conveyed in this letter what was conveyed
23 to the general medical conmunity in posters presented
24 at nedi cal conferences?
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: Al of the patients were
3 included in the posters presented at nedica

4 conf erences.

5 BY MR BAUM

6 Q So that again was the opposite of what
7 was done pursuant to what this letter said, correct?
8 MR. ABRAHAM  (Obj ecti on.

9 THE W TNESS: Yes.

10 BY MR BAUM

11 Q And was the anal ysis excluding the

12 potentially unblinded patients reported as the prinary
13 anal ysi s as conveyed to the general nedical community
14 in articles published in nedical journals |like the HAP?
15 MR. ABRAHAM  (bj ecti on.

16 THE W TNESS: Can you rephrase the

17 qguesti on.

18 BY MR BAUM

19 Q Was the anal ysis that was presented in
20 t he manuscript publication in the Anerican Journal of
21 Psychi atry based on the table that had the patients
22 i ncl uded or the patients excluded?
23 MR. ABRAHAM  (bj ecti on.
24 THE WTNESS: The table with the
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patients included.
BY MR BAUM
Q That's the opposite of what this letter
said they were going to do to with the FDA from March
2nd, 2000, correct?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: So reporting purposes

here, I would assune relates to reporting to
t he FDA

BY MR BAUM
Q Ckay. So here they said the primry

ef fi cacy anal ysis was going to be the anal ysis w thout
the patients with the di spensing error, correct?

A Correct.

Q And that primary analysis with the
pati ents excluded was not what was conveyed in the
manuscri pt that was published in the Anerican Journal
of Psychiatry, correct?

MR. ABRAHAM  (bj ecti on.
THE W TNESS: Correct.
BY MR BAUM

Q And any CME presentations that the

Dr. Wagner did, correct?

MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: | don't have any know edge
2 of what was presented in CME procedures --

3 or -- well, CME? Continuing nedical education?
4 BY MR BAUM

5 Q Yeah, continui ng nedi cal educati on.

6 Didn't you help prepare sone slides with Natasha

7 M tchner that were used in CVE?

8 MR. ABRAHAM  (Obj ecti on.

9 THE WTNESS: | prepared slides, but ny
10 recollection is that was for an interna

11 advi sory board neeting. | don't recall if they
12 were used in CME presentations what |'mtalking
13 about .

14 BY MR BAUM

15 Q Well, let's just refer to those slides
16 that you do recall?

17 A Yeah.

18 Q In those slides, the primary efficacy

19 presentation that you used was based on the table that
20 had the patients with the di spensing error included,

21 correct?

22 MR ABRAHAM  Obj ecti on.

23 THE WTNESS: Yes, that's ny

24 recol | ection.
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BY MR BAUM
Q And the posters that were presented at
ACNP, those had the primary efficacy anal ysis based on
Table 3.1 that had the dispensing error patients
excl uded, correct?
MR. ABRAHAM  (bj ecti on.
MR. BAUM I ncl uded, excuse ne.
THE W TNESS: | ncl uded.
MR BAUM Let ne start over. | need to
ask that question again.
BY MR BAUM
Q The ACNP posters included as its primary
efficacy anal ysis data anal yses that had included the
unbl i nded patients, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And that's al so inconsistent with what
this letter to the FDA from Tracey Varner said,
correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Correct, but, as | said,
the reporting in here | would interpret as

reporting to the FDA

ol kow Technol ogi es, I nc. Page 187




Wl liamE. Heydorn, Ph.D.

1 BY MR BAUM

2 Q But MD- 18 Study Report, Appendi x 6 was
3 not used as a prinmary efficacy outcone neasure for

4 study MD-18, correct?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: That's the appendi x

7 excluding the eight or nine patients, correct?
8 MR BAUM Right.

9 THE WTNESS: Then | would say yes.

10 M5. KIEHN: Can the phone people nute
11 t hensel ves.

12 BY MR BAUM

13 Q Using Table 3.1 with the unblinded

14 patients included nade study MD- 18 | ook positive so
15 Cel exa and Lexapro could be marketed to children,

16 right?

17 MR ABRAHAM  Obj ecti on.

18 THE WTNESS: There's a big junp from
19 results froma study report to actually being
20 abl e to market conpounds to that popul ation
21 BY MR BAUM

22 Q Are you aware of Study 18 s nanuscri pt
23 and the posters being circulated to physicians and

24 shown to physicians?
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: Well, | certainly know the
3 manuscri pt and the poster were generated. |

4 don't have any specific knowl edge of what was
5 done on the sales force as far as distribution
6 of those posters and nmanuscri pts.

7 BY MR BAUM

8 Q The posters were presented at

9 conventions?

10 MR. ABRAHAM  (bj ecti on.

11 BY MR BAUM

12 Q Medi cal conventions?

13 A Yeah, | woul d assune so, yes, yes.

14 Q And so sone physicians saw those there,
15 didn't they?

16 A Yes.

17 MR ABRAHAM  Obj ecti on.

18 BY MR BAUM

19 Q And wasn't the purpose to convey the
20 positive results of CIT-MD-18 to then?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: Well, the purpose was to
23 convey the results of the study, both the
24 efficacy and the safety results.
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1 BY MR BAUM

2 Q And that was intended to affect sales at
3 sone point, correct?

4 MR, ABRAHAM  Obj ecti on.

5 THE WTNESS: | really can't comrent on
6 that. | don't know.

7 BY MR BAUM

8 Q They weren't doing that, these studies
9 just for fun, were they?

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: The studies -- in ny

12 opi nion, the studies were being done primarily
13 to educate physicians who were al ready using
14 Celexa in children, the appropriate dosi ng and
15 saf ety procedures.

16 BY MR BAUM

17 Q To | et them know whet her there was

18 enough efficacy to justify prescribing it despite sone
19 possi bl e negati ve side effects, correct?

20 MR. ABRAHAM  (nj ecti on.

21 BY MR BAUM

22 Q They had to be able to weigh the pros
23 and cons?

24 A Correct.
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Q And this was conveying positive things
in order to outweigh the negative things to encourage
prescription, correct?

MR. ABRAHAM  Obj ecti on.
THE WTNESS: Right. It was conveying
the results of the study, including the

potentially unblinded patients.

BY MR BAUM
Q So it gave a positive spin on the data,
correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Yes, you could say that.
BY MR BAUM
Q |f the -- Appendix 6 had actually been

used as the primary efficacy neasure, would that have
encour aged physicians to prescribe Celexa to children
and adol escents?

MR. ABRAHAM  (Obj ecti on.

THE WTNESS: | don't know how
physi ci ans make a deci si on on what mnedi cations
to use in their patients. |'mnot a practicing
child psychiatrist.

BY MR BAUM

Q But it was a negative outcone, correct?
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: It was not statistically
3 significant.

4 BY MR BAUM

5 Q And it was not negative, correct? |

6 mean, it was not positive, it was negative, correct?
7 MR. ABRAHAM  (bj ecti on.

8 THE W TNESS: Yeah, yes.

9 BY MR BAUM

10 Q Do you know how much noney Forest made
11 selling Cel exa and Lexapro for use by kids based on the
12 al l egedly positive outcone asserted in Table 3.17?

13 MR. ABRAHAM  (Obj ecti on.

14 THE W TNESS: No.

15 BY MR BAUM

16 Q You know they did nake noney fromit,
17 t hough, right?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: | would assune so, yes.
20 BY MR BAUM

21 Q Do you know why the prinmary and

22 secondary anal yses -- so let ne nake sure | don't get
23 t hese confused.

24 A. Okay.
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1 Q So here the primary efficacy anal ysis
2 will be the one with the eight potentially unblinded
3 pati ents excluded, correct?

4 MR, ABRAHAM  Obj ecti on.

5 THE W TNESS: Yes.

6 BY MR BAUM

7 Q And t he secondary anal ysis woul d be the
8 one including them correct?

9 MR ABRAHAM  Obj ecti on.

10 THE W TNESS: Yes.

11 BY MR BAUM

12 Q Do you know why that got reversed in the
13 study report?

14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: No, | do not.

16 BY MR BAUM

17 Q Do you know who woul d have made t hat
18 deci si on?

19 MR. ABRAHAM  (Obj ecti on.

20 THE WTNESS: No, | do not.

21 BY MR BAUM

22 Q Do you know whose responsibility it
23 m ght have been to nake that decision?

24 MR. ABRAHAM  (bj ecti on.
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THE WTNESS: | coul d assune.
BY MR BAUM
Q Who woul d you assune?
MR ABRAHAM  Obj ecti on.
THE WTNESS: Either Dr. Flicker,

Dr. Gergel or Dr. d anoff.

BY MR BAUM
Q Dr. danoff?
A A anof f.
Q Do you know whether or not reporting the

positive P-value with the patients included was part of
a corporate objective of Forest nanagenent?

MR. ABRAHAM  (Obj ecti on.

THE WTNESS: | do not know.
BY MR BAUM
Q That was above your pay grade?
A Yes.

(Docunent marked for identification as
Heydorn Deposition Exhibit No. 7A.)
BY MR BAUM
Q We're going to mark this as 7A. W're
going to have like three or four of these that are |ike
related to this Exhibit 7.

And so what |'ve handed you is
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MDL- FOREMD030386; is that correct?

A Yes.

Q And it's fromPaul Tiseo to Lawence
A anoff, lvan Gergel, Any Rubin, Anjana Bose, Tracey
Varner, Julie Kilbane and Charles Flicker.

Do you see that?

A Yes.

Q Okay. Have you seen this docunent
bef or e?

A. No, | don't believe so.

Q As you can see, this is an e-nmail from
Tiseo to the group | just read off, and the subject of

the e-mail reads "Letter to FDA for CIT-18," right?

A Yes.

Q And it's dated March 8, 2000, which was
a few days after Dr. Tiseo sent the nmenorandum in
fact, to the clinical trial investigators informng
t hem of the dispensing error?

A Yes.

Q So that letter was March 2nd, this is
March 8, about six days later, correct?

A Yes.

Q So inthis e-mail dated March 8,

Dr. Tiseo states, "Attached please find the letter that
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1 Charlie and | put together for the purpose of informng
2 t he FDA of our packaging mshap in the cital opram

3 pediatric study."

4 Do you see that?

5 A Yes.

6 Q And then Dr. Tiseo was tal king about

7 Charlie Flicker, correct?

8 MR. ABRAHAM  (Obj ecti on.

9 THE WTNESS: Yes, that would be ny

10 assunpti on.

11 BY MR BAUM

12 Q And then attached to the e-mail, if you
13 go to the other side, is a docunent titled letter to
14 FDA - draft, right?

15 A Yes.

16 Q And if you |l ook through the letter, this
17 appears to be an early draft of the letter that was

18 ultimately sent to the FDA by Tracey Varner concerning
19 the dispensing error that we just read in a prior
20 exhibit, correct?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: Yes, that's what | would
23 assune.
24 BY MR BAUM
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1 Q So it's another letter -- it's addressed
2 to Dr. Katz, correct?

3 A Correct.

4 Q At the FDA, and it's regarding this sane
5 probl em of the eight random zed patients at two

6 i nvestigational sites who had a di spensing error,

7 correct?

8 MR. ABRAHAM  (Obj ecti on.

9 THE W TNESS: Yes.

10 BY MR BAUM

11 Q So we haven't seen any other earlier

12 drafts of this e-mail?

13 A No.

14 Q |"mgoing to mark this as 7B

15 (Docunent marked for identification as
16 Heydorn Deposition Exhibit No. 7B.)

17 BY MR BAUM

18 Q ' m handi ng you what has been nmarked as
19 Exhibit 7B, and this is a letter to the FDA draft dated
20 March 8, 2000, Re: clinical supplies for the Pediatric
21 Depression Study Cl T- MD-18.
22 You see that?
23 A Yes.
24 Q Have you seen that before?
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A This particular exhibit?

Q Yeah.

A No.

Q Do you see that handwiting on the upper

part of it?
A Yes.
Q Do you recogni ze that handwiting? |Is
that Charlie Flicker's handwiting?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Yes, | recognize the

handwri ti ng.

BY MR BAUM
Q Is it Charlie Flicker's?
A Yes.
Q kay. So in the typed portion of the

letter it says, "Dear Dr. Katz, the purpose of this
letter is to informthe agency that an error was made
during the packaging of the clinical supplies for the
above-noted study."
Do you see that?

A Yes.

Q "Two of our investigational sites called
in to report that sone of their patients were receiving

white tablets and others were receiving pink tablets."”
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1 Do you see that?

2 A Yes.

3 Q "These reports were passed on to Forest
4 Clinical Packaging where it was discovered that a

5 nunber of bottles of 'active' nedication were

6 m st akenly packed with the pink-col ored comrerci al

7 Cel exa tablets instead of the standard white cital opram
8 tabl ets used for blinded clinical studies.”

9 Did | read that correctly?

10 A Yes.

11 Q So based on this letter, it appears the
12 di spensing error was di scovered after two clinica

13 investigators called Forest inquiring about why sone of
14 their patients were receiving white tablets and ot hers
15 wer e receiving pink ones, right?

16 MR. ABRAHAM  (bj ecti on.

17 THE WTNESS: Well, two investigationa
18 Sites.

19 BY MR BAUM
20 Q Okay. Does that provide a little bit
21 nore i nformation about how Forest found out about the
22 di spensing error?
23 MR. ABRAHAM  (bj ecti on.
24 THE WTNESS: Yeah. | was not aware of
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1 this, yeah, apparently a couple sites contacted
2 Forest about this.

3 BY MR BAUM

4 Q The letter also indicates that a nunber
5 of bottles given to patients were m stakenly packed

6 w th pink-col ored comercial Celexa tablets, right?

7 A Yes.

8 M5. KIEHN: Whiere is that?

9 BY MR BAUM

10 Q It says, "Two of our investigational

11 sites called in to report that sone of their patients
12 were receiving white tablets and others were receiving
13 pink tablets. These reports were passed on to Forest
14 G inical Packaging where it was discovered that a

15 nunber of bottles of 'active' nedication were

16 m st akenly packed wi th pink-col ored commerci al Cel exa
17 tablets,” so that's correct?

18 A Yes.

19 Q So they were provided pink-col ored
20 comrercial Celexa tablets, correct?
21 MR. ABRAHAM  (bj ecti on.
22 THE WTNESS: That's what it says here,
23 yeah.
24 BY MR BAUM
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Q So there was a question that we had a
little earlier whether they were pink placebo versus

pi nk Celexa; is that correct? Do you renenber that?

A Yes.

Q This says it was pink Celexa, correct?
A This woul d appear to say that, yes.

Q So anybody who got those pink tablets

and consuned them received comercial Celexa at the
time, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS:. Any patient that got a
pi nk tabl et apparently got conmercial Cel exa
tabl ets, yes.
BY MR BAUM

Q kay. And if an investigator sees that
sone patients are receiving white tablets and ot hers
are receiving pink tablets, pink-colored comerci al
Cel exa tablets, wouldn't that, at the very | east,
conprom se the investigator's blind?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know what the
i nvestigators were thinking. There's no
reason -- there's potential that they would

just notice that there were two different
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1 colored tablets and that they wouldn't know

2 whi ch were the active and which were the

3 pl acebo.

4 BY MR BAUM

5 Q Well, by the tinme they got the March 2nd
6 letter, they probably knew, didn't they?

7 MR. ABRAHAM  (nj ecti on.

8 THE WTNESS: Well, obviously, | don't
9 know what any of the investigators were

10 t hi nki ng, but that would not be an unreasonabl e
11 concl usi on.

12 BY MR BAUM

13 Q Okay. If an investigator knows which
14 patients are taking branded Cel exa and which ones are
15 taking white pills, doesn't that nean the integrity of
16 the blind was m stakenly -- unm stakenly conprom sed?
17 MR ABRAHAM  Obj ecti on.

18 THE WTNESS: It does raise questions
19 about the integrity of the blind, yes.

20 BY MR BAUM

21 Q Ckay. So the letter continues, "On

22 March 2nd, all sites were notified of this error by
23 t el ephone and by fax."

24 Do you see that?

ol kow Technol ogi es, I nc. Page 202



chall
Highlight


Wl liamE. Heydorn, Ph.D.

1 A Yes.

2 Q And that appears to be referring to

3 the -- you know, this other exhibit that we just were
4 tal ki ng about, correct?

5 A. Yes, Dr. Tiseo' s fax.

6 Q Dat ed March 2nd.

7 And in the fax nenorandum Dr. Tiseo

8 states that dispensing the pink-colored nedication

9 woul d automatically unblind the study.

10 Do you recall that?

11 A Yes.

12 Q Now, if you |ook at the bottomof this
13 page, the | ast paragraph, next to |ast paragraph says,
14 "As only 8 of 160 patients had been random zed at the
15 time this error was di scovered, the inpact upon the
16 integrity of the study is suggested to be mnimal. In
17 addition, these eight patients were restricted to only
18 two investigational sites (a total of 19 sites are

19 i nvol ved) . "
20 Do you see that?
21 A Yes.
22 Q So in this draft there's no statenent
23 that Forest will exclude unblinded patients fromthe
24 primary efficacy analysis, right?
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1 A Yes.

2 Q Ckay. Now, if you go up to the top

3 here, you see the handwiting?

4 A Yes.

5 Q kay. So it says "reconsider, no

6 letter. Oherwise | recomend nuch | ess narrative,

7 nore conci se. "

8 Do you see that?

9 A Yes.

10 Q And then colon, due to a packing error,
11 8 random zed patients at 3 investigational sites had
12 access to potentially unblinding information.

13 Do you see that?

14 A Yes.

15 Q Drug has been repackaged and a full

16 conpl enent after 160 additional patients wll be

17 enrol | ed under standard doubl e-blind conditions. For
18 reporting purposes, the primary efficacy analysis wll
19 exclude the potentially unblinded patients, and
20 secondary analysis including themw || be conduct ed.
21 These patients will be included in all safety anal yses.
22 Do you see that?
23 A Yes.
24 Q So it would appear that Dr. Flicker is
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suggesting that the letter specify that the unblinded
patients will be excluded fromthe primary efficacy
anal ysis, correct?
MR ABRAHAM  Obj ecti on.
THE W TNESS: That woul d be a concl usion
fromthis letter, yes.
BY MR BAUM
Q Okay. So let's go back to Deposition
Exhibit 7A, and if you |l ook at the draft, do you see
t hat the | anguage about excluding the 8 potentially
unbl i nded patients -- oh, wait a second.
Yes, if you look on this draft that's on
t he back of Exhibit 7A
A Yes.
Q | f you | ook at the second paragraph,
"For reporting purposes, the primary efficacy analysis
wi |l exclude the eight potentially unblinded patients,
with a secondary analysis including themalso to be

conducted. All patients will be included in the safety

anal ysis."
Do you see that?
A Yes.
Q So that appears to be a typed-up version

of what Dr. Flicker was recomrendi ng, correct?
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MR. ABRAHAM  (bj ecti on.

THE WTNESS: It woul d appear to be

t hat, yes.
BY MR BAUM

Q And so on 7A, the second paragraph where
it says, dear all, | nean it says, "Please review and

send your comments back to ne within the next few days.
| will conpile the corrections here and then send this

final letter to NJOfor final regulatory review"

A Yes.
Q Do you know who -- what NJO refers to?
A The New Jersey office.

(Docunent marked for identification as

Heydorn Deposition Exhibit No. 7C.)
BY MR BAUM

Q Ckay. I'mgoing to mark the next
exhibit as 7C, and this is Bates nunbered
MDL- FOREMD030384, and it's from Any Rubin to Law ence
d anoff, lvan Gergel, Anjana Bose, Paul Tiseo, Tracey
Varner, Julie Kilbane and Charles Flicker, correct?

A Yes.

Q And you recogni ze all those nanes as
Forest enpl oyees?

A. Yes.
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1 Q Forest executives?

2 MR. ABRAHAM  (bj ecti on.

3 THE W TNESS:. They were not all Forest
4 executi ves.

5 BY MR BAUM

6 Q Who were the Forest executives?

7 MR. ABRAHAM  (nj ecti on.

8 THE WTNESS: Well, Lawence d anoff was
9 t he overall head of research and devel opnent.
10 BY MR BAUM

11 Q Ckay. lvan GCergel?

12 A | van Gergel was vice president of

13 clinical research, sonething like that, don't know,

14 don't renenber.

15 Q So he was a vice president?

16 A | believe so. | amnot sure.

17 Q Al right. So this one is dated

18 March 9t h, 2000.

19 Do you see that?

20 A Yes.

21 Q And that's the day after this other one
22 t hat was sent out 7B, correct?

23 A Correct.

24 Q This appears to be an e-mail response to
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1 Dr. Tiseo's e-mail from Any Rubin, right?

2 A Yes.

3 Q So Dr. Tiseo was soliciting comments,

4 and then this is Any Rubin's response to his request

5 for comments?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: Yes, it appears to be that
8 way. Taking a step back, | have no idea when
9 Exhibit 7B was sent out.

10 BY MR BAUM

11 Q Ckay. 7A. Sorry.

12 A 7A, okay, yes.

13 Q 7A request ed?

14 A Yes, yes.

15 Q Thanks for clarifying.

16 A Ckay, okay.

17 Q So here Ms. Rubin states, "Paul, | have
18 taken the liberty of editing your letter as foll ows:
19 Pl ease make any ot her changes you feel are necessary."”
20 Do you see that?

21 A Yes.

22 Q So Any Rubin was in regulatory affairs;
23 is that correct?

24 A That's ny recol |l ection, yes.
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1 Q And that again was a person who was

2 i nvol ved with sending and receiving correspondence or
3 comuni cating with the FDA between Forest and the FDA
4 correct?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: Well, the reqgulatory

7 affairs group is responsible for that. What

8 each individual within the departnent did,

9 don't specifically recall

10 BY MR BAUM

11 Q But they were responsible for nmaking

12 sure that the information that was conveyed to the FDA
13 was accurate, truthful, forthcomng, up front, correct?
14 A Yes.

15 MR. ABRAHAM  (bj ecti on.

16 BY MR BAUM

17 Q And so as you | ook down, you see she

18 appears to have like pasted in sone edits, and so it

19 starts wwth -- at the bottomof Page 1, it goes, "Dear
20 Dr. Katz, we are taking this opportunity to notify the
21 division of a clinical supply packaging error."
22 Do you see that?
23 A Yes.
24 Q Then bel ow she appears -- and she | eaves
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the sites kind of blank, right; do you notice that?

A. Yes.

Q And then it goes, due to this error

nmedi cati on was di spensed to ei ght random zed patients

in a fashion that had the potential to cause patient

bi as.
Do you see that?

A Yes.

Q Now, if you conpare that sentence
the sentence that was in the first draft sent by
Dr. Tiseo, which is 7A?

A Ckay.

Q It appears Ms. Rubin changed the

sentence fromei ght random zed patients at two

W th

i nvestigational sites were dispensed nedication that

coul d have potentially unblinded the study, that'

s what

the 7A says, correct, the earlier Dr. Tiseo's draft?

A. Yes.

Q And swi tched that to nedication was

di spensed to ei ght random zed patients in a fashion

that had the potential to cause patient bias.
Do you see that?

A. Yes.

Q That phrase "potential to cause patient
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bias" is msleading; isn't it?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: No, | don't necessarily

think so. [|'mnot sure.
BY MR BAUM
Q Wll, isn't it true that the integrity

of the blind was unm stakenly vi ol ated?

MR. ABRAHAM  (Obj ecti on.

THE WTNESS: | don't know.
BY MR BAUM

Q Well, Dr. Tiseo's March 2nd letter said

it was automatically unblinded for those patients that
recei ved those tablets, correct?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: That's what Dr. Tiseo

sai d, yes.
BY MR BAUM
Q So by using the phrase potential to

cause patient bias, Forest is not exactly being up
front with the FDA, are they?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: No, | wouldn't agree
there. | think causing patient bias is

potentially an accurate description of what
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happened here.
BY MR BAUM
Q Wll, that's quite a bit different than
saying it was automatically unblinded, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: |If you conpare it to the
facts, yes, that's a different statenent.
BY MR BAUM
Q So wouldn't a potential to cause patient
bi as be a euphem smfor automatically unblinded?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know what Any
meant when she wote this.
BY MR BAUM
Q It's quite a bit different than
automatically unblinded, correct?
MR. ABRAHAM  Obj ecti on.
THE WTNESS: | don't knowif it's quite

a bit different.

BY MR BAUM
Q But it's different?
A It's different.
Q And it's different to say unm stakenly

unbl i nded versus potentially unblinded, correct?
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1 MR. ABRAHAM  (bj ecti on.

2 THE WTNESS: | would say yes.

3 BY MR BAUM

4 Q So if it was unm stakenly unblinded,

5 that woul d nean that those patients should not be

6 included in an analysis for the primary efficacy

7 measure, correct?

8 MR. ABRAHAM  (Obj ecti on.

9 THE WTNESS: | would defer to a

10 statistician on that.

11 BY MR BAUM

12 Q Wel |, as a person of your background in
13 FDA revi ew and your experience in the pharnmaceutical
14 i ndustry, what would be the right thing to do?

15 MR. ABRAHAM  (bj ecti on.

16 THE WTNESS: Well, the analysis should
17 be done both including and excl udi ng those

18 pati ents.

19 BY MR BAUM
20 Q And the primary efficacy measure shoul d
21 excl ude those patients, correct?
22 MR ABRAHAM  Obj ecti on.
23 THE WTNESS: | think you can nake an
24 argunent either way. | think you can nake the
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1 argunent either way.

2 BY MR BAUM

3 Q Well, they told the FDA they were goi ng
4 to exclude them correct?

5 MR. ABRAHAM  (bj ecti on.

6 THE W TNESS: Yes.

7 BY MR BAUM

8 Q Isn't that the appropriate thing to have
9 done?

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: Well, they were excl uded
12 in the analysis that was done in the -- that
13 anal ysis was included in the CI T-MD 18 study
14 report.

15 BY MR BAUM

16 Q But in the study report, it wasn't part
17 of the primary efficacy nmeasure. They nade the prinmary
18 ef ficacy neasure include them that's different, isn't
19 it?

20 A Yes.

21 MR. ABRAHAM  (bj ecti on.

22 BY MR BAUM

23 Q And if they foll owed what they said and
24 if they foll owed what should have been done with
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unm st akenly unblinded patients, they ought not to have
included themin the primary efficacy neasure, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Yes, certainly what was
comuni cated to the FDA and what was done in
the study report are not consistent.
MR BAUM Let's go to the next exhibit,
7D.
(Docunent marked for identification as
Heydorn Deposition Exhibit No. 7D.)
BY MR BAUM

Q And this is MDL Bates nunber
FOREMD030359 from Charles Flicker to Any Rubin and cc'd
to Paul Tiseo. |It's dated March 14, 2000.
You see that?
Yes.
Have you seen that docunent before?

No, | have not.

o > O >

This is -- this |ooks to be Charlie
Flicker's response to Rubin's edits to the FDA letter.
Do you see that?
A Yes.
Q Al right. So in this e-mail,

Dr. Flicker wites, "Although 'potential to cause bias'
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1 is a masterful stroke of euphemsm | would be alittle
2 nore upfront about the fact that the integrity of the
3 blind was unm stakenly violated."

4 Do you see that?

5 A Yes.

6 Q So Dr. Flicker has directly involved --
7 was directly involved in the resolving -- let nme say

8 t hat agai n.

9 Dr. Flicker was directly involved in

10 resolving the di spensing error issue, wasn't he?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: What do you nean by

13 "resol ving the dispensing error"?

14 BY MR BAUM

15 Q He's hel ping wite what's going to be
16 sent to the FDA, right?

17 A Yes.

18 Q And he was closer to the situation than
19 you were, right?

20 A Yes.

21 Q According to Dr. Flicker, using the

22 phrase potential to cause patient bias in the letter to
23 the FDA is a masterful stroke of euphemsm isn't it?
24 A Yes.
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1 Q And according Dr. Flicker, use of the

2 phrase "potential to cause bias" is not being up front
3 with the FDA, is it?

4 MR, ABRAHAM  Obj ecti on.

5 THE WTNESS: | don't know what he was
6 thinking, but that's what's witten here, yes.
7 BY MR BAUM

8 Q And, according to Dr. Flicker, Forest

9 shoul d just be upfront about the fact that the

10 integrity of the blind was unm stakenly viol at ed,

11 right?

12 A Yes.

13 Q And, ultimately, the phrase "potenti al
14 to cause bias" ended up in the letter that Forest sent
15 to the FDA; isn't that true?

16 A Yes.

17 Q Now, if there was unm stakenly -- if the
18 bl i nd was unm stakenly violated, those patients should
19 not have been included in the primary efficacy neasure,
20 correct?

21 MR. ABRAHAM  (bj ection, asked and

22 answer ed.

23 THE W TNESS: Yes.

24 BY MR BAUM
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Q You' ve got the Varner letter there in

front of you, right?

Dr.

A Yes.

Q That's Exhibit 7?

A Seven, yes.

Q Now, having seen this e-mail from

Flicker and the fax fromDr. Tiseo, would you agree

that the patients who were subject to the di spensing

error were actually unblinded?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know for a fact,
but that's the inplication fromthese letters,

yes.

BY MR BAUM

Q Does it concern you that the clinical

medi cal director at the tine, Dr. Flicker, believes

that the letter being sent to the FDA contains a

masterful stroke of euphem snf

MR. ABRAHAM  (bj ecti on.
THE W TNESS: | don't know what his

frame of m nd was when he wote that.

BY MR BAUM

Q But they had the obligation to be

upfront, truthful and honest with the FDA, correct?
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1 MR. ABRAHAM  (bj ecti on.

2 THE W TNESS: Yes.

3 BY MR BAUM

4 Q And this shows that they weren't,

5 correct?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: He apparently had sone

8 concerns about this, yes.

9 BY MR BAUM

10 Q Well, it was nore than just concerns.

11 He said it was unm stakenly unblinded, and they said it
12 had the potential for bias; that's a m srepresentation,
13 isn't it?

14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: It's a msrepresentation
16 of what Charlie Flicker thought should be

17 communi cated to the FDA

18 BY MR BAUM

19 Q Did Dr. Flicker ever tell you directly
20 that the integrity of the blind was unm stakenly
21 vi ol at ed because of the dispensing error?
22 A No.
23 Q In all your interactions with himwhile
24 wor king on the study report, he never said that to you?
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A | don't recall himever saying that to

Q Does it bother you that Forest never
told the FDA that the integrity of the blind was
unm st akenly vi ol ated because of the dispensing error?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: No, | think this is
nuances around words, to be perfectly honest.
BY MR BAUM
Q Was it Amy Rubin's job to create
mast erful euphemsns in letters to the FDA?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | do not know Amy Rubin's

j ob descri pti on.

BY MR BAUM

Q Well, she was in regulatory affairs,
right?

A Yes.

Q Isn't it true that she uses the phrase

potential to cause patient bias because it is her job
to protect marketing and nedi cal using masterful
euphem sns?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know why she used
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1 t hose terns.

2 MR BAUM I|I'mgoing to mark this as 7E
3 (Docunment nmarked for identification as
4 Heydorn Deposition Exhibit No. 7E.)

5 BY MR BAUM

6 Q And this is MIL- FOREM)030382, and it's
7 fromAmy Rubin to Charlie Flicker and CC to Paul Ti seo.
8 It's dated March 15th, 2000, "Re[3]: Letter to FDA for
9 cT-18."

10 Do you see that?

11 A Yes.

12 Q This appears to be Ms. Rubin's response
13 to Dr. Flicker's e-mail to her, right?

14 A Yes.

15 Q And she says -- it's dated right the

16 next day, actually, correct?

17 A It's dated the 15th.

18 Q | think the other was the 14t h?

19 A Fourteent h, okay, yes, all right.
20 Q Ms. Rubin responds, "Thanks for the
21 conplinment. Part of ny job is to create 'masterful
22 eupheni sns to protect Medical and Marketing."
23 Do you see that?
24 A Yes.
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Q In your opinion, do you think it is
appropriate for Ms. Rubin to be creating nmasterful
euphem sns to protect nedical and nmarketing in her
conmuni cations with the FDA?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: No, it's not part of her

j ob.

BY MR BAUM
Q Ms. Rubin is braggi ng about m sl eading
the FDA, isn't she?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know what her
frame of m nd was when she wote this.
MR. BAUM Just we have -- we're going
to put this version of the study report that
Kristin provided to us earlier, MDL-FORP0073423
into the record as 5A
(Docunent marked for identification as

Heydorn Deposition Exhibit No. 5A)

MR. BAUM Ckay. W're going to hand

you what we're going to mark as Exhibit 8.

(Docunent marked for identification as

Heydorn Deposition Exhibit No. 8.)

BY MR BAUM
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1 Q And this is MDL-FORP0168046.

2 Do you see that?

3 A Yes.

4 Q And this is an e-mail from Joan Barton
5 to Paul Tiseo, Charles Flicker, Joan Howard, Jane Wi,
6 Carl os Cobl es, dated Decenber 6, 2000, Re: CIT-MD 18
7 St udy Dr ug.

8 Have you seen this docunent before?

9 A | saw it yesterday.

10 Q Who i s Joan Barton?

11 A | believe she was in clinical operations
12 at Forest.

13 Q What was her job?

14 A | don't know specifically what her job
15 was.

16 Q She had sonething to do with MD-18

17 t hough?

18 A Yes.

19 Q Sonmething to do with the statistics

20 related to MD-18 and reporting?

21 MR. ABRAHAM  (bj ecti on.

22 THE WTNESS: |If indeed she was in

23 operations, she was -- she would have pl ayed a
24 role in the overall nmanagenent of the clinica
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trial.
BY MR BAUM
Q Ckay.
A | don't believe she was in statistics.
Q Oh, okay. But overall managenent of the

conduct of the trial?
A Yes.
Q So unbl i nding woul d be a probl emthat
she would want to have to deal with, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know for a fact.
BY MR BAUM
Q O making sure that there were enough
patients to power the study, for instance?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Ensuring enrol |l nent,
maki ng sure appropriate supplies and study drug

wer e avai l abl e.

BY MR BAUM
Q Do you know who Joan Howard is?
A. The nane is famliar, but | can't recall

what her exact rol e was.
Q Jane WI?

A Again, the name is famliar. | can't
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1 recall what her direct role was.

2 Q Carl os Cobl es?

3 A That nanme is just very vaguely famliar
4 Q A statistician of sone fornf

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: | don't know.

7 BY MR BAUM

8 Q Does this appear to have been a standard
9 or a routine e-mail produced in the ordinary course of
10 For est busi ness?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: It appears to be, yes.

13 BY MR BAUM

14 Q Ckay. So here this e-mail says,

15 "Attached is a table showi ng which patients were

16 random zed when the probl em was di scovered that the

17 study drug was unblinded. A total of 6 adol escents and
18 3 children had al ready been random zed. Please let ne
19 know if this will alter the total nunber of children or
20 adol escent patients to be random zed for this trial."
21 Did | read that correctly?

22 A Yes.

23 Q Ms. Barton says that the study drug was
24 unbl i nded, not potentially unblinded, correct?
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1 A Yes.

2 Q And when Ms. Barton asked if the

3 unbl i nded patients will alter the total nunmber of child
4 or adol escent patients to be random zed for this trial,
5 she i s questioning whet her unblinded patients should be
6 excluded fromthe trial, correct?

7 MR. ABRAHAM  (bj ecti on.

8 THE WTNESS: | don't know what she was
9 exact |y aski ng.

10 BY MR BAUM

11 Q Well, she's asking if it wll alter the
12 total nunber of child or adol escent patients to be

13 random zed for this trial, correct?

14 A Yes.

15 Q What does that nean, to alter the total
16 nunber; that nmeans that she's finding out whether we're
17 going to count these guys or not, right?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: | don't know what she
20 meant by that. | could specul ate that she
21 want ed to know whet her the enroll ment shoul d be
22 i ncreased to conpensate for the -- here it's
23 apparently nine patients who were potentially
24 unbl i nded.
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1 BY MR BAUM
2 Q Now, she doesn't say potentially
3 unbl i nded, does she?
4 A Unbl i nded, she said unblinded.
5 Q And per the protocol, it would have been
6 the correct procedure at that point to not include
7 those patients for the efficacy neasures, correct?
8 MR. ABRAHAM  (bj ecti on.
9 THE WTNESS: Yes, if they were
10 unbl i nded.
11 BY MR BAUM
12 Q Wel |, this says unblinded, correct?
13 A Yes.
14 Q Charlie Flicker said they were
15 unbl i nded, correct?
16 MR. ABRAHAM  (bj ecti on.
17 THE WTNESS: What did he say? He said
18 potentially unblinded.
19 BY MR BAUM
20 Q No, go back to the other -- this 7D
21 A 7D.  Yeah.
22 Q He says, the blind was unm stakenly
23 vi ol ated, correct?
24 A Yes.
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Q And you have Dr. Tiseo saying they were
automati cally unblinded, correct?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: That's what he put in his

fax, yes.
BY MR BAUM
Q So these three people were closer to

this than you were, correct?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: Yes.

BY MR BAUM
Q And they said it was unblinded, correct?
MR. ABRAHAM  (Obj ecti on.
BY MR BAUM
Q Those patients were unblinded, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: That's what they're saying
here, yes.
BY MR BAUM
Q And per the protocol, those patients

shoul d have been excl uded because they were unblinded,
correct?
MR. ABRAHAM  (Obj ecti on.

THE W TNESS: Yes.
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BY MR BAUM
Q Now, when you hel ped draft the MD- 18
study report, the MD 18 posters, any Power Poi nts that
were used for CME and the publication in the Anmerican
Journal of Psychiatry on MD-18, were you aware that
Forest personnel |ike Tiseo and Joan Barton and Charlie
Fl i cker viewed these patients as unblinded as opposed
to potentially unblinded?
MR. ABRAHAM  Obj ecti on.
THE W TNESS: No, not to ny
recol | ection.
BY MR BAUM
Q Do you think academ cs and physi ci ans
exposed to the poster CME and the MD-18 journal article
ought to have been apprised of the unblinding issue in
order to fully weigh the pros and cons of prescribing
Cel exa or Lexapro to kids?
MR. ABRAHAM  (Obj ecti on.
THE W TNESS: Probably, yes.
BY MR BAUM
Q The unblinding issue is at |east a
factor a physician should weigh in evaluating whet her
t he questionable efficacy was worth the risks, right?

MR. ABRAHAM  (bj ecti on.
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THE W TNESS: Yes.
BY MR BAUM

Q |f you turn to the attachnment on the
next page, you will see that there's a listing of
patients there -- there's a listing of investigators
rather and then it's identifying which investigators
recei ved study packaging error, right, and then how
many of them had random zed patients.

Do you see that?

A Yes.

Q Do you recall patients 113 and 513 that
we went over earlier were around three to four weeks
into the study when the dispensing error was
di scover ed?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Yes.

BY MR BAUM
Q And this list here is generated March 1,
2000.
Do you see that?
A | see that's the date on here. | don't

know when it was gener at ed.
Q So the site tracking -- Study Drug

Packaging Error, Site Tracking - March 1, 2000.
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Do you see that?
A Right, so that was the status as of
March 1, 2000 is what | would interpret.
Q And CI T-MD 18, according to the study
report we exam ned earlier began on January 31, 2000
and finished on April 10, 2001.
Do you recall that?
A Yes.
Q So Dr. Wagner knew that four patients
fromher site were unblinded, didn't she?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know what
Dr. Wagner knew.
BY MR BAUM
Q Well, she's on this list, and her site
received the letter fromTiseo and shows here that two
adol escent patients, 513 and 514, and two children, 113
and 114, were anongst those that received the pink
Cel exa tablets, correct?
A Yes.
Q Did she know about -- do you know
whet her or not she knew about the five other patients
fromthe other sites who were unblinded?

MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: No. | don't know if she
2 knew about the four patients at her site. As
3 we discussed earlier, the investigators are not
4 necessarily involved in the day-to-day

5 activities of the study.

6 BY MR BAUM

7 Q So a letter fromPaul Tiseo to each of
8 the investigator sites with |arge, bol ded urgent sent
9 to each of the investigator sites would not have gone
10 to soneone |ike Dr. Wagner who ended up being the

11 primary author?

12 MR. ABRAHAM  (nj ecti on.

13 THE WTNESS: | have no idea.

14 BY MR BAUM

15 Q You think it's the type of thing she
16 ought to have known about ?

17 MR ABRAHAM  Obj ecti on.

18 THE W TNESS: She shoul d have known

19 about it, yeah.

20 BY MR BAUM

21 Q Shouldn't all of the authors of the

22 publication for MD-18 in the American Journal of

23 Psychi atry known about this?

24 MR. ABRAHAM  (bj ecti on.

ol kow Technol ogi es, I nc. Page 232




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

THE W TNESS: Yes.
BY MR BAUM
Q And shouldn't they all have known t hat
Ti seo, Flicker and Barton considered the patients to
have been unbl i nded?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know if they
needed to know who within the organization
considered the patients unblinded.
BY MR BAUM

Q Well, that some of the scientists
closest to the data considered it to have been
unbl i nded?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Yes.

MR. BAUM Ckay. Let's take a break.

THE VI DEOGRAPHER: The tine is now
approximately 3:17 p.m W're off the record.

(Brief recess.)

THE VI DEOGRAPHER: The tine is now
3:41 p.m This is the beginning of D sk Number
4. W're on the record.

(Docunent marked for identification as

Heydorn Deposition Exhibit No. 9.)
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1 BY MR BAUM

2 Q kay. |'mhanding to you what's marked

3 as Exhi bit Heydorn-9, MDL-FOREM)028291, and it's an

4 e-mai | exchange invol ving you and Natasha M tchner and

5 Evel yn Kopke, @undul a LaBadi e and then Charles Flicker,
6 Janmes Jin, Jane W.

7 And there's -- the top e-mail says it's

8 fromyou to Natasha M tchner.

9 Have you seen this before?

10 A. Since |l wote it, | assune | have.

11 Q Does it appear to have been produced in

12 the ordinary course of Forest business?

13 MR. ABRAHAM  (Obj ecti on.

14 THE W TNESS: Yes.

15 BY MR BAUM

16 Q Do you recall who Natasha M tchner was?

17 A She was one of the witers at BSM5 then
18 Prescott Conmuni cations, a medi cal conmunications firm
19 that we worked wth.

20 Q | n her deposition she said she was a

21 ghost witer for the MD- 18 drafts.

22 Wul d you agree with that

23 characterization?

24 MR. ABRAHAM  (bj ecti on.
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THE WTNESS: | don't agree with the
termghost witers. They assisted us in
drafting the first draft of the manuscript.

BY MR BAUM
Q But if she characterized herself as
being a ghost witer, you would |l et her do that?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | have no way of know ng
how she feels, but if that's how she feels, |
woul dn't argue with her.
BY MR BAUM

Q So you're sending an e-mail to Natasha
M tchner regarding notes froma conference call on
Cct ober 4, 2001, it |ooks like.

Do you recall having a tel ephone
conference wth PharmaNet personnel and Forest
personnel regarding the MD-18 study report draft around
Cct ober of 20017?

A Not specifically but --
Q You want to | ook that over and
refamliarize yourself with it.
A (Wtness reviews docunent.)
MR. BAUM That doesn't |ook |ike he has

a conplete exhibit. | have all this.
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MS.  KI EHN:
MR, BAUM
what you've got there?
THE W TNESS:
MR, BAUM
right. Sorry,
going to take a break.
go get a copy of this.
THE VI DEOGRAPHER
We're off the record.
(Brief recess.)
THE VI DEOGRAPHER
W're on the record.
BY MR BAUM
Q kay.
to what we've marked as Exhi bit

had a chance to | ook this over,

|"ve got three.

Two pages.

Can | see

Sur e.
It's mssing this page. A

|'"'mgoing to have to -- we're

We're going to have to

The time is 3:44 p. m

The time is 3:48 p. m

So we're going to go back again

9. And now that you've

do you recogni ze it --

is your recollection refreshed as to your having

drafted that?
A Yes.
Q Can you descri be

docunent summari zes?

to ne what this

A This was a di scussi on anong the

attendees at the call on points

that we were going to
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make in the Cl T-MD 18 study report.

Q And t he conversation was occurring
bet ween you and Charlie Flicker and Janes Jin, Jane Wi
and then at PharmaNet Evel yn Kopke and Gundul a LaBadi e,
right?

A Yes.

Q Does this refresh your recollection that

maybe a first draft of the report was being witten by

Phar maNet ?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q That's actually what you said in your

prior deposition.

A kay.

Q Al right. So at this tine, Natasha
M tchner was working for BSMG Conmmuni cations, right?

A Yes.

Q Do you know why you were sending this
e-mail to her?

A | can't recall specifically, but I could
venture a guess that it was probably in preparation for
drafting the C T- MD- 18 manuscri pt.

Q She did the first draft, right?
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1 A That's ny recol |l ection, yes.
2 Q And she wote the poster?
3 MR. ABRAHAM  (bj ecti on.
4 BY MR BAUM
S Q For ACNP?
6 A | can't recall specifically, but that
7 woul dn't surprise ne.
8 Q Okay. So you say, "Attached are ny
9 notes fromthe conference call with the CRO on the peds
10 study,” right? That's pediatric study?
11 A Yes.
12 Q And at the bottom of this page, you send
13 this to Evel yn Kopke and Gundul a LaBadie, right?
14 A Yes.
15 Q And then Wi and Jin, they were Forest
16 statisticians; is that correct?
17 A Certainly know Jin was, and | think W
18 was al so.
19 Q Ckay. So if you go over to the next
20 page, you have the notes fromthe conference call with
21 Phar maNet, COctober 4, 2001.
22 Do you see that?
23 A Yes.
24 Q And you were an attendee to that
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1 conference call, correct?

2 A Yes.

3 Q And this was produced in the ordinary

4 course of Forest business?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS:. Yes. If ny nenory is

7 correct, | was primarily there as the scribe to
8 t ake notes.

9 BY MR BAUM

10 Q But you wote this, correct?

11 A | believe so, yes.

12 Q Do you recall how many conferences you
13 had wi th PharmaNet regarding Cl T- VD187

14 A No.

15 Q And then you wite, "Points of note in
16 the study report for CIT-MD 18."

17 Do you see that?

18 A Yes.

19 Q What did you nean by that?
20 A This was a sunmary of the discussions
21 that we had on this conference call, and I was putting
22 toget her a sunmary of the high |l evel points that Forest
23 felt should be included in the CI T-MD 18 study report.
24 Q Ckay. So if you l ook, there's a
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paragraph that starts note that study, you see that,
was not powered?

A Yes.

Q And t he second sentence there says, "The
sanpl e size was cal cul ated based on the anti ci pated
effect size for the primary efficacy variable."

Do you see that?

A Yes.
Q What does that nean?
A. Well, I'"'mnot a statistician, but, in ny

m nd, that neans the nunber of patients to be enrolled
in the study was cal cul at ed based on the antici pated
effect, the response that we would get for the primary
efficacy variable, that the study was powered

appropriately.

Q What's an effect size?
A At this point |I'mnot sure.
Q Wuld it be sonething related to

clinical efficacy?
A | believe so, yes.
MR. ABRAHAM  (bj ecti on.
BY MR BAUM
Q So the next paragraph says, the results

fromthe CDRS-R | ooked strong at every visit.
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Enphasi ze the positive effect early on; al so enphasize
that the positive effect was seen early on with the 20
mlligrama day dose. Include only the figure fromthe
primary endpoint; |eave others as after text figures.

Do you see that?

A Yes.
Q What does that nean?
A So the first sentence is pretty

sel f-explanatory, the results |ook strong at every
visit. Enphasizing the positive effect early onis

i nportant because anti depressants general ly take
several weeks before you see efficacy, and having

evi dence that a conpound worked early on was al ways
sonet hi ng that pharmaceutical conpanies were striving
for, trying to come up with conpounds that work faster
than the six to eight weeks it generally takes for
antidepressants to show their effects.

I nclude only the figure fromthe primry
endpoi nt, that would be include only the figure in the
mai n body of the text. The only figure in the main
body of the text should be the prinmary endpoint, the
ot hers woul d be -- you know, the secondary endpoints
woul d be after text figures or figures in the -- you

know, one of the appendi ces.
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Q Ckay. So this reference to the strong
CDRS result was a reference to the anal ysis that

i ncluded the patients who were unblinded in the study,

correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | woul d assune so, yes.
BY MR BAUM
Q And if they were excluded, it wouldn't

have been a strong result, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.

BY MR BAUM

Q Let's |l ook at the next paragraph. For
secondary efficacy neasures, no significant difference
at the Week 8 LOCF analysis. It looks |like there's --
probably they are.

A There are.

Q There are sone significant findings
early on in treatnment. Forest is |ooking at individual
patient listings to see if there are any clues as to
why Week 8 findings were not positive. For now,
enphasi ze the positive findings at earlier tinme points
for the secondary efficacy vari abl es.

Did | read that correctly?
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1 A Yes.

2 Q Now, the secondary endpoint efficacy

3 variables failed at Week 8, correct?

4 A Yes.

5 Q And none of them were positive?

6 MR. ABRAHAM  (bj ecti on.

7 THE W TNESS: Correct.

8 BY MR BAUM

9 Q But this is suggesting enphasize the
10 positive and | eave out the negative?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: No. It's saying Forest is
13 | ooking at patient listings to see if there are
14 any clues as to why the Week 8 findings were
15 not positive.

16 BY MR BAUM

17 Q Then it says "enphasize the positive
18 findings at earlier time points."

19 Do you see that?
20 A Yes.
21 Q Ckay. So let's go to the next one.
22 "Dosing error. Some cital opramtables
23 were not blinded."
24 Do you see that?
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1 A Ri ght, that should be tablets.

2 Q Sonme cital opramtablets were not

3 bl i nded, right?

4 A Correct.

5 Q And that doesn't say potentially

6 unbl i nded, right?

7 MR. ABRAHAM  (nj ecti on.

8 BY MR BAUM

9 Q It says they were not blinded?

10 A It says they were not blinded, yes.
11 Q So per the protocol, they should not
12 have been included in the efficacy neasure, correct?
13 MR. ABRAHAM  (bj ection, asked and

14 answer ed.

15 THE WTNESS: According to the protocol
16 pati ents who were unblinded should not have
17 been i ncl uded.

18 BY MR BAUM

19 Q The 9 patients who recei ved unblinded
20 nmedi cation were included in the main anal yses; a
21 secondary post-hoc analysis of the |ITT subpopul ation
22 was done. Refer to these analyses briefly in nmethods
23 and results and reference the reader to the appendi x
24 tabl e.
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Did | read that correctly?

A Yes.

Q Now, this is different than what they
told the FDA they were going to do back in Mrch
of 2000, right?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: It woul d appear to be

i nconsi stent, yes.

BY MR BAUM

Q And you didn't know about that letter
they sent to the FDA, did you?

A No, | did not.

Q So this paragraph here is essentially
sonme instructions of howto deal wth the unblinding
problemin the study report, correct?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know for sure, but

t hat woul d be a reasonabl e concl usi on.

BY MR BAUM

Q Do you know if the instructions that
wer e deci ded upon were reached prior to this tel ephone
conference or this conference with -- this conference
call with PharmaNet on Cctober 4th?

MR. ABRAHAM  (bj ecti on.
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1 THE W TNESS: Can you repeat that. Not
2 sure | follow that.

3 BY MR BAUM

4 Q These appear to be sone instructions

5 that were being given to PharmaNet; is that correct?
6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: It was a sunmary of the
8 di scussions at the neeting at the conference
9 cal l.

10 BY MR BAUM

11 Q Do you recall having any neetings with
12 Charlie Flicker or Janes Jin or Jane Wi in advance of
13 this tel ephone conference?

14 A | can't recall any, no.

15 Q Do you recall having any conversations
16 with Charlie Flicker or Lawrence O anoff or |van Gergel
17 about having PharmaNet draft this first draft to have
18 t he ni ne unblinded patients included in the efficacy
19 anal ysi s?

20 MR. ABRAHAM  (nj ecti on.

21 THE WTNESS: | don't recall any

22 conversations about that, no.

23 BY MR BAUM

24 Q Did anyone draw your attention to this

ol kow Technol ogi es, I nc. Page 246




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

unbl i nding problemat this tinme?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | just don't renenber
BY MR BAUM
Q Were you just acting as a scribe, as you
sai d?
A At this neeting --
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: -- yes, | was acting as a
scri be.
BY MR BAUM
Q But you were al so kind of responsible
for the study report being accurate as well, correct?
MR. ABRAHAM  (bj ection, asked and
answer ed.
THE W TNESS: Yes.
BY MR BAUM
Q | f you had known about those -- the fax

fromTiseo to the investigation sites and Joan Barton's
e-mai |l saying that the patients were unblinded and
Charlie Flicker saying they were unm stakenly
unbl i nded, woul d you have done anything differently

Wi th respect to the study report?

MR. ABRAHAM  (bj ection, calls for

ol kow Technol ogi es, I nc. Page 247




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

specul ati on
THE WTNESS: | can't say at this point.
| don't know what | woul d have done.
BY MR BAUM
Q You don't agree with its having been
i ncl udi ng those unblinded patients in the primry
ef fi cacy neasure, do you?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: The study report included
bot h anal yses.
BY MR BAUM
Q Yeah, but it put the analyses with the
patients -- unblinded patients excluded in the appendi x
and it called that a secondary, and it put the primary
with those patients in the Table 3.1, and that's
different than what the protocol said, different from
what they told the FDA they would do, correct?
MR. ABRAHAM  (bj ection, asked and
answer ed.

THE WTNESS: Yes, it appears to be

di fferent.
BY MR BAUM
Q And having worked for the FDA, you woul d

want to have upfront truthful and accurate data
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provided to you, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: As |'ve said, the review
starts at the data and works it way back.
BY MR BAUM
Q So that you woul d expect the FDA to have
figured this out because they |ooked at the data and
wor ked up, correct?
MR. ABRAHAM  Obj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And if they didn't actually | ook at the
data, they just relied on the study report concl usions,
t hat woul d expl ain possibly how t hey may have gone
along with it?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | have no idea how the FDA
reviewed this study report.
(Docunment nmarked for identification as
Heydorn Deposition Exhibit No. 10.)
BY MR BAUM
Q |'mgoing to mark this next exhibit as
Exhibit 10, and it's a letter dated Septenber 16, 2002,

and it's MDL- FORP0O016376, and it's from Tom Laughren
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and -- who is a team | eader, psychiatric drug products,
di vi si on of neuropharmacol ogi cal drug products for the
FDA, correct?

A Yes.

Q And t he subject is Recommendation for
Nonapproval Action for Pediatric Supplenent for Cel exa,
(G talopran); negative results for Celexa in the
treatnment of Major Depressive Disorder (MDD) in
pedi atric patients.

Do you see that?

A Yes.

Q Have you seen this docunent before?

A | saw it yesterday for the first tine.

Q Let's ook at the | ast paragraph on the
first page. It says, "Since the proposal was to use

the currently approved Cel exa fornmulations for this
expanded popul ation, there was no need for chenmistry or
phar macol ogy revi ews. "
Do you see that?

A Yes.

Q And then the next one goes, "The primary
review of the clinical efficacy and safety data was
done by Earl Hearst, MD. fromthe clinical group.”

Do you know hi nf
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A No, | do not.

Q Okay. And then next it says, "Since
there was agreenent between the sponsor and FDA t hat
these trials were negative, there was no need for a
statistics review of the efficacy data."

Do you see that?
A Yes.
Q What does that nean to you?
MR. ABRAHAM  Obj ecti on.
THE WTNESS: | think it's pretty

sel f-expl anatory. There was an agreenent

bet ween the sponsor and the FDA that -- | don't

know what they refer to as "these trials"”

but. ..
BY MR BAUM
Q 94404 and MD- 18 were anong those trials.
A Ckay.
MR. ABRAHAM  (Obj ecti on.
M5. KIEHN:  Obj ection.
BY MR BAUM
Q And so but does it appear to you that

there was no need for a statistics review of the
ef ficacy data.

Do you see that?
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A Yes.
Q So what does that nean to you?

MR. ABRAHAM  (bj ection, calls for
specul ati on.

THE WTNESS: That the statistician at

the FDA woul d not be | ooking at the efficacy

dat a.
BY MR BAUM

Q That's what we were just tal king about,
correct?

A Yeah.

Q So they didn't actually do a workup of

the statistics. They essentially | ooked at the summary
of the data, correct?
MR. ABRAHAM  (bj ection, calls for

specul ati on.

THE WTNESS: | don't know what they
| ooked at.
BY MR BAUM
Q But they didn't do a statistics review

of the efficacy data, correct?
MR. ABRAHAM  (nj ecti on.
THE WTNESS: That's what it says here.

BY MR BAUM
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Q Ckay. So if you go to Page 2 here
Section "5.0 Cinical Data" and then it has an
"Efficacy Data" section, and we go to -- actually, I
want to go to the next page over. At the top of the
page, the third page, it says, the total random zed
sanpl e was n=174, 89 cital opram 85 pl acebo.

Do you see that?
A Yes.
Q That's 174 patients. That's eight nore

than the 166 that were not exposed to the pink tablets,

correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Yes, that woul d appear to
be correct.
BY MR BAUM
Q And this 174 includes the eight patients

who were exposed to the tablets the pink tablets, the
pi nk Cel exa, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | believe so, yes.
BY MR BAUM
Q And then the efficacy results, it shows
that the P-value is .038.

Do you see that?
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A Yes.

Q And that's the P-value for the analysis,
i ncl udi ng the unblinded patients, correct?

MR. ABRAHAM  (bj ection, asked and
answer ed.
THE W TNESS: Yes.
BY MR BAUM

Q | f you go to the section just bel ow the

bold print, it starts with "thus."
Do you see that?

A Yes.

Q So it goes, thus, it appears that the
positive results for this trial are comng fromthe
adol escent subgroup. Note: There was a packagi ng
error resulting in tablets being distinguishable for
drug and placebo for 9 patients (although still
blinded). A reanalysis without these patients yielded
a P-value of 0.52 in favor of citalopram Results also
significantly favor cital opram over placebo on nost
secondary out cones.

Did | read that correctly?
A Yes.
Q That's nostly fal se, correct?

MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: Well, at Wek 8 the
2 secondary outcones were not in favor of
3 cital opram
4 BY MR BAUM
5 Q kay. So and the results w thout the
6 di spensing error patients were not in favor of Cel exa,
7 were they?
8 MR. ABRAHAM  (Obj ecti on.
9 THE W TNESS: Well, of course, P-value
10 is a typo there.
11 BY MR BAUM
12 Q That shoul d be . 0527
13 A. Ri ght .
14 Q So .052 is not statistically
15 significant, correct?
16 MR. ABRAHAM  (bj ecti on.
17 THE WTNESS: No, it's not, but it's
18 still in favor of cital opram
19 BY MR BAUM
20 Q Howis it in favor of citalopran? It's
21 negative -- if that were reported as the primry
22 ef fi cacy nmeasure, it would have been a negative
23 out cone, correct?
24 MR. ABRAHAM  (bj ecti on.
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1 THE W TNESS: But nore patients -- the
2 scores inproved in the patients on cital opram
3 not statistically significant, but nore so than
4 patients on pl acebo.

5 BY MR BAUM

6 Q So it's a nunerical inprovenent, but not
7 a statistically significant inprovenent, correct?

8 MR. ABRAHAM  (Obj ecti on.

9 THE WTNESS: | think that woul d be one
10 way to put it, yes.

11 BY MR BAUM

12 Q And can a drug be approved with a

13 statistically insignificant inprovenent?

14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: |'mnot an expert on the
16 overal | drug approval process, but | don't

17 bel i eve so, no.

18 BY MR BAUM

19 Q So it wouldn't have been approved for --
20 as an indication for adol escents or children with a
21 P-val ue of .052, correct?
22 MR. ABRAHAM  (bjection, calls for
23 specul ati on.
24 THE W TNESS: That woul d be ny guess.
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1 BY MR BAUM

2 Q Now, this paragraph of Dr. Laughren's
3 essentially echoes what was in the study report

4 | anguage, not including -- well, essentially echoes

5 what was in the study report, correct?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: It appears to, yes.

8 BY MR BAUM

9 Q And it essentially echoes what was in
10 t he PharmaNet notes pl anni ng out what was going to be
11 put into the study report, correct?

12 MR. ABRAHAM  (nj ecti on.

13 THE WTNESS: It's simlar.

14 BY MR BAUM

15 Q Are you aware that this anal ysis of

16 Study 18's results by Dr. Laughren was adopted by the
17 reviewers for Lexapro wi thout further analysis as

18 provi di ng evi dence beyond Lexapro Study 32's isol ated
19 positive outcone for adol escents?

20 MR. ABRAHAM  (nj ecti on.

21 THE W TNESS: No.

22 BY MR BAUM

23 Q Forest needed nore than just a single
24 positive study, and this analysis by Laughren
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m st akenly echoing the m sl eadi ng | anguage fromthe
MD-18 study report resulted in Lexapro getting an
i ndi cation for adol escent depression with only one
positive adol escent Lexapro trial.
Did you know t hat ?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: No, | did not.
BY MR BAUM
Q That's inconsistent with FDA standards
for approval of an indication, isn't it?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: There are instances where
a single positive study is used for drug
approval .
BY MR BAUM
Q Wth additional evidence, though,
correct, not just one by itself?
MR. ABRAHAM  (Obj ecti on.

THE W TNESS: Yes, one by itself.

BY MR BAUM
Q That's not what the FDA regul ati ons say?
A That's not the standard, but there are

cases where a single positive study is considered

sufficient for approval.
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1 Q Okay. So we would need to ask

2 Dr. Laughren what he did and why with respect to this
3 anal ysis of MD-18 and how it was used with MD 32,

4 correct?

5 MR. ABRAHAM  (bj ecti on.

6 THE WTNESS: | certainly can't comment
7 on what Dr. Laughren was thinki ng.

8 BY MR BAUM

9 Q Do you recall discussions with Forest
10 and GCI or Prescott referencing avoi ding addressing the
11 negati ve secondary outcones in the MD 18 manuscri pt

12 publ i cation?

13 MR. ABRAHAM  (Obj ecti on.

14 THE WTNESS: | know |'ve seen

15 comuni cati ons about that, yes.

16 BY MR BAUM

17 Q You were deposed about that in 20077
18 A Ckay.

19 Q So | don't want to go back and redo
20 t hat .
21 A kay.
22 Q | just wanted to sort of refresh your
23 recol l ection that there was -- because there was going
24 to be a short or brief --
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A Brief communi cati on.
Q Brief comrunication, you wanted to avoid
conmuni cati ng the negative outconmes for the Wek 8
results for the secondary outcones.
Do you recall that?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: If it's in ny testinony.
It's been a long tine.
(Docunent marked for identification as
Heydorn Deposition Exhibit No. 11.)
BY MR BAUM
Q So |I''m handing you what's been marked as
Exhibit 11; is that right?
A Yes.
Q And it's a letter dated Novenber 14,
2002 to Nancy Andreasen, editor-in-chief at the
Anmerican Journal of Psychiatry.
Have you seen that before?
A | don't recall, but I'"msure |I have,
since ny nane is on it.
Q It has attached to it a draft of the
manuscri pt that they want to publish, but it has, you
know, you as a signatory to the letter

Do you see that?

ol kow Technol ogi es, I nc. Page 260




Wl liamE. Heydorn, Ph.D.

1 A Yes.

2 Q Wul d this have been sonething that was
3 produced in the ordinary course of Forest business?

4 MR, ABRAHAM  Obj ecti on.

5 THE W TNESS: Yes.

6 BY MR BAUM

7 Q Did Forest pay Prescott Medi cal

8 Communi cations to ghost wite the subm ssion draft?

9 MR ABRAHAM  Obj ecti on.

10 THE WTNESS: Yes, |'msure Forest paid
11 Prescott Medi cal Communications to generate the
12 initial draft of the manuscript.

13 BY MR BAUM

14 Q Were you involved in the contract

15 bet ween Forest and Prescott Medical Comunications to
16 produce this manuscript of NMD 187

17 MR ABRAHAM  Obj ecti on.

18 THE WTNESS: | don't recall. Do you
19 mean the details of negotiating the contract,
20 don't recall

21 BY MR BAUM

22 Q kay. Have you been in contact with any
23 of your co-authors since the publication of MD18?

24 A No.
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1 MR. BAUM The next exhibit.

2 (Docunent marked for identification as
3 Heydorn Deposition Exhibit No. 12.)

4 BY MR BAUM

5 Q So |I''m handi ng you the manuscri pt

6 publication of -- in the American Journal of Psychiatry
7 dat ed June 2004, "A Random zed, Pl acebo-Controlled

8 Trial of GCtalopramfor the Treatnent of Major

9 Depression in Children and Adol escents."

10 Do you see that?

11 A Yes.

12 Q Have you seen this before?

13 A Yes.

14 Q This is your -- you were anongst the
15 aut hors here, correct?

16 A Yes.

17 Q Wiy were you an aut hor?

18 A Due to the anpunt of work I put in on
19 the project, | was offered a chance to be nanmed as an
20 aut hor on the publication.
21 Q | noticed that Charlie Flicker is not on
22 her e.
23 Didn't he have a lot to do with it?
24 A "' m sure he did.
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1 Q Wiy isn't he an author?
2 MR. ABRAHAM  (bj ecti on.
3 THE WTNESS: | don't know. | don't
4 remenber
5 BY MR BAUM
6 Q What about Paul Tiseo; he had a ot to
7 do with it too, right?
8 A | don't know. | know Paul left Forest a
9 nunber of years before this was published.
10 Q But the actual deciding of what data was
11 in and what data was out was largely in the hands of
12 people like Charlie Flicker or Paul Tiseo or Law ence
13 A anoff; is that correct?
14 MR. ABRAHAM  (Obj ecti on.
15 THE WTNESS: It would not have been in
16 t he hands of Paul Tiseo because he had left the
17 organi zation. Charlie had also left the
18 organi zation by then.
19 BY MR BAUM
20 Q Well, by the time the study report was
21 generated and the initial drafts of this were
22 generated, wasn't Dr. Flicker involved?
23 A Yes.
24 Q And weren't the primary deci sions about
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1 what was going to be included as the primary efficacy

2 nmeasure or the secondary results and the decision about
3 whet her or not to include the unblinded patients in the
4 primary efficacy neasure, did that all happen back then
5 when they were there?

6 MR. ABRAHAM  (bj ecti on.

7 THE WTNESS: | believe so, yes.

8 BY MR BAUM

9 Q Do you know why Dr. WAgner was |isted as
10 the first author?

11 A No, | don't. | don't renenber.

12 Q And so Dr. Robb and -- is it Findling,
13 how do you pronounce that?

14 A " m not sure.

15 Q Do you know either of thenf

16 A No.

17 Q Do you know whet her or not either of

18 t hem knew that there were eight unblinded patients

19 included in the primary efficacy neasure?

20 MR. ABRAHAM  (nj ecti on.

21 THE WTNESS: No, | do not.

22 BY MR BAUM

23 Q Do you think they ought to have known?
24 MR. ABRAHAM  (bj ecti on.
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1 THE W TNESS: Yes, they probably should
2 have known.

3 BY MR BAUM

4 Q Wul d that change the way this

5 publication was witten?

6 MR. ABRAHAM  (bj ection, calls for

7 specul ati on.

8 THE W TNESS: Yeah, | don't know how.
9 It may have.

10 BY MR BAUM

11 Q And Jianging Jin, that's Janes Jin; is
12 t hat correct?

13 A Yes.

14 Q And Marcelo Gutierrez, who is Marcelo
15 Qutierrez?

16 A He was the pharnmacoki neticist on the
17 program

18 Q So he -- what did he do,

19 phar macoki neti cs?
20 A Phar macoki netics. | assune there's
21 pl asma | evel data in here. | don't recal
22 specifically.
23 Q Did you wite any of the drafts of the
24 manuscripts for this publication?
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1 A | can't recall specifically.

2 Q Do you recall editing thenf

3 A | can't specifically recall.

4 Q Do you recall working with Natasha

5 M tchner on sonme of the initial drafts?

6 A Yes, that | can recall

7 Q And do you recall working with -- what's
8 Prescott's first nanme?

9 A Mary.

10 Q Mary Prescott, do you recall working

11 with Mary Prescott on sonme of the drafts for this

12 publ i cation?

13 A Yeah, | worked with Mary Prescott on a
14 nunber of projects.

15 Q But on the drafts for this MD 18?

16 A | can't specifically renmenber.

17 Q But neither Natasha M tchner nor Mary

18 Prescott appear as co-authors or any reference to them
19 at all in this publication, correct?
20 A Correct. It was not common at that tine
21 to recogni ze nedi cal comruni cations firns'
22 contributions to publications.
23 Q And that was in order to hide that there
24 was sone ghostwiting occurring, right?
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MR. ABRAHAM  (bj ecti on.

THE WTNESS: | would not characterize
it that way.
BY MR BAUM
Q So let's go to Page 1080 and if you | ook
at the -- wait a second -- it's the Results section

starting at 1080, and | want to sort of direct your
attention to Figure 1 on Page 1081, the next page over.
A Yes.
Q And it has -- if you |look at the
subj ects receiving placebo, it's 85.

Do you see that?

A Yes.

Q And subjects receiving citalopramis 89?

A Yes.

Q And that adds up to 1747

A Yes.

Q That i ncluded the unblinded patients,
correct?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: It includes the
potentially unblinded patients, yes.
BY MR BAUM

Q Were they potentially unblinded, or were

ol kow Technol ogi es, I nc. Page 267




Wl liamE. Heydorn, Ph.D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

t hey unbl i nded?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know.
BY MR BAUM
Q Well, what did Paul Tiseo say?
MR. ABRAHAM  (bj ection, asked and
answer ed.
THE WTNESS: He wote that they were
unbl i nded.
BY MR BAUM
Q And Charlie Flicker?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: He wote that they were
unbl i nded.
BY MR BAUM
Q And Joan Barton?
MR ABRAHAM  Obj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And then in your notes fromthe

Phar maNet neeting on Cctober 4, 2001, didn't you report
that they were unblinded?
M5. KIEHN:  Obj ection.

MR. ABRAHAM  (bj ecti on.
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1 BY MR BAUM

2 Q Record that they were unblinded?

3 MS. KIEHN: No, objection, his report
4 refers to tablets, not patients.

5 MR. BAUM Go ahead. And I'd like you
6 not to coach the w tness.

7 THE WTNESS: It says sone cital opram
8 tabl ets were not blinded.

9 BY MR BAUM

10 Q Al right. So were these patients

11 unbl i nded or potentially unblinded?

12 MR. ABRAHAM  (bj ection, asked and

13 answer ed.

14 THE WTNESS: | don't know.

15 BY MR BAUM

16 Q The people closest to it thought they
17 wer e unblinded, correct?

18 MR. ABRAHAM  (Obj ecti on.

19 THE W TNESS: You shoul d per haps depose
20 t hem

21 BY MR BAUM

22 Q Wl |, based on the correspondence |'ve
23 shown you today, those people said it was unblinded,
24 correct?
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MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.

BY MR BAUM

Q Now, this table on Page 1081 says that

ci tal opram achi eved statistically significant

i nprovenent over placebo anongst this group of subjects

of children and adol escents, correct, on the CDRS

rati ng scal e?

A You nean the figure?

Q Yes.

A Yes.

Q That is only achieved with the unblinded

patients included, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: VYes.

BY MR BAUM

Q And if the unblinded patients were

excluded, it would not show a statistically significant

di fference, correct?
MR. ABRAHAM  (bj ecti on.

THE W TNESS: No, it would not.

BY MR BAUM
Q | f you turn to -- back to the abstract
on Page 1079, it says that there -- if you | ook on the
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1 Results section, it says effect size, 2.9.

2 Do you see that?

3 A Yes.

4 Q Does that refresh your recollection that
5 there is an effect size that was added to this

6 manuscript -- or included in this manuscript, sorry?
7 A It's clearly included in the manuscri pt.
8 Q Did you have anything to do with its
9 i ncl usi on?

10 A No.

11 Q Do you know what it neans?

12 A No.

13 Q Do you know whether or not it's a

14 correct figure?

15 A No.

16 Q Al right. 1s there anyplace in this
17 article where it references the unblinding issue?

18 MR. ABRAHAM  (Obj ecti on.

19 THE WTNESS: | have not read the
20 article recently, but |I would guess probably
21 not .
22 BY MR BAUM
23 Q Wiy is that?
24 A | don't know.
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Q So shouldn't the prescribing physicians
who woul d be reading this article and academ cs who
m ght be reading this article have a right to know
t here was an unblinding problemw th C T-MD 18?

MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM

Q Let's go back to Page 1081. On the
ri ght-hand side on the next to | ast paragraph there's
-- it starts with "citalopramtreatnent.”

Do you see that?

A Yes.

Q The | ast sentence says, "For the CA
severity rating, baseline values were 4.4 for the
cital opram group and 4.3 for the placebo group, and
endpoi nt val ues (|l ast observation carried forward) were
3.1 for the citalopramgroup and 3.3 for the placebo
group. "

Do you see that?

A Yes.

Q Does it say anything about those not
being statistically significant at Wek 87

A It's not addressed either way.

Q But at Week 8 those were negative,
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1 correct?

2 MR. ABRAHAM  (bj ecti on.

3 THE WTNESS: | believe so, yes.

4 BY MR BAUM

5 Q So instead of reporting the statistical
6 significance at Wek 8, it reported the nunerically

7 hi gher results without referencing the results that

8 were not statistically significant, right?

9 MR ABRAHAM  Obj ecti on.

10 THE W TNESS: Yes.

11 BY MR BAUM

12 Q So this | anguage here suggests that the
13 secondary out cone neasures outperform pl acebo, correct?
14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: Not adding the statistical
16 significance woul d suggest that they were not
17 statistically significant to sonmeone who knew
18 -- knows the area.

19 BY MR BAUM
20 Q But to physicians who are reading this,
21 does this clearly indicate that the secondary outcone
22 nmeasures did not significantly outperform placebo?
23 MR. ABRAHAM  (bj ecti on.
24 THE W TNESS:. Yes.
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BY MR BAUM
Q It does?
A Yes, to ne it does.
Q To a physici an?
A | don't know what physicians think.
Q Ckay.
A But the lack of a clear statenent about

statistical difference would suggest there is not a
statistically significant difference.

Q It would be nore clear if they had
stated there was a nunerical --

A Thi ngs can al ways be stated nore
clearly. It's very clear to ne.

Q Ckay. Let's go to 1082 in the
Di scussion section. It says, "This random zed,
pl acebo-control | ed, double-blind trial provides
evi dence that cital opram produces a statistically and
clinically significant reduction in depressive synptons
in children and adol escents."

Do you see that?

A Yes.

Q That's not actually true if you excl ude
t he unblinded patients, correct?

MR. ABRAHAM  (bj ecti on.
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THE WTNESS: Yes.

BY MR BAUM
Q You agree with ne; is that correct?
A Yes.
Q That's not a true statenent if you

excl ude the unblinded patients?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: It's not statistically

significant.

BY MR BAUM
Q Do you know who wote that statenent?
A. No, | don't.
Q |s there any reference in this

publication to the FDA's having rejected Forest's
request for a pediatric MDD indication for Cel exa?
A No.
Q Isn't that an inportant piece of
i nformation for physicians to wei gh when deci di ng when
to prescribe Celexa to a child?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Physi ci ans shoul d be aware
of what's in the package insert. That's what's
approved by the FDA

BY MR BAUM
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Q Isn't this publication intended to
provi de information to hel p physicians deci de whet her
to prescribe Celexa to children?

MR ABRAHAM  Obj ecti on.
THE W TNESS: Yes.
BY MR BAUM

Q And should it include all of the pros
and cons of doing that so that they're nmaking an
i nformed deci si on?

MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM

Q And do you think it's inportant in
wei ghing the pros and cons to know that the FDA
rejected Forest's request for an MDD indication for
Cel exa?

A That's not the kind of information that
routinely appears in publications, and physicians have
access to the package insert that includes the approved
i ndi cations for every conpound.

Q Do you think it would have been
i mportant for physicians to know that Forest had agreed
t hat Cel exa -- the studies 94404 and MD- 18 were

negative --
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MR. ABRAHAM  (bj ecti on.
BY MR BAUM
Q -- in their presentation to
Dr. Laughren?
MR. ABRAHAM  (bj ection, calls for
specul ati on

THE WTNESS: Can you repeat the

guesti on.
BY MR BAUM
Q Do you renenber the letter that went to

Dr. Laughren?

A Ri ght.

Q You want to flip back to that. |If you
| ook on the first page, bottom paragraph, it says that
t he sponsor agreed that the studies were negative?

M5. KIEHN: (Qbjection. M squotes the

docunent .

THE WTNESS: Since there was an
agreenent between the sponsor and FDA t hat

these trials were negati ve.

BY MR BAUM
Q Ri ght.
A Yes.
Q Do you think that would be an inportant
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pi ece of information for physicians to know before
prescribing Celexa to children?
MR. ABRAHAM  (bj ection, calls for
specul ati on.
THE WTNESS: |If the information is not
in the package insert, it suggests it shows
it's not approved by the agency for use in that
popul ati on.
BY MR BAUM

Q Wll, that's a little bit different than
actual |y concedi ng and concluding and telling the FDA
that they were negative, isn't it?

MR. ABRAHAM  (Obj ecti on.

THE WTNESS: |'mnot sure | follow
BY MR BAUM
Q Al right. WlIl, there's no reference
to 94404 in this -- in this publication, correct?
A Correct.
Q And there's no reference to the FDA and

t he sponsor agreeing that 94404 and MD- 18 were
negative, correct?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: It's not information that

goes into a publication.
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BY MR BAUM
Q |"mjust saying it's not here, is it?
A It is not there, no.
Q Okay. And there's no reference in here

t hat when the unblinded patients were excluded, it was
not a statistically significant outcone on the prinmary
ef fi cacy nmeasure, correct?
MR. ABRAHAM  (Obj ecti on.
THE W TNESS: Correct.
BY MR BAUM
Q And t he observed cases, Wek 8 outcone
bei ng negative is not in here either, right?
MR. ABRAHAM  (Obj ecti on.
THE W TNESS: One generally doesn't
i nclude all secondary outcones in a

publ i cati on.

BY MR BAUM
Q But there was plenty of space in this
brief to discuss the positive -- nunerically positive

out cone versus secondary outconme neasures, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: You nean the --

BY MR BAUM

Q In the manuscript, at Page 1081, there's
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1 a paragraph that discusses the inprovenents that were

2 made under the secondary outcones, and there's no

3 reference to the Week 8 outcones being negative, right?
4 A Correct.

5 Q And there's no reference to the observed
6 cases being negative at Wek 8 either, correct?

7 A Correct.

8 Q And there's no reference to the

9 unbl i nded patients' results showing that it was

10 negative in the primary efficacy neasure, correct?

11 MR. ABRAHAM  (bj ecti on.

12 THE W TNESS: Correct.

13 BY MR BAUM

14 Q Do you know if this Forest sponsored

15 medi cal journal article was used by Forest sales reps
16 in pronoting Celexa use in the treatnment of children

17 and adol escents?

18 A | do not know. | had left Forest by the
19 time this was published.
20 Q Do you know that the posters that were
21 based on the -- well, we've already covered that. Let
22 nme go to the next exhibit.
23 MR. BAUM W're al nost done. Can
24 take a break for a nonent?

ol kow Technol ogi es, I nc. Page 280




Wl liamE. Heydorn, Ph.D.

1 MS. KIEHN:  Yep.
2 THE VI DEOGRAPHER: The tine is 4:38 p. m
3 We're off the record.
4 (Brief recess.)
5 THE VI DEOGRAPHER: The tine is 4:49 p. m
6 This is the beginning of Disk 5. W're on the
7 record.
8 MR BAUM So we're going to go to the
9 next Exhibit, which is 13.
10 (Docunent marked for identification as
11 Heydorn Deposition Exhibit No. 13.)
12 BY MR BAUM
13 Q Which is sone letters to the editor
14 regardi ng the Anerican Journal of Psychiatry
15 publ i cation dated April 2005.
16 Have you seen this before?
17 A | saw it yesterday for the first tine.
18 Q You never saw this before?
19 A No, not that | recall
20 Q Forest didn't contact you and |l et you
21 know that there was sonme criticismabout the article
22 you published?
23 MR. ABRAHAM  (bj ecti on.
24 THE WTNESS: | don't recall being
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1 cont act ed.

2 BY MR BAUM

3 Q Al right. Well, let's take a | ook at
4 the first one on Page 817, which is fromDrs. Andres
5 Martin, Walter GIlliam Jeffrey Bostic and Joseph Rey.
6 Do you see that?

7 A Yes.

8 Q Do you know who Andres Martin is?

9 A No.

10 Q Do you know who Jeffrey Bostic is?

11 A That nane rings a bell

12 Q Do you recogni ze himas being a key

13 opi nion | eader spokesperson for Forest on pediatric use
14 of Cel exa?

15 MR. ABRAHAM  (bj ecti on.

16 THE W TNESS:. The nane rings a bell.

17 woul dn't known what area he was an expert in.
18 BY MR BAUM

19 Q You weren't aware that he was one of the
20 chief lecturers and got paid around $750, 000 by Forest
21 to present |l ectures on pediatric use of Cel exa?
22 MR ABRAHAM  Obj ecti on.
23 THE WTNESS: No, | was not aware of
24 t hat .
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1 BY MR BAUM

2 Q Al right. So this is -- the only

3 reason | point that out is that you' ve got a guy who
4 was |ike a key opinion | eader for Forest on the

5 pedi atric use of Celexa witing a criticismof your

6 paper ?

7 MR. ABRAHAM  (bj ecti on.

8 M5. KIEHN: Is there a question?

9 BY MR BAUM

10 Q Did you notice that?

11 MR. ABRAHAM  (bj ecti on.

12 THE WTNESS: | see his nanme is on the
13 letter to the editor, whatever this is.

14 BY MR BAUM

15 Q Okay. So you weren't surprised to see
16 Dr. Bostic down there as a co-author on this critique?
17 A | really had no opinion, no, one way or
18 the other. By the tine this cane out, | had left the
19 area and been doing sonething else for at |east two
20 years.

21 Q So this first one is titled "Child

22 Psychophar macol ogy, Effect Sizes and the Big Bang."
23 Do you see that?

24 A Yes, | see that.
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Q And to the editor: we read with interest
the article by Karen Di neen Wagner, M D., Ph.D., et.al
We were surprised to find the authors reporting on an
overal |l effect size of 2.9.

Do you renenber ny pointing out to you
that 2.9 --

A Yes.

Q -- in the abstract?

Wth the commonly cited criteria set

forth by Cohen, effect sizes can be considered trivial,

that's less than .2 to -- greater than -- trivial is
less than -- howdid | read this? | think it's |less
than .2 is trivial. Geater than -- this is wong
her e.

It's considered trivial |ess than 0. 2,

small 0.2 to 0.5, noderate 0.5 to 0.8 or |large, greater

t han . 80.
Do you see that?
A Yes.
Q By these netrics, the reported effect

si ze can be characterized as gargantuan, big-bang
worthy. So they're being kind of facetious there,
right?

MR. ABRAHAM  (bj ecti on.
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1 THE WTNESS: | don't know what their
2 frame of mnd was, but | would think so

3 BY MR BAUM

4 Q The val ue does not appear to be a benign
5 typographical error for 0.29, given that 2.9 appears
6 twce. Only 36%-- going further down it says, only
7 36% of the patients treated with cital opramresponded.
8 That nmeans 64%di dn't respond, right?

9 MR ABRAHAM  Obj ecti on.

10 THE WTNESS: | don't know.

11 BY MR BAUM

12 Q Vell, if only 36%responded, the rest
13 didn't, right?

14 MR. ABRAHAM  (Obj ecti on.

15 THE W TNESS: Seens reasonabl e, yes.
16 BY MR BAUM

17 Q That's nore than half, right; the

18 majority didn't respond?

19 MR. ABRAHAM  (Obj ecti on.

20 THE WTNESS: In antidepressant trials
21 that's not unusual

22 BY MR BAUM

23 Q But the majority didn't respond,

24 correct?
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MR. ABRAHAM  (bj ecti on.
THE W TNESS: Correct, not unusual in a
| ot of clinical research.
BY MR BAUM
Q kay. So 24% of those -- conpared to

24% of those with placebo (for a | ukewar m nunber needed

to treat 8).
Do you know what that neans?
A. No, | don't.
Q "These results, while npdest, are

respectable in their own right and nothing to sneeze at
in aclinical area that has been short on proven
t herapeutic options. But a Mjestic sequoia of 2.9
they are not."
Did | read that correctly?

A Yes, you did.

Q Now, they're criticizing the use of this
2.9, or their reference to this 2.9 as an effect size
for the article in which you're an author, correct?

A Yes.

Q And it's also interesting that they're
referring to this, these results, the 36% of the
patients responded conpared to 24% on pl acebo, that

i ncl uded the unblinded patients, correct?
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MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know.
BY MR BAUM
Q Vell, the unblinded -- this is referring
to -- if you go back to the article itself, and if you

go to the abstract, that's the shortcut, and under
Results, it says, "The difference in response rate at
week 8 between placebo (24% and cital opram (36% was

al so statistically significant."

And - -
A Ckay.
Q And the N nunbers were 174, not 166,
correct?
A Correct.
Q So they included the unblinded patients

to arrive at this nodest | ukewarm effect size, correct?
MR ABRAHAM  Obj ecti on.
BY MR BAUM
Q Even with themin, it was nodest?
MR. ABRAHAM  (nj ecti on.
THE WTNESS: 1In the opinion of these
aut hors, yes.
BY MR BAUM

Q And Jeffrey Bostic was actually an
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1 opi nion | eader for -- key opinion | eader for Forest.

2 Did you know that?

3 MR. ABRAHAM  (bj ecti on.

4 THE WTNESS: You just nentioned that.

5 MR. ABRAHAM  Asked and answer ed.

6 BY MR BAUM

7 Q So let's go up to the -- you don't know
8 whet her or not that 2.9 was a m stake?

9 A | don't know.

10 Q Do you know who within Forest would know
11 t hat ?

12 MR. ABRAHAM  (bj ecti on.

13 BY MR BAUM

14 Q Probably Jin?

15 MR. ABRAHAM  (bj ecti on.

16 THE WTNESS: | would speculate it woul d
17 be a statistician.

18 BY MR BAUM

19 Q Ckay. So on Page 819 of this exhibit,
20 it's Dr. Wagner and col | eagues' reply.

21 Do you see that?

22 A Yes.

23 Q And t he persons replying are Wagner,

24 Robb, Findling and Jin.
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Do you see that?

A Yes.

Q You're not on that list?

A No.

Q Do you know why?

A | don't know why. | wasn't aware that
they were -- | wasn't aware there were letters to the

editor and that a response was needed.

Q Okay. And so on the |last paragraph on
the first colum that starts "Dr. Martin."

Do you see that?

A Yes.

Q It says, "Dr. Martin and col | eagues
i nqui re about the value of 2.9, which was cal cul ated as
the quotient of the | east square nean, divided by the

common standard error of the nean for each treatnent

group. "
Do you understand any of that?
A Barely.
Q What do you barely understand of it?
A The | east squared nean is a
cal cul ation -- some cal culation of the nean score, and

the standard area is a neasure of the variability in

t he data across the popul ation.
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Q Should I get Jin to explain that to ne?
A Yes, pl ease too.
Q Ckay. And then "Wth Cohen's net hod,

the effect size was the 0.32."
Do you see that?
A Yes.
Q And then referring back to the letter to
the editor by Martin, Glliamand Bostic on Page 817,
you' ve got these Cohen effect sizes?
A Yes.
Q Are you famliar with Cohen effect
si zes; have you ever heard of those before?
A No.
Q Well, where would .32 fit in on this
scale that's referenced here?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Snall.
BY MR BAUM
Q So even with the unblinded patients
included, it was a small effect size, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: |f the calculation of the
effect size was correct, yes, | have no way of

know ng.
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1 BY MR BAUM

2 Q That's a pretty big difference .32

3 versus 2.9, isn't it?

4 MR ABRAHAM  Obj ecti on.

5 THE WTNESS: Not know ng anyt hi ng about
6 the area, | can't comrent.

7 BY MR BAUM

8 Q Okay. It looks like Drs. Martin and

9 Bostic kind of spotted an obvi ous problenf

10 MR. ABRAHAM  (bj ecti on.

11 THE WTNESS: | don't know.

12 BY MR BAUM

13 Q kay. Let's |look at the second letter
14 t hen, the one from Reny Barbe, MD.?

15 A Ckay.

16 Q Do you know how to pronounce that?

17 A. Barbe -- | don't know, no.

18 Q And it starts on the bottomof 817. At
19 the last part of that on the | ast paragraph of that
20 letter, it says, finally, it is sonewhat surprising
21 that the authors do not conpare their results with
22 t hose of another trial, involving 244 adol escents
23 (13-18 year olds), that showed no evi dence of efficacy
24 of cital opram conpared to placebo and a hi gher |evel of
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self-harm (16 [12.9% of 124 versus nine [7.5% of
120) in the cital opram group conpared to the placebo
group. Although these data were not available to the
public until Decenber of 2003, one woul d expect that
t he aut hors, some of whom are enpl oyed by the conpany
that produces citalopramin the United States and
financed the study, had access to this information.
Did | read that correctly?
A Yes.
Q And the trial referred to by Dr. Barbe's

|etter to the editor, that's the Lundbeck 94404 tri al,

right?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: | assune so.
BY MR BAUM
Q And you were aware of the 94404 results

as early as 2001; is that correct?
A | was certainly --
MR. ABRAHAM  (bj ecti on.
THE WTNESS: -- aware of them | don't
know exactly what date | was aware of them
BY MR BAUM
Q You testified regardi ng when you found

out about it in your prior deposition, and |I'mjust
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1 going to like rely on that for the tine period?

2 A That's fine.

3 Q But it predated the manuscript being

4 sent to Andreason and the Anerican Journal of

5 Psychi atry, correct?

6 A If it was 2001, then, yes, that was sent
7 in 2002.

8 Q So you knew about the 94404 results and
9 so did Flicker, correct?

10 MR. ABRAHAM  (bj ecti on.

11 THE W TNESS: Yes.

12 BY MR BAUM

13 Q And they weren't included in this study,
14 correct, in this manuscript, correct?

15 A Yes.

16 Q Now, if you go to Page 819 at the next
17 to the last paragraph, it goes -- they respond to

18 Dr. Barbe by saying, it may be considered premature to
19 conpare the results of this trial wth unpublished data
20 fromthe results of a study that was not -- has not
21 under gone the peer-revi ew process. Once the
22 i nvestigators involved in the European cital opram
23 adol escent depression study publish the results in a
24 peer-reviewed journal, it wll be possible to conpare
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their study popul ation, nethods, and results wth our

study with appropriate scientific rigor.

Do you see that?

A Yes, | do.
Q Now, that's not actually true, is it?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Well, yeah, | believe it
is true.
BY MR BAUM
Q Well, the 94404 study report was done by

t hen, wasn't
A
by 20047
Q
A
Q
didn't you?
A

Q

it?

| don't recall when it was done but --

Yes.
Yes, it was done by them

And you participated in editing it,

Yes, | reviewed it and edited it.

And so it did get sone scientific review

by the scientists at Forest, correct?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | would hardly consider

nysel f an expert --

BY MR BAUM
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Q Wll, it was people --

A -- in pediatric depression.

Q Yeah, but it was you and Flicker, and
who el se?

MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't recall who else
reviewed it.
BY MR BAUM
Q But it resulted in a study report that
you considered sufficiently accurate to convey to the
FDA, correct?
MR. ABRAHAM  (bj ecti on.

THE WTNESS: It was conveyed to the

FDA, yes.
BY MR BAUM
Q To get the pediatric indication or the

pat ent extension, correct?
MR. ABRAHAM  (Obj ecti on.
THE WTNESS: Well, we certainly didn't

get the pediatric indication.

BY MR BAUM
Q But it was submtted to the FDA?
A It was submtted to the FDA
Q So it had sufficient scientific rigor at
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1 that point to have been submtted to the FDA, correct?
2 MR. ABRAHAM  (bj ecti on.

3 THE WTNESS: It was submtted to the

4 FDA, yes.

5 BY MR BAUM

6 Q And you guys had vetted it for you at

7 Forest, and Lundbeck had vetted it for accuracy before
8 it was submtted to the FDA, correct?

9 MR. ABRAHAM  Obj ecti on.

10 THE W TNESS: Yes.

11 BY MR BAUM

12 Q So this statement here, "it may be

13 considered premature to conpare the results,” do you
14 see that?

15 A Yes.

16 Q It's trying to fend off why they didn't
17 convey it inaccurately, correct?

18 MR. ABRAHAM  (Obj ection, calls for

19 specul ati on.
20 THE WTNESS: This was not our data.
21 Thi s was Lundbeck's dat a.
22 BY MR BAUM
23 Q Do you recall the e-mail correspondence
24 you had w th Lundbeck where there was a di scussion
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about getting the positive data out before the negative

dat a?
A Yes.
Q Isn't that what happened?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: Certainly MD 18 was
publ i shed before 94404, yes.
BY MR BAUM
Q And t hat was pl anned, correct?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: That was a goal .
BY MR BAUM
Q It was intended?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: W had no control over the
Lundbeck i nvesti gators.
BY MR BAUM

Q s that true? Because you had
correspondence with Lundbeck over whether or not to
have the positive data conme out first and that there
was a benefit to Forest and Lundbeck who was profiting
as well fromhaving the negative data conme out after
the positive data, right?

MR. ABRAHAM  (bj ecti on.
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M5. KIEHN: Objection. You're
conpl etely m scharacterizing the
correspondence.

THE WTNESS: | believe ny statenent was
| had no contact with the Lundbeck

i nvestigators.

BY MR BAUM

Q Who did you have contact with at
Lundbeck?

A | had contact with individuals at

Lundbeck, not their independent investigators.

Q kay. So you -- that Forest and
Lundbeck pl anned to have the positive data cone out
before the negative data, correct?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: That was the goal

BY MR BAUM
Q kay.
A They were clearly different patient

popul ati on that would help explain the different
resul ts.

Q Was it interpretable data?

A In their population | believe it was.

It was published, so I'massumng it was interpretable.
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1 Q And it was published as negative dat a,

2 correct?

3 A Yes.

4 Q And Forest told the FDA that it was

5 negative, right?

6 A Yes.

7 Q But it wasn't included in the manuscri pt
8 t hat was published in the American Journal of

9 Psychi atry?

10 A That manuscri pt was on MD- 18.

11 Q Because you wanted to get the positive
12 data out regarding MD 18 before the negative data of

13 94404, right?

14 MR. ABRAHAM  (Obj ecti on.

15 THE WTNESS: W didn't have the right
16 to refer to the Lundbeck data in our paper

17 BY MR BAUM

18 Q You had the right to refer toit to the
19 FDA, so it was good enough to refer to it to the FDA to
20 get the patent extension, it was good enough to report
21 to the FDA to get a pediatric indication, but it wasn't
22 good enough to give to the public or to academ cs who
23 woul d be reviewing this data to determ ne whet her or
24 not to prescribe it to kids?
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MR. ABRAHAM  (bj ecti on.
THE W TNESS: That was Lundbeck's
decision, as | recall.
BY MR BAUM
Q Wasn't Lundbeck Forest's partner in
getting this drug distributed and sold in the US?
MR. ABRAHAM  (bj ecti on.
THE W TNESS: Yes.
BY MR BAUM
Q And both Lundbeck and Forest profited
from having the sales occur in the US?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | don't know what the

financial relationship was between Forest and

Lundbeck.
BY MR BAUM
Q You know that there was a financi al

relationshi p, though, right?

A Yes.

Q And that they both benefited or they
both received income fromthe sale of Celexa in the US,
correct?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: That's my under st andi ng,
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yes.
BY MR BAUM
Q And they both received incone from
pedi atric sales of Celexa in the US, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | would assune so.
BY MR BAUM
Q And they received inconme frompediatric
sal es of Lexapro, correct?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | would assune so, but
we' re not di scussing Lexapro here.
BY MR BAUM
Q Well, actually, we are, because MD 18

was used to justify and get an indication for Lexapro,

correct?
MR ABRAHAM  Obj ecti on.
THE WTNESS: That's what |'ve been
t ol d.
BY MR BAUM
Q And if MD-18 was actually negative when

you take out the unblinded patients, then it woul dn't
actually justify a Lexapro indication for adol escents,

would it?
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MR. ABRAHAM  (bj ecti on.
THE W TNESS: That woul d be an FDA
deci si on.
BY MR BAUM
Q |f the FDA didn't actually | ook at the
statistics and just relied on the characterization of

t he docunentation, then they m ght have made a m st ake,

huh?
MR. ABRAHAM  (bjection, calls for
specul ati on
THE WTNESS: | don't know.
BY MR BAUM
Q well, did --
A |"msorry. |'m]looking for

Dr. Laughren's letter.

Q Ckay. That's it.
A So this letter refers specifically to
the cital opram application. | don't know what sort of

review was done when MD-18 was submtted in support of
Lexapr o.

Q So if MD-18 were submtted in support of
Lexapro and they used the results that included the
unbl i nded patients, that would be a flawed use of MD 18

since it didn't outperformplacebo with the unblinded
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patients out, right?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | have no know edge of
what the FDA did inits review of MD-18 in
support of the Lexapro pediatric indication.

BY MR BAUM

Q Okay. Let's go to this next -- this
next letter is from Mathews, Adetunji and a bunch of
ot her peopl e whose nanmes | can barely pronounce. | can
pronounce Abr aham

A Mat hews t here.

Q Yeah, the rest of themare hard to
pronounce, but, in any case, you see this letter from
t hese doctors, correct?

A Yes.

Q And this says about hal fway down the

second colum on the right, "our greatest concern.”
Do you see that?
A Yes.
Q "Qur greatest concern is with the
results and conclusions drawn. There is no table
showing the results in detail. The authors have only

stated that 36% of citalopramtreated patients net the

criteria for response, conpared to 24% of patients
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recei ving placebo. This response rate, while in itself
mar gi nal conpared to other studies of antidepressants,

does not in itself showthat citalopramis better than

pl acebo. "
Do you see that?
A Yes.
Q Then in the next paragraph, it goes
t hrough -- they cal cul ated the absol ute benefit

i ncrease of using cital opramas .12.

Do you see that?

A Yes.

Q Do you know what that neans?

A No.

Q | should rely on a statistician like Jin

totell me that, or maybe Flicker?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | would say a
statistician.
BY MR BAUM
Q Okay. It goes that the odds ratio --
the odds of inproving while taking cital opram conpared
to placebo was 1. 75.
You see that?

A. Yes.
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Q "The nunber needed to treat, i.e., the
nunber of children need to be treated for cital opram
for one additional positive outconme was eight."

Do you see that?

A Yes.

Q “"None of these shows that citalopramis
any better than placebo.”

Do you see that?

A Yes.

Q So even with the unblinded patients
i ncl uded, these physicians are pointing out that the
clinical efficacy was not enough to show an i nprovenent
over pl acebo, correct?

A That appears --

MR. ABRAHAM  (bj ecti on.
THE W TNESS: That appears to be their
opi ni on.
BY MR BAUM

Q Now, what do you think these physicians
woul d have thought if they had had the unblinded
patients' data excl uded?

MR. ABRAHAM  (bjection, calls for
specul ati on

THE W TNESS: Yeah, | have no i dea.
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1 BY MR BAUM

2 Q They woul d have had even nore negative a
3 view of the results of MD- 18, correct?

4 MR. ABRAHAM  Sane obj ecti on

5 THE WTNESS: | don't know.

6 BY MR BAUM

7 Q What do you think?

8 MR. ABRAHAM  (Obj ecti on.

9 THE W TNESS: Possi bl y.

10 BY MR BAUM

11 Q Last line here of their letter says, "W
12 are surprised that the nost respected psychiatric

13 journal in the world published a study that is

14 m sleading to their readers in the extrene."

15 Do you see that?

16 A Yes.

17 Q It would be even nore misleading if they
18 had known about the unblinding, correct?

19 MR. ABRAHAM  (Obj ecti on.

20 THE W TNESS: | guess, yes.

21 BY MR BAUM

22 Q Ckay.

23 A In their opinion

24 Q Your opinion?
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1 MR. ABRAHAM  (bj ecti on.
2 THE WTNESS: M opinion is the conpound
3 works in children and adol escents, in spite of
4 t he insignificant P-val ue.
5 BY MR BAUM
6 Q It outperforns placebo?
7 A Nunerical |y out perforns placebo, we've
8 been over this.
9 Q But not statistically significantly?
10 A It doesn't reach the .05 |evel.
11 Q So it wouldn't have gotten an
12 i ndi cati on, correct?
13 MR. ABRAHAM  (Obj ecti on.
14 THE WTNESS: It didn't.
15 BY MR BAUM
16 Q Right, and it would not have gotten one
17 by itself with a .052 P-value, correct?
18 MR. ABRAHAM  (Obj ecti on.
19 THE W TNESS: No.
20 BY MR BAUM
21 Q Do you have any regrets about your
22 i nvol verent with the CI T-MD- 18 based on what |'ve shown
23 you t oday?
24 A I wsh we had done things a little
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1 differently.

2 Q Li ke what ?

3 A I wish | had known for certain whether
4 the patients, those nine patients were unblinded, but
5 obviously I don't know. You showed ne a | ot of

6 docunents today suggesting that people knew the

7 patients were unblinded. | don't know for a fact that
8 they knew that. Al | knowis what they wote on the
9 paper. | wish | was aware of the correspondence with
10 t he FDA.

11 Q Do you think, based on what |'ve shown
12 you today, that Forest mi sled anyone about the results
13 of MD 18?

14 A It probably should have been nore

15 forthcom ng.

16 Q If you had known what |'ve shown you

17 t oday, woul d you have changed anything in your first
18 draft of the study report?

19 MR. ABRAHAM  (Obj ecti on.

20 THE WTNESS: | don't believe |'ve seen
21 my first draft of the study report. | saw the
22 final draft of the study report.

23 BY MR BAUM

24 Q Wul d you have changed anything in the
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final study report?

MR. ABRAHAM (bjection, calls for

specul ati on.

THE WTNESS: |If | were the only one

involved in witing it, | probably would have

witten it sonewhat differently.
BY MR BAUM
Q I n what way?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: Probably enphasi zi ng nore

of the results at Wek 8, clarifying sone

things, and I'mnot sure how | would have

handl ed the potential unblinding situation.

|'d have to give that sone thought.

BY MR BAUM

Q Wbul dn't you have had to have stated

that they weren't potentially unblinded, they were

actual ly unblinded?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't know that for a
fact.
BY MR BAUM
Q | just want to now --
A But | would like to say that all of the
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1 information was included in the study report.

2 Q Okay. But it was mscharacterized in
3 the study report too, right?

4 MR, ABRAHAM  Obj ecti on.

5 THE WTNESS: It could have been

6 characterized differently.

7 BY MR BAUM

8 Q Thank you.

9 So I'mgoing to hand you what we're
10 going to mark as Exhibit 14.

11 (Docunment nmarked for identification as
12 Heydorn Deposition Exhibit No. 14.)

13 BY MR BAUM

14 Q And this is an Editors' Note fromthe
15 American Journal of Psychiatry dated August 2009.

16 Do you see that?

17 A Yes.

18 Q Have you ever seen that before?

19 A Yes, | saw it this norning for the first
20 time.

21 Q So here it says, The article "A

22 Random zed Pl acebo-Controlled Trial of Cital opramfor
23 the Treatnent of Major Depression in Children and

24 Adol escents,"” published in June 2004 in the Anerican
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Journal of Psychiatry is alleged by the United States
Departnment of Justice in an ongoing suit to have been
witten and submtted to the Journal by a commerci al
nmedical witer on behalf of Forest Laboratories.
Do you see that?

A Yes.

Q And then we requested responses from
Drs. Wagner, Robb, Findling (authors in their role as
investigators in the clinical trial at their respective
universities), Dr. WIliamE. Heydorn, that's you,
correct?

A Yes, that's ne.

Q The seni or Forest |aboratory study
di rector and Forest Laboratories.

A | would like to point out that that
parenthetical is not correct.

Q kay. So it says they requested
responses fromyou

Did you ever get a request fromthe

American Journal of Psychiatry for a response to these
letters, to this editors' note?

A Yeah, you know, | vaguely recall getting
sonet hi ng a nunber of years ago.

Q How di d you respond?
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A It was six years after the publication.
| don't believe | responded. | had noved on in ny
career at that point, and I1'd also like to object to
t he wordi ng "ongoing suit to have been witten and
submtted to the Journal by a commercial nedical witer
on behalf of Forest Laboratories, Incorporated.” It
was not submtted on behalf of Forest by a commerci al
medical witer. It was submtted by the authors.

Q Did Mary Prescott wite the letter and
have you guys sign it?

MR. ABRAHAM  (bj ecti on.

THE W TNESS: The cover letter?

BY MR BAUM
Q Yeah.
A | don't recall.
Q If you go over to the second page of

this, it continues, "The paper was submtted as a Brief
Report, which the Journal's editors requested be
resubmtted as a full-length article. Drs. Wagner

Robb and Findling report that they contributed with

Dr. Heydorn to the resubm ssion and that they were not
aware that Dr. Heydorn was working with a comrerci al
witer. Dr. Heydorn did not respond to our request."”

Is it true that neither Wagner, Robb or
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Findling knew that you were conmunicating with a
commercial witer?

MR. ABRAHAM  (bj ecti on.

THE WTNESS: | don't believe that to be

a true statenent.

BY MR BAUM
Q Did you know that they were
corresponding -- that they had informati on and e-nmail

correspondence with Mtchner and Prescott, right?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: At the very least, by ny
recol l ection, Dr. WAgner didn't.
BY MR BAUM
Q So this is a fal se statenent?
MR. ABRAHAM  (bj ecti on.
THE WTNESS: | believe it's fal se, yes.
MR. BAUM Take a break.
THE W TNESS: Yeah.
THE VI DEOGRAPHER: The tine is now
5:25 p.m W're off the record.
(Brief recess.)
THE VI DEOGRAPHER: The tine is now
5:37 p.m W're on the record.

MR. BAUM W have no further questions.
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BY MR ABRAHAM

Q Dr. Heydorn, you've answered a nunber of
gquestions regarding sone patients who participated in
MD-18 who were potentially unblinded today, correct?

A Yes.

Q You don't actually know whet her those
patients were, in fact, unblinded, do you?

A No, | do not.

Q To the extent in your testinony you
referred to, quote, unblinded patients, you don't
actual ly know that those patients were unblinded,
correct?

A No, | do not know.

Q To the extent you adopted M. Baum s use
of the termunblinded patients, you also don't know
that those patients were, in fact, unblinded, correct?

A No, | do not.

MR. ABRAHAM No further questions.
MR BAUM | think that's all.
THE VI DEOGRAPHER: The tine is now

5:38 p.m This is the end of Disk 5 and the

end of today's deposition. W're off the

record.

(Wtness excused.)
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Deposition Date: October 14, 2016

Page | Line(s) Now Reads Should Read Reason

25 3-5 conduct the trial, you conduct the trial, you Stenographic error
know, as similar a fashion | know, in as similar a
as possible. So protocol is | fashion as possible. So a
developed protocol is developed

143 | 17 The P-value was greater | The P-value was greater Stenographic error
than .5, yes. than .05, yes.

151 |6 I would also like to that I would also like to thank Stenographic error
everyone everyone
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IN THE UNI TED STATES DI STRI CT COURT

DI STRI CT OF MASSACHUSETTS

I N RE: CELEXA AND LEXAPRO :MDL NO. 2067

MARKETI NG AND SALES PRACTI CES : Mast er Docket No.

LI TI GATI ON : 09- MD- 2067- ( NMG)

PAI NTERS AND ALLI ED TRADES : Case No. 13-CV-13113

DI STRICT COUNCI L 82 HEALTH - (NMG)

CARE FUND, A THI RD- PARTY :

HEALTHCARE PAYOR FUND, on :Hon. Nathaniel M Gorton
behal f of itself and all :

others simlarly situated, - Hon. Marianne B. Bow er

Pl aintiffs,
V.

FOREST PHARMACEUTI CALS, I NC.
and FOREST LABORATCRIES, INC.,:

Def endant s.

I N RE: CELEXA AND LEXAPRO :MDL NO 2067
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Plaintiffs, X
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Def endant s.
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1 Videotaped sworn deposition of WILLIAM 1 APPEARING TELEPHONICALLY:
2 E. HEYDORN, Ph.D., held at SHERATON PARSIPPANY | 2 E@Ug II;E[I%INL'I!'\\}\%@NREETEI GSILRDEMAN PC
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4 commencing at 9:40 am., before Margaret M. Los Angeles, California 90025
. . . 4 .
Reihl, a Registered Professional Reporter, (310) 207-3233
° o e caisereTo essona Eporte_r bwisner @baumhed|undlaw.com
6 Certified Court Reporter, Certified Realtime 5 Co-counsal for Plaintiffs
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Wl liamE. Heydorn, Ph.D.
Page 6 Page 8
1 No.7A E-mail dated 3/8/00, Subject: 1 A. Good morning.
2 Letter to FDA for CIT-18 194 2 Q. And we brought aclaim against Forest
2 No. 7BM Slfﬁg&ggo%ésﬂg t, March 8, 20007 3 rel ated to f:el exa and.Le?<apro and its pediatric use and
4 No.7C E-mail dated 3/9/00, with attached 4 itspromotion for pediatric use.
] Letter to FDA for CIT-18 5 A. Okay.
No. 7D E-mail dated 3/14/00, with attached 6 Q. Areyou familiar with that idea?
6 letter to Dr. Katz 215
7 No.7E E-mall string, top one dated 7 A. Yes
g 3[’)/r15/00 with attached letter to 01 8 Q. Sowhat isyour current address?
9 No.8 E-mail dated 12/6/00, with 9 A. Home address?
attached table 10 Q. Yes
1 oo LIRS g0 22 R
2 L0401, WlthgattaFc)hed Avia 11 A. NineEugene Circlein Lincoln Park, New
15 No.10M g%rg%neggfncglamed o602 o Lo
. IMDL-FORPOO16376 through 16362) 249 ii o 2 And are you represented by counsel
No. 11 Letter dated 11/14/02 to Nancy oo
15 Andreasen, MD, PhD 15 A. Yes
16 [PRE 20400 through 20421] 260 16 Q. Did you seek counsel when you were
17 No. 12 Article, "A Randomized, Placebo- 17  originally served with a subpoena?
ngP%ll:% I-ﬁje;rr!naén?fo?'&ﬂala?grr am 18 A. Waéll, counsel contacted me.
18 Egg e%r:gm Children and 62 19 Q. Okay. .How did you come to pe being
19 _ 20  represented by this counsel that's here with you today?
20 No. 13 Lettersto the Editor 281 21 MR. ABRAHAM: Objection.
’1 No. 14 Editor's Note, August 2009 310 22 MS. KIEHN: That callsfor privileged
22 - 23 information.
gi 24 MR. BAUM: I'm not sure | understand how
Page 7 Page 9
1 THE VIDEOGRAPHER: We are now on the 1 that's a privileged communication.
2 record. My nameis Charlie Bowman, I'm a 2 MS. KIEHN: I'm not sure | understand
3 videographer with Golkow Technologies. Today's | 3 the question.
4 date is October 14th, 2016. Thetimeis 4 MR. BAUM: Wéll, maybe that's a better
5 9:40 am. Thisvideo deposition is being held 5 objection.
6 in Parsippany, New Jersey in the matter of In 6 BY MR.BAUM:
7 Re: Celexa and Lexapro Marketing and Sales 7 Q. Whoisrepresenting you?
8 Practices Litigation for the United States 8 A. Kristin and Rob here. | must admit, |
9 District Court for the District of 9 forget the name of the firm.
10 Massachusetts. 10 MR. ABRAHAM: Debevoise & Plimpton.
11 The deponent is William Heydorn. 11 THE WITNESS: Okay. Thank you.
12 Counsel will be noted on the stenographic 12 BY MR. BAUM:
13 record. The court reporter is Peg Reihl and 13 Q. Areyour attorneys being paid by Forest?
14 will now swear in the witness. 14 A. Yes, that's my understanding.
15 ... WILLIAM E. HEYDORN, having been duly |15 Q. Okay. Did you contact Forest?
16 sworn as awitness, was examined and testified 16 A. No.
17 asfollows... 17 Q. And you've been deposed before?
18 BY MR.BAUM: 18 A. Yes.
19 Q. Canyou please state and spell your full 19 Q. How many times?
20  name for the record. 20 A. Atleast once.
21 A. Sure, it'sWilliam E. Heydorn, 21 Q. Andtheonetimethat | am familiar with
22  H-ey-d-o-r-n. 22 wasin 2007?
23 Q. Hi, I'm Michael Baum, | represent the 23 A. That sounds about right.
24  plaintiffsin thisaction. 24 Q. Okay. Didyou have achanceto review
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Page 10 Page 12
1 that deposition transcript? 1 transcript, and you'll be able to review that and make
2 A. Yes. 2 any changes. If you don't understand a question that |
3 Q. Whendidyou last look at it? 3 ask, ask and I'll rephrase the question, but,
4 A. Yesterday. 4 otherwise, if you respond I'll assume that you
5 Q. Wereyour answersto the questionsin 5 understood and that would be a -- your response that we
6 the 2007 deposition accurate and truthful, to the best 6 would consider to be your valid response. You'll have
7 of your ability at the time? 7 achance to make changes to your responses after you
8 A. Yes 8 review the transcript, but I'll be able to comment on
9 Q. Arethere any answers to the questions 9 your having made changes.
10 inyour 2007 deposition that you would want to change | 10 Does that make sense?
11 now? 11 A. Yes
12 A. Notthat | canrecall, no. 12 Q. Sol would like you to give your best
13 Q. Now, you understand that you're here 13 responses, if you can.
14 under oath, right? 14 And is there anything that prevents you
15 A. Yes 15  from giving accurate testimony today?
16 Q. Andit'sthe same oath asif you were 16 A. No.
17  taking -- having your testimony being taken in front of |17 Q. Okay. Did you meet with Forest
18 ajury? 18 attorneys before this deposition today?
19 A. Yes 19 A. Yes
20 Q. And the court reporter is here to take 20 Q. When did you meet?
21 down everything we say? 21 A. Yesterday.
22 A. Yes. 22 Q. For how long?
23 Q. Andit'simportant that we don't talk 23 A. About five, fiveand a half hours.
24 over each other or she'll get mad at us. 24 Q. Okay. And did you meet with them again
Page 11 Page 13
1 A. Okay. 1 today?
2 Q. Soit'salsoimportant that you give 2 A. Thismorning for breakfast.
3 ora responsesthat are instead of shaking your head or | 3 Q. About how long?
4 nodding your head for yes or no. 4 A. About 45 minutes.
5 A. | understand. 5 Q. Okay. Andyou understand you're here
6 Q. Andyou need to wait until I'm done 6 today in connection with lawsuits involving the drugs
7 rattling off my long-winded questions before you 7 Celexaand Lexapro, correct?
8  respond. 8 A. Yes
9 A. Okay. 9 Q. Areyou familiar with the allegationsin
10 Q. And!'ll try not to step on your 10  our Complaint?
11 answers. 11 A. Inabroad sense, yes.
12 A. Allright. 12 Q. What arethey?
13 Q. If thereisan objection, that means 13 A. Itrelatesto inappropriate promotion of
14  that they just don't like my question, they want the 14 Celexaand Lexapro, off-label usein pediatric and
15 judgeto review the way the question isasked, but I'm |15 adolescent patients.
16  dtill entitled to your answer unless there's some 16 Q. Andyou're aware that there have been
17 privilegethat's being asserted. 17 lega actions against Forest for off-label marketing of
18 A. Okay. 18 Celexato children and adolescents?
19 Q. Andthey'll let you know when that 19 A. Yes
20  happens, but, otherwise, they'll just object, and 20 Q. Areyou aware that depositions of Forest
21 that's noted for the record and | will expect you to 21 employees were conducted in a securities case involving
22 give aresponse? 22  Celexa?
23 A. Allright. 23 A. Yes, that does sound familiar.
24 Q. Andthentherewill be arecord made, a 24 Q. Did you speak to any Forest employees

ol kow Technol ogi es,

I nc.

Page 4 (10 - 13)






Wl liamE. Heydorn,

Ph. D.

Page 14 Page 16
1 about those depositions? 1 Q. Isthat correct? And what isthe
2 A. No. 2 genera nature of the work you've been doing there?
3 Q. Wereyouinterviewed by the Department | 3 A. Soat Lexicon I've beeninvolvedin
4 of Justice lawyersin 2007 regarding the off-label 4 preclinical development, so studiesin -- of our
5 promotion of Celexain the pediatric population? 5 compoundsin animals for efficacy and safety, also
6 A. Yes 6 formulation development and clinical supplies
7 Q. Do you recal the subjects matter of 7 distribution for clinical trials that are being
8 what you discussed? 8 conducted by Lexicon.
9 A. Notindetail. 9 Q. What type of compounds have you been
10 Q. What do you recall generally? 10  working on?
11 A. Relating to the promotion of thedrugin |11 A. Wevetaken close to ten compounds into
12 pediatric and adolescent patients. 12 development based upon a genetic knockout technology
13 Q. Didyou give them any documents? 13 that was developed by the founders of the company. We
14 A. |don'tbelieve so. 14 currently have two compoundsin -- one compound in
15 Q. Didyou sign any declarations? 15 Phaselll, one compound we've had an NDA filed.
16 A. | don'trecall. 16 Q. What type of drugs are those?
17 Q. Areyou aware that Forest has pled 17 A. Sothecompoundin Phaselll isa
18  guilty to misbranding in this case -- in that case? 18 diabetes compound with a unique mechanism of action.
19 A. No, that | was not aware of. 19 The other compound is for a condition called carcinoid
20 Q. Haveyou communicated with any Forest |20 syndrome, which is an orphan indication, and that's the
21 employees about their depositions? 21 compound we filed the NDA on.
22 A. No. 22 Q. Anorphanindication isfor the same
23 Q. Didyou review any documentsin 23 compound?
24 preparation for your deposition today? 24 A. Soanorphanindication, soit'savery
Page 15 Page 17
1 A. Yes 1 small patient population.
2 Q. What documents did you review? 2 Q. Yeah, but using the same compound, the
3 A. Wael, we met yesterday, went over the 3  samedrug?
4 publication of the MD-18 study, the study report, some 4 A. Right, that drug is specifically for,
5 e-mail communications regarding the ACNP poster from | 5 yeah.
6 2001, | believeit was. 6 Q. Any centra nervous system type drugs?
7 Q. Anything else? 7 A. Wetook oneinto development earlier on
8 A. No. | saw acopy of the Lundbeck 8 inmy career there, and then we moved away from the
9 publication, which | had not seen before, because that 9 developing compounds for the CNS area.
10 was published after | left Forest, and that's about it. 10 Q. Wasthat an antidepressant?
11 Q. Soyou've brought with you today your 11 A. No, it wasactually adrug for mild to
12 cv? 12 moderate -- we were hoping, targeting mild to moderate
13 A. Yes 13 memory disorders.
14 Q. I'mgoing to mark that as Exhibit 1 and 14 Q. Okay. Andyou left Forestin 2003; is
15 hand that to you. 15 that right?
16 A. Yes 16 A. Correct.
17 (Document marked for identification as 17 Q. Why did you leave?
18 Heydorn Deposition Exhibit No. 1.) 18 A. Wehad had areorganization in 2002, and
19 BY MR.BAUM: 19 | was offered a position within the organization, but
20 Q. Isthisyour current CV? 20 it was not something that | was particularly interested
21 A. Yes 21 indoing or, you know, saw it as a good growth
22 Q. And]| seethat since 2003 you've been 22 opportunity in the future.
23 working for Lexicon? 23 Q. What wasthat position?
24 A. Correct. 24 A. Sol moved into internal medicine out of
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Wl liamE. Heydorn, Ph.D.
Page 18 Page 20
1 the CNSarea, and it was just a position | wasn't 1 Q. You'vetestified that you were
2 interested. 2 interviewed as part of a Department of Justice
3 Q. Wasthere some sort of dissatisfaction 3 investigation of Forest in connection with off-l1abel
4 with the work you were doing in the CNS area? 4 marketing of Celexaand Lexapro; isthat correct?
5 A. Notthat | know of. And my 5 MR. ABRAHAM: Objection.
6 understanding was the -- Larry Olanoff decided to 6 THE WITNESS:. Yes.
7 reorganize. | headed up amedical writing and medical | 7 BY MR. BAUM:
8 communications group, and he ended up splitting that | 8 Q. Whendid you first become aware of the
9 such that the responsibility for that then fell within 9 department of justice investigation of Forest in
10 the specific therapeutic areas. 10 connection with off-label marketing of Celexaand
11 Q. Werethere any disagreements that you 11 Lexapro?
12 had with any Forest personnel before you left? 12 MR. ABRAHAM: Objection.
13 A. No. 13 THE WITNESS: It was probably in the
14 Q. And there was no disagreements you had 14 2005 time frame, 2006.
15  with them regarding the way Celexaor Lexaprowere |15 BY MR. BAUM:
16  being prepared? 16 Q. How did you become aware of it?
17 A. What do you mean by "prepared"? 17 A. | wasserved asubpoena. | was
18 Q. Being written up? 18  contacted by Forest to inform me that thiswas -- this
19 A. No, no, not that | recall. 19 process was going to begin, and then | was served a
20 Q. Do you recall when you stopped working 20 subpoena.
21 on the development of the pediatric use of Celexaor |21 Q. Didyou have any interviews with Forest
22 Lexapro? 22 personnel at that time?
23 MR. ABRAHAM: Objection. 23 A. No, not that | recall.
24 THE WITNESS: When | stopped working. |24 Q. With Forest lawyers?
Page 19 Page 21
1 Well, | was -- we were reorganized in the fall 1 A. Yes.
2 of 2002, so it would have been at that point | 2 Q. Andwhat sort of meetings did you have
3 moved out of the CNS area. 3 with them?
4 BY MR.BAUM: 4 A. Therewere--
5 Q. Didyou have any continuing 5 MR. ABRAHAM: | would caution the
6 responsibilities with regard to Celexa or Lexapro? 6 witness not to discuss the subject matter of
7 A. | continued to support Celexa. We had 7 your conversations with Forest attorneys.
8 relatively few people l€&ft in the organization then who 8 THE WITNESS: Okay, okay, yeah.
9 had any history with Celexa. People had moved on. The | 9 They were discussions relating to the
10 company was focusing its efforts on Lexapro, thesingle |10 Department of Justice action.
11 enantiomer compound, and so there were still afew 11 BY MR. BAUM:
12 small projectsthat | wasinvolved with. 12 Q. Wereyou given any sort of immunity in
13 Q. What little projects were lft? 13 order totalk?
14 A. | must admit, | don't remember 14 A. | believe--
15  specifically. 15 MR. ABRAHAM: Objection.
16 Q. Whenyou left Forest, did you sign any 16 THE WITNESS: | believe so.
17  Confidentiality Agreement that prevents you from 17 BY MR. BAUM:
18 discussing in this deposition the work that you did 18 Q. Areyou aware that Forest pled guilty
19  whileat Forest? 19 and agreed to pay $313 million in that action?
20 A. | don't believe so. 20 MR. ABRAHAM: Objection.
21 Q. Areyou subject to any agreement or 21 THE WITNESS: Yes, I'm aware that they
22 requirement to not say anything negative about Forest 22 pled guilty. | didn't know the specific
23 or your work at Forest? 23 amount.
24 A. No. 24 BY MR. BAUM:
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Page 22 Page 24
1 Q. Areyou aware of apleaagreement that 1 or administrative investigation or its current --
2 the United States -- let me strike that. 2 sorry -- criminal or administration investigation of
3 Are you aware of a plea agreement 3 itscurrent and former officers, agents and employees
4 between the United States and Forest that was entered | 4 and customersin connection with the matters described
5 ininaround September of 2010? 5 intheinformation.
6 A. That does sound familiar to me, yes. 6 Do you see that?
7 Q. Haveyou seenit? 7 A. Yes
8 A. No. 8 Q. Do you think that appliesto you?
9 (Document marked for identification as 9 MR. ABRAHAM: Objection.
10 Heydorn Deposition Exhibit No. 2.) 10 THE WITNESS: I'mreally not sure. I'm
11 BY MR. BAUM: 11 not alawyer.
12 Q. Sol'mgoing to mark as Exhibit 2, the 12 BY MR.BAUM:
13 pleaagreement. | ask you to take alook at that. 13 Q. Okay. Do -- you intend to be truthful
14 A. Do youwant metoread thewholething? |14 and forthcoming today, correct?
15 Q. No, I don't. I'm going to pointto a 15 A. Yes
16 particular page. 16 Q. Canyou tell mewhat astudy protocol
17 A. Okay. 17 is?
18 Q. Now, areyou aware that Forest pled 18 A. Soastudy protocal isthe preplanned
19  guilty to charges of illegal off-label promotion? 19 planthat is developed prior to the initiation of any
20 MR. ABRAHAM: Objection. 20 study that details what will be done, patient
21 THE WITNESS:. No, | must admit, you 21 population, analyses. It'sall kind of the preplanned
22 know, since | left the company, | haven't 22 information that is given to investigators.
23 really followed the details of their legal 23 Q. Why isastudy protocol necessary for
24 issues, aside from maybe seeing something, you |24 the conduct of atrial?
Page 23 Page 25
1 know, in one of the online newsletters that | 1 MR. ABRAHAM: Objection.
2 see, but it's not something | followed closely. 2 THE WITNESS: You want each sitein a
3 BY MR.BAUM: 3 study to conduct thetrial, you know, as
4 Q. Wereyou ever concerned that you might 4 similar afashion as possible. So protocol is
5 have been drawn into it as a party to the charges? 5 developed so that investigators have the -- you
6 MR. ABRAHAM: Objection. 6 know, have the instructions basically to
7 THE WITNESS: No, | don't think so. 7 conduct the study as intended.
8 BY MR.BAUM: 8 BY MR.BAUM:
9 Q. Okay. Solet'stakealook at Page 8. 9 Q. Isitkind of like arecipefor the
10 If you look at the bottom of that page it says, "Forest 10 clinicd trial?
11  expressly and unequivocally further admits that it 11 MR. ABRAHAM: Objection.
12 committed the offenses charged in the Informationand |12 THE WITNESS: | guess you could call it
13 isinfact guilty of those offenses. Forest agrees 13 that.
14  that it will not make any statements inconsistent with 14 MS. KIEHN: | just want to clarify for
15 itsexplicit admission of guilt to these of fenses." 15 the record, Dr. Heydorn is not here as an
16 Do you see that? 16 expert witness, so histestimony isin his
17 A. Yes 17 persona capacity.
18 Q. And then under -- up at the top here 18 MR. BAUM: Okay.
19  under "Cooperation," right under that Number 8, yousee |19 BY MR. BAUM:
20 that? 20 Q. Doesastudy protocol outline a
21 A. Yes 21 procedure for the scientific integrity of the study?
22 Q. It says, Forest shall cooperate 22 A. | believeso.
23 completely and truthfully in any trial or other 23 Q. WasForest expected to follow the study
24 proceedings arising out of any ongoing civil, criminal 24

protocol for CIT-MD-18?
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Page 26 Page 28
1 MR. ABRAHAM: Objection. 1 receivesthe placebo.
2 THE WITNESS: Yes, | would assumeso. | 2 Q. AndMD-18 had a control group?
3 BY MR.BAUM: 3 A. Yes
4 Q. Andwereyou expected to follow the 4 Q. Andthey had aplacebo group?
5 study protocol for study CIT-MD-18? 5 A. That was the control group, the placebo
6 A. Yes 6 group.
7 Q. If you did not follow the study 7 (Document marked for identification as
8 protocol, would that invalidate the results of the 8 Heydorn Deposition Exhibit No. 3.)
9 study? 9 BY MR.BAUM:
10 MR. ABRAHAM: Objection. 10 Q. I'mgoing to hand you Exhibit 3, which
11 THE WITNESS: Not necessarily. There |11 isasubset of the study report for MD-18, which has
12 are deviationsin every protocol and every 12 theprotocol in it.
13 study, and those deviations should be noted as |13 A. Okay.
14 part of the final study report. 14 Q. Andthisisthe section of the study
15 BY MR. BAUM: 15 report that isthe protocol for MD-18 dated
16 Q. The placebo effect and observer bias 16 September 1, 1999.
17 require an experiment to use a double-blind protocol |17 Do you see that?
18 and acontrol group, right? 18 A. Yes.
19 MR. ABRAHAM: Objection. 19 Q. Doesthisdocument look familiar to you?
20 THE WITNESS: Yes. 20 A. Vagudy. Asl said, | have not seen it
21 BY MR.BAUM: 21 inmany, many years.
22 Q. What isadouble-blind protocol? 22 Q. Doyourecal this-- I'm just going to
23 A. Sothat isaprotocol where neither the 23  refertoitasMD-18?
24 subject nor the investigator is aware of the treatment |24 A. That'sfine
Page 27 Page 29
1 being administered. 1 Q. Sodoyourecal that MD-18 was a
2 Q. Didthe protocol for study CIT-MD-18 2 multisiteclinica trial?
3 require adouble-blind procedure? 3 A. Yes.
4 A. Yes 4 Q. And each site was expected to follow the
5 Q. Youread the protocol for MD-18, 5 study protocol; isthat correct?
6 correct? 6 A. Correct.
7 A. | havenot read it recently, no. 7 Q. DidDr. Karen Wagner run any of those
8 Q. Butyouread it a the time you were 8 ites?
9  working there? 9 A. | believe sheran one of the sites, yes.
10 A. | assumel had read it, yes. | can't 10 Q. Takealook at Page 309, which isthe
11 recall specificaly, but that would be reasonable. 11 next -- the second page here. You seethisissigned
12 Q. Sothe-- and you recall that CIT-MD-18 12 by aPaul Tiseo, September 1, 19997
13 had adouble-blind procedure specified in the protocol? |13 A. Yes.
14 A. Yes 14 Q. Doyou know what Dr. Tiseo'srolewasin
15 Q. And the double-blind procedure required 15 theCIT-MD-18?
16 that neither the experimenter nor the experimental 16 A. | believe he wasthe overall study
17 subjects had knowledge of the identity of the 17 monitor.
18 treatments or the results until after the study is 18 Q. What doesthat mean?
19  complete, right? 19 A. He'sthe-- hewould be the one person
20 MR. ABRAHAM: Objection. 20  at Forest ultimately responsible for the conduct of the
21 THE WITNESS: Correct. 21 study.
22 BY MR.BAUM: 22 Q. Didyou interact with him with respect
23 Q. Whatisacontrol group? 23 toCIT-MD-18?
24 A. A control group isthe group that 24 A. Notonaregular basis. During the
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Page 30 Page 32
1 conduct of the study, | was not actively involved in, 1 organization. Larry Olanoff was overall head of
2 you know, any of the day-to-day details of thestudy. | 2 research and development at Forest.
3 Q. But whenit came around to getting the 3 Q. Didyou interact with either of them?
4 poster, study reports, CME type stuff, did you work 4 A. Yes
5  withhim? 5 Q. Andthen Ivan Gergel?
6 MR. ABRAHAM: Objection. 6 A. Yes.
7 THE WITNESS: | believe at that point he 7 Q. Whoishe?
8 had |eft the company. 8 A. Wadll, he'sthe executive director of
9 BY MR.BAUM: 9 clinical research. When | first joined Forest my
10 Q. Okay. Do you know when he left? 10  recollection isthat, you know, | answered to Charlie
11 A. Maybe sometimein 2000. | don't recall 11 Hicker. Charliereported into lvan Gergel. And then
12 exactly. | know we overlapped for just afew months. |12  after areorganization in, | believe, 2000 | reported
13 Q. Do you know who took his place? 13 directly to Ivan.
14 A. | don't know. 14 Q. What happened to Charlie?
15 Q. Wasthere someone you answered to that |15 A. | know he left the organization, and |
16 wasserved in asimilar role as the oversight -- 16  havelost touch with him.
17  overseer of MD-18? 17 Q. Okay. Haveyou taked to him since he
18 MR. ABRAHAM: Objection. 18 |eft Forest?
19 THE WITNESS: I'm not sure | understand |19 A. No.
20 the question. 20 Q. AndwhoisEd Lakatos?
21 BY MR.BAUM: 21 A.  Senior director of biostatistics and
22 Q. Waell, what did you say hisrolewaswith |22  data management.
23 respect to MD-18? 23 Q. Didyouinteract with him?
24 A. Hewasthe-- my recollection is he was 24 A. Veylittle if at all.
Page 31 Page 33
1 the study monitor. 1 Q. Andwhat about Keith Rotenberg?
2 Q. Okay. Sodid someone else stepintothe | 2 A. Rotenberg, he's head of regulatory and
3 shoes of being study monitor for MD-187? 3 quality. | interacted somewhat with him, but it's been
4 MR. ABRAHAM: Objection. 4 many years, and | don't remember how often.
5 THE WITNESS: | assume so. 5 Q. What happened with regulatory affairs;
6 BY MR.BAUM: 6 what did they do with respect to MD-18?
7 Q. Youdont recal? 7 A. Weél, they'rethe onesthat are
8 A. ldon'trecall. | could speculate. 8 responsible for filing the documents with the Food and
9 Q. What would you specul ate? 9 Drug Administration.
10 A. | wouldthink -- 10 Q. Doyourecall an Amy Rubin or Tracey
1 MR. ABRAHAM: Objection. 11 Varner working in that role?
12 Y ou can answer. 12 A. Yes
13 THE WITNESS: Okay. | would think it |13 Q. Werethey people you dealt with more
14 was probably Dr. Flicker. 14 directly?
15 BY MR. BAUM: 15 A. Yes
16 Q. Okay. Soyou seein the next person 16 Q. Let'sgo to Page 313 of this document,
17 down here on that pageis Charles Flicker; isthat |17 whichisasynopsis.
18  right? 18 Do you see that?
19 A. Yes 19 A. Yes
20 Q. Thenyou see Lawrence Olanoff? 20 Q. And under the subheading below it says
21 A. Yes 21  "Evauations."
22 Q. What weretheir rolesin MD-18? 22 Do you see that?
23 A. Asl sad, | believe Dr. Flicker took 23 A. Yes
24 therole of study monitor after Paul Tiseo left the |24 Q. And the"Primary Efficacy."
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Page 34 Page 36
1 Do you see that? 1 BY MR.BAUM:
2 A. Yes. 2 Q. Isittheresult of astatistical
3 Q. And the "Children's Depression Rating 3  anaysis?
4 Scale- Revised." 4 A. Yes.
5 Do you see that? 5 Q. Canyou describe that?
6 A. Yes 6 A. Wdl, again --
7 Q. Wasthat the primary outcome measure for | 7 Q. Generdly.
8 determining efficacy in CIT-MD-18? 8 A. I'mnotadtatigtician, but there'sa
9 A. Yes. 9 datistical test that isdoneto seeif thereisa
10 Q. Andthen you seethere's some Secondary |10  difference between the active group and the control
11  Efficacy measures, the "Clinical Global Impression |11  group.
12 (CaGl)." 12 Q. And thedifference needsto be
13 Do you see that? 13 datistically significant, correct?
14 A. Yes. 14 MR. ABRAHAM: Objection.
15 Q. And"Severity and Improvement 15 THE WITNESS:. Yes.
16  subscaes." 16 BY MR. BAUM:
17 Do you see that? 17 Q. Canyou explain what that means,
18 A. Yes 18 datistical significance?
19 Q. Andthen you seethe K-SADS? 19 MR. ABRAHAM: Objection.
20 A. Yes. 20 THE WITNESS: Again, I'mnot a
21 Q. Whichisdepression modulefor K-SADS |21 statistician.
22 and then the "Children's Global Assessment Scale 22 BY MR. BAUM:
23 (CGAS)." 23 Q. But from your perspective.
24 Do you see that? 24 A. From my perspective, it's generaly
Page 35 Page 37
1 A. Yes 1 considered that the active and placebo are different if
2 Q. These primary and secondary efficacy 2 the probability of arandom event is less than 5%, less
3 evaluations are the protocol specified outcome measures | 3  than 8.25%.
4 by which the study drug citalopram was determined to be | 4 Q. That'sthe P-value?
5 successful or unsuccessful compared with placebo, 5 A. That'sthe P-value, yes.
6 right? 6 Q. Andthat tellsyou that the difference
7 MR. ABRAHAM: Objection. 7 didn't happen by chance?
8 THE WITNESS: The primary efficacy 8 MR. ABRAHAM: Objection.
9 endpoint was the primary determination of 9 THE WITNESS: Yes, that's my
10 efficacy. 10 understanding.
11 BY MR.BAUM: 11 BY MR. BAUM:
12 Q. Okay. And what were the secondary 12 Q. Let'sgoto Page 318, under the Study
13 endpointstherefor? 13 Design.
14 MR. ABRAHAM: Objection. 14 A. Okay.
15 THE WITNESS: Secondary endpoints are 15 Q. Youseetherethat it saysthat total of
16 there to track -- generate additional 16 160 patients will be randomized to double-blind
17 information about the efficacy of the compound. 17 treatment.
18 BY MR. BAUM: 18 Do you see that?
19 Q. Canyou explain how efficacy of the 19 A. Yes.
20  study drug versus a placebo is demonstrated by an 20 Q. Was 160 patients the number needed to
21 outcome measure? 21 power the study?
22 MR. ABRAHAM: Objection. 22 MR. ABRAHAM: Objection.
23 THE WITNESS: It's not really my area of 23 THE WITNESS: Again, I'm not a
24 expertise. 24 statistician, but that would be my assumption
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Page 38 Page 40
1 if that's what was selected for the -- you 1 THE WITNESS: Well, | wouldn't say it's
2 know, the N in the study population. 2 important. | mean, that's the goal of the
3 BY MR.BAUM: 3 study. Some studies are done and no difference
4 Q. Sothey wanted to have at |east 160 4 is shown between the two groups.
5 patientsin the analysisin order to have statistically | 5 BY MR. BAUM:
6 significant outcomes? 6 Q. Do you know why the CRS-R was chosen as
7 MR. ABRAHAM: Objection. 7 the primary measure?
8 THE WITNESS: Again, I'mnot a 8 A. No, I donot.
9 statistician, but my assumption would beyes. | 9 Q. Youweren't involved with creating the
10 BY MR.BAUM: 10 protocol; isthat correct?
11 Q. Doyourecal whether therewas a 11 A. That'scorrect.
12 problem with recruitment into this study? 12 MR. ABRAHAM: Objection.
13 MR. ABRAHAM: Objection. 13 THEWITNESS: I'm sorry.
14 THEWITNESS: No, | don'trecal any |14 BY MR.BAUM:
15 specific problems with recruitment into the 15 Q. Let'sgotoPage326. And it hashere
16 study. 16  under section "9. Study Drug" and "9.1 Study
17 BY MR. BAUM: 17  Medication."
18 Q. Wasthe study powered to detect 18 Do you see that?
19 differencesin the efficacy of citalopramin children |19 A. Yes
20 and adolescents? 20 Q. Andit saysthere, "Citalopram (20 mg)
21 MR. ABRAHAM: Objection. 21 and placebo medication will be supplied by Forest
22 THE WITNESS: | assume so. 22 Laboratories as film-coated, white tablets of identical
23 BY MR. BAUM: 23 gppearance.”
24 Q. Let'satakealook at Page 321, it's 24 Do you see that?
Page 39 Page 41
1 subheading "Study Procedures.” 1 A. Yes
2 Y ou see that? 2 Q. And "For the single-blind lead-in
3 A. Yes 3 period, patients will be supplied with placebo tablets
4 Q. Andthenif you look below, you see that 4 only. For the double-blind treatment period,
5 there's some efficacy measures. 5 identically appearing tablets will contain either 20 mg
6 Do you see that? 6 of citalopram or placebo."
7 A. Yes 7 Do you see that?
8 Q. And there'sadescription again of the 8 A. Yes
9 primary, secondary efficacy measures? 9 Q. And"Medication will be suppliedin
10 A. Yes 10  bottles containing either 10 tablets for the lead-in
11 Q. Could you describe what the difference 11 and the first four weeks of double-blind treatment, or
12 isbetween the primary and secondary efficacy measure? |12 40 tablets of the remaining four weeks of the treatment
13 A. So, in my experience, when you do a 13 period."
14 clinical study, adouble-blind study for purposes of 14 Do you see that?
15 discussion you pick asingle endpoint as your primary 15 A. Yes
16 endpoint, and that defines whether the results, if you 16 Q. Wereyou familiar with that particular
17  reached statistical significance on that primary 17 element of the protocol ?
18 endpoint, that defines whether the study was positive 18 A. Yes.
19 or not. 19 Q. Do you know whether that protocol
20 Q. Soitwasimportant for astudy to have 20  procedure was followed for CIT-MD-18?
21 apositive outcome with a statistically significant 21 A. | do know there was a problem with the
22 number of P-value less than .05 in order to be 22 first few patients that were enrolled in the study.
23 positive? 23 Q. What was that problem?
24 MR. ABRAHAM: Objection. 24 A. These patients received pink colored
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Page 42 Page 44
1 tabletsinstead of white colored tablets. 1 BY MR.BAUM:
2 Q. Do you know how many patients? 2 Q. Haveyou ever had to do that?
3 A. Somewhere up to nine patientsis my 3 A. Not that | can recall.
4 understanding. 4 Q. Allright. Soin this subsection
5 Q. Doyou know how much -- they were pink 5 "Unblinding Procedures," you see towards the bottom of
6 colored tablets? 6 that section it says, "Any patient for whom the blind
7 A. That's my recollection, yes. 7 has been broken will immediately be discontinued from
8 Q. Do you know how many pink colored 8 thestudy and no further efficacy evaluations will be
9 tabletsthey received? 9 performed.”
10 A. No, | donot. 10 Do you see that?
11 Q. Let'sgoto Page 328. Under Section 11 A. Yes
12 "9.7 Unblinding Procedures." 12 Q. And thenif the blind is broken for any
13 Do you see that? 13 reason, Forest Laboratories must be notified
14 A. Yes. 14 immediately.
15 Q. What doesit mean for astudy to be 15 Do you see that?
16  unblinded? 16 A. Yes
17 A. When astudy is unblinded, then the 17 Q. Wereany patientsin study MD-18
18  subjects and the investigators know who was on active |18  unblinded?
19  and who was on placebo. 19 MR. ABRAHAM: Objection.
20 Q. For itto be double-blinded, both have 20 THE WITNESS: | don't know.
21 tobeblind; isthat correct? 21 BY MR.BAUM:
22 A. Thatis-- 22 Q. Wereyou ever advised that the patients
23 MR. ABRAHAM: Objection. 23 that were exposed to the pink tablets were unblinded?
24 THE WITNESS: That is correct. 24 MR. ABRAHAM: Objection.
Page 43 Page 45
1 BY MR.BAUM: 1 THE WITNESS: | don't know.
2 Q. Andif theinvestigator knows, for 2 BY MR.BAUM:
3 instance, what patient is receiving, then it's not 3 Q. Wereyou ever -- did you ever discuss
4 double-blind; isthat correct? 4 the patients that had been exposed to the pink tablets
5 MR. ABRAHAM: Objection. 5 asbeing unblinded?
6 THE WITNESS: Yes, that's correct. 6 A. | don't specifically recall any -- any
7 BY MR. BAUM: 7 discussions on that.
8 Q. Would you agreethat if a study does not 8 Q. Youdidn't have any discussions with
9 follow the unblinding procedures as specified in the 9 Charlie Flicker about that?
10  study protocol, then the study cannot be arandomized, |10 A. | don'trecall any, no.
11 placebo-controlled trial? 11 Q. Didyou have any discussionswith
12 MR. ABRAHAM: Objection. 12 Lawrence Olanoff about that?
13 THE WITNESS: | don't feel competent to 13 A. | don'trecal any discussions.
14 answer that question. 14 Q. Youdon't recall any discussionswith
15 BY MR.BAUM: 15 anybody about the pink tablets?
16 Q. What do you know about the effect of 16 A. Itwas-- | know it was discussed in the
17  unblinding on a placebo-controlled trial ? 17 study report, and that's when | became really aware of
18 MR. ABRAHAM: Objection. 18 thestudy. | wasnot directly involved in the study
19 MS. KIEHN: If anything. 19 during the conduct of the study.
20 THE WITNESS: Occasionaly, one needsto |20 Q. When the study report was being drafted,
21 unblind a particular patient in a study for 21 you became aware of it?
22 safety issues, and there's always a mechanism 22 A. Atthat point | know | was aware of it,
23 built in to do that in the event of an adverse 23 yes. | may have heard about it prior to that.
24 event. 24 Q. When do you think you first heard about
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1 jt? 1 Q. Andwho wasthat?
2 A. | couldn't say. 2 A.  Waell, it was Paul Tiseoin the
3 Q. Didyou participate in any citalopram 3 beginning.
4 clinica trial meetings? 4 Q. Sothenit devolved to Charlie Flicker?
5 A. Yes 5 MR. ABRAHAM: Objection.
6 Q. How often would you attend those? 6 THE WITNESS: | assume so. Asl said, |
7 A. | believe they were held weekly. 7 don't know for certain who took over after Paul
8 Q. Who ranthem? 8 | eft.
9 A. | don'trecal. 9 BY MR.BAUM:
10 Q. Waslvan Gergel involved? 10 Q. WasForest Laboratories notified of any
11 A. Yes 11 unblindingin CIT-MD-18?
12 Q. CharlieFlicker? 12 A. They were certainly aware of the pink
13 A. | believeso, yes. 13  tablets.
14 Q. For awhile Paul Tiseo? 14 Q. How did Forest become aware of the pink
15 A. Yes 15 tablets?
16 Q. Lawrence Olanoff? 16 MR. ABRAHAM: Objection.
17 A. Notonaregular basis, no. 17 THE WITNESS: | don't know.
18 Q. Did the subject of the pink tablet 18 BY MR.BAUM:
19  dispensing get raised in those meetings? 19 Q. Do you know what Forest did in response
20 MR. ABRAHAM: Objection. 20 tolearning about the pink tablets?
21 THE WITNESS: | believeit did. 21 MR. ABRAHAM: Objection.
22 BY MR. BAUM: 22 THE WITNESS: | reviewed some documents
23 Q. Doyourecal whether they were referred |23 yesterday so --
24 to as unblinded patients in those meetings? 24 BY MR.BAUM:
Page 47 Page 49
1 MR. ABRAHAM: Objection. 1 Q. Andwhat did they say?
2 THE WITNESS: | don't recall. 2 A. | know they replaced the pink tablets
3 BY MR.BAUM: 3 with white tablets.
4 Q. Do you recal there being any 4 Q. Andwhat document did you review that
5 discussions about there being a problem with these 5 saidthat?
6 patients being unblinded? 6 A. Itwasafax that Paul Tiseo sent to the
7 MR. ABRAHAM: Objection. 7 investigator sites.
8 THE WITNESS: No, | don't recall. 8 Q. That wasaMarch 3rd, 2000 document?
9 BY MR.BAUM: 9 A. | don't recall the date, but that would
10 Q. Do you recal any discussions about 10 probably be about right.
11 whether the investigators were unblinded with respect |11 Q. Now, wasit only nine bottles of pink
12 tothose patients and the pink tablets? 12 tabletsthat were sent out?
13 MR. ABRAHAM: Objection. 13 MR. ABRAHAM: Objection.
14 THE WITNESS: No, | don't recall any 14 THE WITNESS: | don't know.
15 specific discussions. 15 BY MR. BAUM:
16 BY MR.BAUM: 16 Q. Youdon't know whether there were more
17 Q. Who would have been in charge, you 17  bottles sent to other sites that had to be retrieved?
18 think, of monitoring whether or not the investigators |18 MR. ABRAHAM: Objection.
19  or patients were unblinded with respect to those 19 THE WITNESS: No, | don't know.
20 tablets? 20 BY MR.BAUM:
21 MR. ABRAHAM: Objection. 21 Q. Do you know what information was sent
22 THE WITNESS: What ultimately would be |22 along with the bottles when they were sent to the
23 the in-house study monitor. 23  investigator sites?
24 BY MR.BAUM: 24 MR. ABRAHAM: Objection.
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Page 50 Page 52
1 THE WITNESS: No, | do not. 1 BY MR.BAUM:
2 BY MR.BAUM: 2 Q. You haven't read anything that told you
3 Q. Would there be information identifying 3 how they found out?
4 which drug or which medication they werereceiving? | 4 MR. ABRAHAM: Objection.
5 MR. ABRAHAM: Objection. 5 THE WITNESS: Not that | can recall, no.
6 THE WITNESS: | -- what do you mean 6 BY MR.BAUM:
7 by -- can you rephrase it? 7 Q. Therewas no discussion of those at any
8 BY MR.BAUM: 8 of the citalopram clinical trial meetings?
9 Q. Either active medication or placebo? 9 A. Theremay havebeen. | just-- | don't
10 MR. ABRAHAM: Objection. 10 recal. It wassolong ago.
11 THE WITNESS: Wéll, the investigators 11 Q. Okay. Let'stakealook at Page 331.
12 would be aware that it was adouble-blind study |12  And under the Section "12.7 Sample Size
13 so that there -- the patients that they would 13 Considerations."
14 enroll into the study, some would be on the 14 Do you see that?
15 active medication and some would be on placebo, |15 A. Yes
16 they would assume that that would be the case. 16 Q. Foraclinicd trid, in general, you
17  BY MR. BAUM: 17 need to have enough people in both sides of the placebo
18 Q. Now, these pink tablets, wasit your 18 and medicated group to appropriately analyze whether or
19 understanding they were actually active medication 19 not there's going to be a significant performance of
20 Celexa? 20 thedrug versus placebo, correct?
21 MR. ABRAHAM: Objection. 21 MR. ABRAHAM: Objection.
22 THE WITNESS: | have no way of knowing |22 THE WITNESS: That's a statistical
23 that, no. 23 question. | realy can't -- I'm not an expert
24 BY MR. BAUM: 24 in that area.
Page 51 Page 53
1 Q. Youdidn't read anything that said that 1 BY MR.BAUM:
2 yesterday? 2 Q. Do you know enough to know that you need
3 A. | don't recall reading anything 3 to have acertain number of peoplein order for it to
4 yesterday that said that. 4 beavdidtria?
5 Q. Do you recal having read anything ever 5 MR. ABRAHAM: Objection.
6  with respect to whether or not the pink pills were 6 THEWITNESS: Yes, | do know that. |
7 active medication or placebo? 7 know there are calculations that are done and
8 A. No. 8 assumptions that are done that drive the
9 Q. They could have been placebo, asfar as 9 ultimate sample size.
10 you knew? 10 BY MR. BAUM:
11 A. They could have. 11 Q. Okay. So herewe have Sample Size
12 MR. ABRAHAM: Objection. 12 Considerations, and it says, "The primary efficacy
13 THE WITNESS: They could have been. | |13 variableisthe change from baselinein CDRS-R score at
14 just -- | don't know. 14  Week 8"
15 BY MR.BAUM: 15 Now, if they pick Week 8, that's
16 Q. Well show you some documentsin a 16 important; isthat correct, because that's the endpoint
17 little bit -- 17  of that -- for thetrial; isthat right?
18 A. Okay. 18 MR. ABRAHAM: Objection.
19 Q. --that clarify that, | think. 19 THE WITNESS: Again, I'm not an expert
20 So what is your understanding of how 20 inclinical trial design, but my understanding
21 Forest found out about the pink tablets? 21 isthat you pick a specific measurement at a
22 MR. ABRAHAM: Objection. 22 specific time as your endpoint to determine
23 THE WITNESS: | don't know how they |23 whether the compound is efficacious or not.
24 found out. 24 BY MR.BAUM:
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Page 54 Page 56
1 Q. Thengoing on hereit says, "Assuming an 1 would not be considered efficacy endpoints for study
2 effect size (treatment group difference relative to 2 MD-18, right?
3 pooled standard deviation) of 0.5, a sample size of 80 3 MR. ABRAHAM: Objection.
4 patientsin each treatment group will provide at least 4 THE WITNESS: They were useful
5 85% power at an alphalevel of 0.05 (two-sided).” 5 information, but they would not determine
6 Did | read that right? 6 whether the study showed a significant
7 A. Yes 7 difference between the two treatment arms.
8 Q. Do you know what that means? 8 BY MR.BAUM:
9 A. Honestly, no. | have read numerous 9 Q. And so statistically significant
10 protocols over my career, and not being a statistician, 10 improvement at Week 8, per this protocol, was the point
11 | assume the statisticians have done their job and that 11 at which efficacy was to be determined positive or
12 the statement on sample size consideration isaccurate. |12 negative, right?
13 Q. Isthegenera concept of that that you 13 MR. ABRAHAM: Objection.
14 needed at least 80 patients in each side of the trial 14 THE WITNESS: Yes, that's my
15 inorder for thetria to be sufficiently powered? 15 understanding.
16 MR. ABRAHAM: Objection. 16 BY MR.BAUM:
17 THE WITNESS: That's my understanding, 17 Q. Andit would beinconsistent with the
18 given the expected response to the study 18 protocol to suggest that positive results at weeks
19 medication. 19  earlier than Week 8 indicated a positive trial outcome
20 BY MR.BAUM: 20 for MD-18, right?
21 Q. Sothat 80 patientsin each treatment 21 MR. ABRAHAM: Objection.
22 group would be 160 patients needed to power that trial, |22 THE WITNESS: These were interesting and
23 correct? 23 important observations, but they in and of
24 MR. ABRAHAM: Objection. 24 themselves would not, as | understand it,
Page 55 Page 57
1 THE WITNESS: That ismy understanding. | 1 determine whether the study was efficacious or
2 BY MR. BAUM: 2 not, whether the compound was efficacious or
3 Q. SoaslongasMD-18 had 160 patients 3 not.
4 resultsin the equations, that was enough to power 4 BY MR.BAUM:
5 statistically significant results, right? 5 Q. Omitting the Week 8 result while
6 MR. ABRAHAM: Objection. 6 highlighting positive results from the earlier weeks
7 THE WITNESS: That's my understanding, | 7 would beinconsistent with the protocol and misleading,
8 given the assumptions that went into the sample | 8 right?
9 size consideration. 9 MR. ABRAHAM: Objection.
10 BY MR. BAUM: 10 THE WITNESS: No, not in my opinion.
11 Q. Andyou didn't need more than 160 to 11 BY MR. BAUM:
12 power the study for statistical significance purposes, |12 Q. Soitwould be okay with you to talk
13 right? 13 about Weeks 1, 2, 4 and 6 results as positive but not
14 MR. ABRAHAM: Objection. 14 mention that Week 8 was negative?
15 THE WITNESS:. Again, yes, that's my 15 MR. ABRAHAM: Objection.
16 assumption, given that this -- given that this 16 THE WITNESS: Y ou would have to include
17 assumption here is accurate. 17 both.
18 BY MR.BAUM: 18 BY MR.BAUM:
19 Q. And per this statement here, the 19 Q. Otherwiseyou'd be misleading --
20 protocol endpoint for efficacy was Week 8, correct? |20 MR. ABRAHAM: Objection.
21 MR. ABRAHAM: Objection. 21 BY MR.BAUM:
22 THE WITNESS:. Yes. 22 Q. -- about the actual outcome of the
23 BY MR.BAUM: 23 tria, correct?
24 Q. Andmeasurementsat Weeks1,2,40r6 |24 MR. ABRAHAM: Objection.
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1 THE WITNESS: Yes. 1 computers. He handwrote on the first draft of the
2 BY MR.BAUM: 2 report and then handed it back to me.
3 Q. Whatisastudy report? 3 Q. Sohewould handwrite on something, a
4 A. Thestudy report isthe document that's 4  draft of it, acopy of it, and then come to you and
5 generated at the conclusion of the study that 5 actualy hand it to you?
6 summarizes all of the results of the study. 6 A. Yes
7 Q. Youwereadirector of scientific 7 Q. Hewouldn't email it to you?
8 communications at Forest; isthat correct? 8 A. No.
9 A. Yes 9 Q. Also, according to your 2007 deposition,
10 Q. Wasthe creation of astudy report part 10 you wereresponsible for ensuring the study report for
11 of your job? 11  MD-18 was accurate and was available for submission to
12 A. Yes 12 theFDA.
13 Q. Who created the study report for MD-18? 13 Do you recall saying that?
14 A. | don't recall specificaly, but I'm 14 MR. ABRAHAM: Objection.
15 assuming myself or someone in my group was responsible |15 THE WITNESS: | assumel did, if it'sin
16 for that. 16 the deposition.
17 Q. Didyou write any of it? 17 BY MR.BAUM:
18 A. | believel wrote the first draft of it. 18 Q. Didyou review the MD-18 study report
19 Q. According to your 2007 deposition, you 19 for accuracy?
20 werethe primary author of the final study report. 20 A. 1 wouldassumel did, yes.
21 Does that ring a bell? 21 Q. What are case report forms?
22 MR. ABRAHAM: Objection. 22 A. Again, not my areaof expertise, but
23 THE WITNESS: If that'swhat | testified 23 they are the documentation that comes from the study
24 then, I'm assuming that was the truth. 24 dte. It'sastandard form that isfilled out at the
Page 59 Page 61
1 BY MR. BAUM: 1 study site. There'sonefor each patient that tracks
2 Q. Doyou consider yourself to have been 2 theindividua patient data.
3 the primary author of the final study report -- 3 Q. Didyoulook at casereport formsfor
4 MR. ABRAHAM: Objection. 4 MD-18?
5 BY MR.BAUM: 5 A. | don't recal ever looking at case
6 Q. --forMD-18? 6 report forms.
7 A. No. Theactua final report was a group 7 Q. How would you go about verifying the
8 effort within the organization. Thesereportsarenot | 8 accuracy of statements that were in the study report
9 written by asingle individua without significant 9 without looking at the case report forms?
10  review within the organization. 10 MR. ABRAHAM: Objection.
11 Q. Who would you consider to have been the |11 THE WITNESS. Summary tables are
12 primary author? 12 generated by statisticians that pool the data,
13 MR. ABRAHAM: Objection. 13 pool al the data on a particular endpoint, and
14 THE WITNESS: Asl said, | generated the |14 that's what's generally used to generate the
15 first draft from my memory, and then it was 15 study report.
16 edited by the clinical team. 16 BY MR.BAUM:
17 BY MR. BAUM: 17 Q. Didanyone at Forest look at the case
18 Q. Whoin particular edited it? 18  report forms to cross-check the case report form data
19 A. | know Charlie Flicker had anumber of |19 against the summary data the statistician has
20 comments on the report. 20 generated?
21 Q. Would heinform you of the comments? |21 MR. ABRAHAM: Objection.
22 A. Yes 22 THE WITNESS: | don't know.
23 Q. How would he do that? 23 BY MR.BAUM:
24 A. Hewould-- Charlie didn't use 24 Q. Doyou know if anybody had the job of
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1 doing that? 1 THE WITNESS: No, no, they would not
2 A. | don't know. 2 have done that. They would keep track of the
3 Q. How do you know whether or not the 3 number of patientsinvolved in the study.
4 summary of datathat the statisticians provided was 4 BY MR.BAUM:
5 accurate? 5 Q. Sothey kept track of the total number
6 MR. ABRAHAM: Objection. 6 of patients as opposed to which ones were placebo and
7 THE WITNESS: | would assume it was 7 which ones were citalopram?
8 accurate. 8 A. Correct. Studiesare -- you know,
9 BY MR.BAUM: 9 generaly we call them double-blind. They're actually
10 Q. Why? 10 triple-blind because neither the investigator, the
11 A. Thedata-- well, I'm assuming the data 11 patient nor the company knows who is on which
12 came from the case report forms. It was transferred 12 medication.
13  into the computer systems that generated the summary |13 Q. Didyou review the appendices for the
14  tablesthat were used to generate the report. 14 study, MD-18 study report?
15 Q. So, in effect, you were relying on the 15 A. Waédll, there were a significant number of
16 accuracy of the summary tablesthat were providedto |16 appendices.
17 you by the statisticians? 17 Q. Didyou review the efficacy related
18 MR. ABRAHAM: Objection. 18  appendices?
19 THE WITNESS: Yes. 19 MR. ABRAHAM: Objection.
20 BY MR.BAUM: 20 THE WITNESS: Probably not.
21 Q. Didyou review tablesfor the primary 21  BY MR.BAUM:
22 efficacy outcome data? 22 Q. Didyou review in particular one that
23 A. Yes 23  wasAppendix 6?
24 Q. Didyou verify the accuracy of the 24 MR. ABRAHAM: Objection.
Page 63 Page 65
1 CIT-MD-18 efficacy data by cross-checking the data 1 THE WITNESS: | don't recall.
2 summarized in MD-18's efficacy tables with the case 2 BY MR.BAUM:
3 report forms themselves? 3 Q. Didyou review -- you weren't shown
4 MR. ABRAHAM: Objection. 4 something like that yesterday?
5 THE WITNESS: No, | did not. 5 MR. ABRAHAM: Objection.
6 BY MR.BAUM: 6 MS. KIEHN: Objection.
7 Q. Didyou look for inconsistencies between 7 THE WITNESS: | don't recall seeing
8 numbers of people who were assigned to placebo versus 8 Appendix 6.
9 citaopram? 9 BY MR.BAUM:
10 MR. ABRAHAM: Objection. 10 Q. Doyourecal seeing arun that excluded
11 THE WITNESS: I'm not sure | understand 11 the patients that had the pink tablets dispensed to
12 the question. 12 them?
13 BY MR.BAUM: 13 MR. ABRAHAM: Objection.
14 Q. Intheweekly citalopram clinical trial 14 THE WITNESS: Yes, | do recall seeing
15 meetings, there was areport of how many people were 15 that.
16 participating in the trial. 16 BY MR.BAUM:
17 Do you recall that? 17 Q. Whendid you seeit?
18 MR. ABRAHAM: Objection. 18 A. | saw that yesterday. If that was
19 THE WITNESS: Yes, | do recall that. 19 Appendix 6, then | did see that yesterday.
20 BY MR.BAUM: 20 Q. Hadyou seen that before?
21 Q. Andthey kept track of how many people 21 A. I'msurel had seen that when | was
22 were on placebo and how many people were on Celexa; is |22 working on the study report, but | can't recall
23 that correct? 23 gpecifically.
24 MR. ABRAHAM: Objection. 24 Q. Doyourecal any discussionswhen you
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1 first -- let me strike that. 1 asExhibit 4, which is MDL-FOREMO0002914. It'san
2 Do you recall any discussions while you 2 August 15, 2001 memo from Exner to you.
3 were working on the study report as to whether or not 3 Do you see that?
4 thedatathat wasin that Appendix 6 ought to havebeen | 4 A. Yes
5 used asthe primary outcome measure? 5 Q. Doyou recal this document? You might
6 MR. ABRAHAM: Objection. 6 wantto flip over.
7 THE WITNESS: No, | don't recall any 7 A. No, | don't specifically recdl this.
8 discussions. 8 Q. Soit saysherethat there's attached
9 BY MR.BAUM: 9 draft contractsthat | sent to PIA, PharmaNet and Mary
10 Q. Who worked with you onthe study report? |10 Cardinale. PharmaNet has agreed to their contract as
11 A. It'sbeensolong, | don't recall wholl 11 proposed. Responsesfrom PIA and Mary Cardinale are
12 worked with. 12 pending for thisweek.
13 Q. Charlie Flicker for one, correct? 13 And it saysfor you to take a-- "please
14 MR. ABRAHAM: Objection. 14 takealook at all three draft contracts and let me
15 THE WITNESS: Certainly Charliewasone |15 know if you have any administrative changes that you
16 of the reviewers of the report. 16  wantincluded in the final contracts.”
17 BY MR. BAUM: 17 Do you see that?
18 Q. Doyou know who Paul Bukerait is? 18 A. Yes
19 A. Yes 19 Q. Doyou recall entering into a contract
20 Q. Whoishe? 20  with PharmaNet with respect to MD-18 study report?
21 A. Paul wasin my group. Hewas one of the 21 A. No, | actually don't recall that.
22 writersin the group. 22 Q. Doyou recal having any interaction
23 Q. What did hedo? 23 with PharmaNet with regard to the study report, MD-18?
24 A. Heworked on either study reports or 24 A. | know we were considering working with
Page 67 Page 69
1 publications. 1 PharmaNet.
2 Q. What did hedo on MD-18? 2 Q. Andwhat'sPIA?
3 MR. ABRAHAM: Objection. 3 A. I'mnot surewho they are.
4 THE WITNESS: | can't recall 4 Q. Do you recall who PharmaNet was?
5 specifically. 5 A. They were a contract research
6 BY MR.BAUM: 6 organization.
7 Q. Did he have anything to do with helping 7 Q. What did they do?
8 youwriteit? 8 A. Contract research organizations do work
9 A. Hemay have. Again, these reportsare 9 for what I'm familiar with is pharmaceutical companies.
10 group efforts. Multiple people contribute as either 10 Q. Do you recal working with PharmaNet to
11 writersor reviewers. 11  help draft the study report for MD-18?
12 MR. BAUM: Can we take a break now? 12 MR. ABRAHAM: Objection.
13 Good point. 13 THE WITNESS: No, | don't specificaly
14 MR. ABRAHAM: Sure. 14 recall that.
15 THE VIDEOGRAPHER: Thetimeisnow 10:41 |15 BY MR. BAUM:
16 am. We're off the record. 16 Q. If you flip through a couple of pages
17 (Brief recess.) 17 here, you'll come to page -- the fourth pagein. It
18 THE VIDEOGRAPHER: Thetimeisnow 18 hasaconsultant agreement between Pharmaceutical
19 10:52 am. Thisisthe beginning of Disk 2. 19  Information Associates Limited.
20 We're on the record. 20 Do you see that?
21 (Document marked for identification as 21 A. Yes
22 Heydorn Deposition Exhibit No. 4.) 22 Q. Doesthat refresh your recollection with
23 BY MR.BAUM: 23 regard to what PIA might be?
24 Q. I'mgoing to hand you what we're marking 24 A. Yes yes.
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1 Q. Sowho are these guys? 1 Q. Haveyou seen it before?
2 A. Again, they're a-- they were asmaller 2 A. Yes.
3 consulting firm that would do work for pharmaceutical | 3 MS. KIEHN: Michadl, just to clarify, is
4 companies. 4 thisafina copy?
5 Q. Doyourecall what kind of work they 5 MR. BAUM: | think thisoneis.
6 did? 6 MS. KIEHN: It saysVersion 1 at the
7 A. | know they -- | believe they 7 bottom, that's why | asked.
8 gpecialized in writing. 8 MR. BAUM: Asfar as| know, thisisthe
9 Q. Okay. Solooking at thise-mail it 9 final.
10 looks like between Robert Exner and you on August 15, |10 MS. KIEHN: Thetypeface looks weird on
11 2001. 11 the front too.
12 Do you see that? 12 MR. BAUM: Wédll, if it's not the final,
13 A. Yes 13 it would be news to me.
14 Q. Doesthat appear to have been something 14 MS. KIEHN: Okay, well, well just
15 that was produced in the ordinary course of Forest 15 proceed with it.
16  business? 16 MR. BAUM: It'sdated April 8, 2002.
17 MR. ABRAHAM: Objection. 17 MS. KIEHN: WEe'l proceed with the
18 THE WITNESS: Yes. 18 reservation we're not sure that it's final.
19 BY MR.BAUM: 19 MR. BAUM: Okay.
20 Q. Do you recal working with anybody in 20 BY MR.BAUM:
21 particular at PharmaNet? 21 Q. Wédl, looking at the front page of this
22 A. No. 22 document, do you see that theinitial dateis
23 Q. Doyourecal providing any information 23 January 31, 2000.
24 to PharmaNet? 24 Do you see that?
Page 71 Page 73
1 A. No. 1 A. Yes
2 Q. Doyourecal that the MD-18 study 2 Q. Isthat the date that the trial started?
3 report was submitted to the FDA? 3 A. | don't know.
4 A. Yes 4 Q. Youdon't know what initiation date
5 Q. Do you recall approximately when? 5 means?
6 A. | think welooked at that yesterday, 6 A. Different companies have different
7 2002. 7 definitions of that.
8 Q. Did Forest receive a six-month patent 8 Q. Do you know what Forest's definition
9 extension for Celexafor doing clinical trialson 9 was?
10  pediatric depression? 10 A. No, | donot.
11 MR. ABRAHAM: Objection. 11 Q. Whatisa--do you think that might be
12 THE WITNESS: | believe so. 12 when patients first started being screened for entering
13 MR. BAUM: Let'sgo to the next exhibit. |13 theCIT-MD-18?
14 Mark this as Exhibit 5. 14 MR. ABRAHAM: Objection.
15 (Document marked for identificationas |15 THE WITNESS: That would be one
16 Heydorn Deposition Exhibit No. 5.) 16 definition companies use for initiation date.
17 BY MR. BAUM: 17 BY MR. BAUM:
18 Q. Okay. Thisappearsto be astudy report |18 Q. And you see the completion dateis
19 for protocol CIT-MD-18? 19  April 10, 20017
20 A. Yes 20 A. Yes
21 Q. Doyou seethat? 21 Q. Andisthat the date that the -- well,
22 A. Yes 22 what date would that have been?
23 Q. Doyourecognizeit? 23 A. That's-- my understanding isthat's
24 A. Yes 24 generaly last patient, last visit.

ol kow Technol ogi es,

I nc.

Page 19 (70 - 73)






Wl liamE. Heydorn,

Ph. D.

Page 74 Page 76
1 Q. Sothat would be the point when the last 1 THE VIDEOGRAPHER: Thetimeisnow
2 patient comesin, getstheir last evaluation, and then 2 11:10 am. We're on the record.
3 that would close off collecting more data; is that 3 BY MR. BAUM:
4 correct? 4 Q. Canyou explain the difference between
5 MR. ABRAHAM: Objection. 5 datigtical significance and clinical significance?
6 THE WITNESS: More efficacy data, yes. 6 MR. ABRAHAM: Objection.
7 BY MR.BAUM: 7 THE WITNESS: Statistical significance
8 Q. Let'sgoto the next page, which isthe 8 isatest that'sdone. Clinical significance
9 synopsis. And you see again under the "criteria for 9 is an assessment by individual patients or
10 evaluation" sort of repetition what we saw in the 10 caregivers on whether any beneficial effect
11 protocol for the efficacy measures? 11 that is seen from the administering the
12 A. Yes 12 compound is of value to the patient receiving
13 Q. Soweve got some various efficacy 13 the compound.
14 measures. Canyou explain how the efficacy of this 14 BY MR.BAUM:
15  study drug versus placebo is demonstrated by an outcome |15 Q. Soit'swhether there's -- clinical
16 measure? 16  significance would be whether there's any observable
17 MR. ABRAHAM: Objection. 17 difference?
18 THE WITNESS: I'm not an expert on the 18 MR. ABRAHAM: Objection.
19 design of clinica studies. 19 THE WITNESS: Any difference that's
20 BY MR.BAUM: 20 meaningful to the patient.
21 Q. But given what you do know with your 21 BY MR.BAUM:
22 work on astudy report like MD-18, what would beyour |22 Q. Okay. Solet's-- inthisexhibit,
23 understanding? 23 which we've marked as Exhibit 5, let's take alook at
24 MR. ABRAHAM: Objection. 24 Page 69.
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1 THE WITNESS: So my understanding would | 1 MS. KIEHN: And, again, for the record,
2 be -- can you repeat the question, sorry. 2 thisis an excerpted document so it doesn't
3 BY MR.BAUM: 3 have all of the pages.
4 Q. Yeah. Canyou explain how efficacy of 4 MR. BAUM: That's correct.
5 the study drug versus placebo is demonstrated by an 5 BY MR.BAUM:
6 outcome measure? 6 Q. And have you found Page 697
7 MR. ABRAHAM: Objection. 7 A. Yes, | have.
8 THE WITNESS: So my understandingisone | 8 Q. Okay. Andthisis Section 10, Efficacy
9 outcome measure is selected as the primary 9 Evauation, and under 10.1 you'll see that in this
10 outcome measure and a specific time point 10 first paragraph where it says"Table 3.1 and Pandl 11
11 following the initiation of treatment is 11 presentsthe results from the LOCF analysis for the
12 selected as the time point at which that 12 change from baseline to Week 8."
13 primary outcome measure is evaluated in all 13 Do you see that?
14 patients in the study, and then a statistical 14 A. Yes.
15 test is applied to evaluate whether thereisa 15 Q. Soaccording to this page, CDRSis
16 statistical difference between placebo and 16 positive for efficacy; isthat correct?
17 active patients, patients on active and 17 MR. ABRAHAM: Objection.
18 patients on placebo. 18 THE WITNESS: Yes.
19 MS. KIEHN: Michael, could we go off the 19 BY MR. BAUM:
20 record for one second. 20 Q. Okay. Solet'sjust go over to the next
21 MR. BAUM: Yeah. 21 page, which is Page 70, and you see Panel 11 there at
22 THE VIDEOGRAPHER: Thetimeisnow 22 thetop?
23 11:03 am. We're off the record. 23 A. Yes
24 (Pause.) 24 Q. Andfor the P-value over on theright it

ol kow Technol ogi es,

I nc.

Page 20 (74 - 77)






Wl liamE. Heydorn, Ph.D.
Page 78 Page 80
1 says.038. 1 that correct?
2 Do you see that? 2 MR. ABRAHAM: Objection.
3 A. Yes 3 THEWITNESS: Yes.
4 Q. That'sadatisticaly significant 4 BY MR.BAUM:
5 P-value; isthat correct? 5 Q. Sothisisanevaluation of CDRS-R after
6 MR. ABRAHAM: Objection. 6 8 weekswithout the nine patients involved, correct?
7 THE WITNESS: That's my understanding. | 7 A. Yes
8 BY MR.BAUM: 8 Q. Andif youlook at the upper right
9 Q. |It'slessthan .05? 9 there, it says September 12, 2001.
10 A. Yes 10 Do you see that?
11 Q. Which would be the cutoff for 11 A. Yes
12 statistical significance? 12 Q. Would that have been the date that this
13 MR. ABRAHAM: Objection. 13 tablewasrun?
14 THE WITNESS: Yes. 14 MR. ABRAHAM: Objection.
15 BY MR. BAUM: 15 THE WITNESS: | don't know.
16 Q. Ifitwasover .05, it wouldn't be 16 BY MR.BAUM:
17 datistically significant, correct? 17 Q. Doyou know what any of these dates on
18 MR. ABRAHAM: Objection. 18  these tables meant?
19 THE WITNESS: That's my understanding. |19 A. | could speculate that they were the
20 BY MR.BAUM: 20 dates on which the tables were run.
21 Q. Then further down on the page, yousee |21 Q. Isthat areasonable speculation on your
22 below Panel 12 it says Appendix Table 6. 22 part, based on your experience?
23 Do you see that? 23 MR. ABRAHAM: Objection.
24 A. Yes. 24 THEWITNESS: Yes.
Page 79 Page 81
1 Q. And Appendix Table 6 presents the 1 BY MR.BAUM:
2 results from the LOCF analysis for the change from 2 Q. Itwould be like an estimate as opposed
3 basdline to Week 8 excluding data from 9 patients for 3 toaguess?
4 whom the study blind was potentially compromised (see | 4 MR. ABRAHAM: Objection.
5 Section 5.3.4). 5 THE WITNESS: Not sure what you mean.
6 Did | read that correctly? 6 BY MR.BAUM:
7 A. Yes 7 Q. That'sabad question.
8 Q. Did you write that sentence? 8 Do you know who generated this table?
9 A. | don'trecal. 9 A. No, | do not.
10 Q. Do you know who wrote it? 10 Q. Doyouremember if it wasa
11 A. No, | donot. 11 biostatistician for Forest?
12 Q. Solet'sturnto Page 244 in this 12 MR. ABRAHAM: Objection.
13  exhibit. 13 THE WITNESS: Therewasa
14 Did you find that? 14 bi ostati stician who worked on the project.
15 A. Yes 15 BY MR. BAUM:
16 Q. Andthat's Appendix Table 6. 16 Q. Do you recal who the primary
17 Do you see that? 17  biostatistician was?
18 A. Yes 18 MR. ABRAHAM: Objection.
19 Q. Andit'sentitled "Change from Baseline 19 THE WITNESS: Jin.
20 in CDRS-R after 8 weeks, ITT Sub-population- LOCF." |20 BY MR. BAUM:
21 Do you see that? 21 Q. JamesJin?
22 A. Yes 22 A. Yes, that sounds familiar.
23 Q. Sothe change from baseline CDRS-R after 23 Q. Didyouwork with him on this study
24 8 weekswasthe primary efficacy measure for MD-18; is |24  report?
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1 A. Yes 1 that?
2 Q. Andwhat sort of interaction did you 2 MR. ABRAHAM: Objection.
3 havewith him? 3 THE WITNESS: No, it was not.
4 A. Soitwasaiterative interaction where 4 BY MR.BAUM:
5 datawould be generated for inclusioninthereportand | 5 Q. Now, thereisanotejust above that
6 then among the people reviewing the report, writingthe | 6 says, "Patients (105, 113, 114, 505, 506, 507, 5009,
7 report, additional analyses would be requested. 7 513, 514) with drug dispensing error are excluded.”
8 Q. Didyou ever request additional analyses 8 Did | read that correctly?
9 from James Jin on MD-18? 9 A. Yes.
10 A. No, that's not something | would do. 10 Q. Thesewerethe nine patientsin
11 Q. Who would do that? 11 CIT-MD-18 who were unblinded in the study; is that
12 A. That would be -- well, | don't know. | 12 correct?
13 could speculate that it would be Charlie Flicker and/or |13 MR. ABRAHAM: Objection.
14 |van Gergel. 14 THE WITNESS: These are the nine
15 Q. Doyourecal Charlie Flicker or Ivan 15 patients that received the pink colored tablets
16  Gergel requesting additional analyses of MD-18 tables? |16 is my understanding.
17 A. Not specifically. 17 BY MR. BAUM:
18 Q. Doyouknow that it was done? 18 Q. Do you think there was actual or
19 MR. ABRAHAM: Objection. 19 potential unblinding with respect to those patients?
20 THE WITNESS: | don't know. | don't 20 MR. ABRAHAM: Objection.
21 know that it was done. 21 THE WITNESS: | don't know.
22 BY MR.BAUM: 22 BY MR.BAUM:
23 Q. You haven't seen any draft tables or 23 Q. What do you think?
24 anything like that? 24 MR. ABRAHAM: Objection.
Page 83 Page 85
1 A. No. 1 THE WITNESS: There'sapotential, yes.
2 Q. Nonewere shown to you? 2 BY MR.BAUM:
3 MS. KIEHN: Objection. 3 Q. Why?
4 THE WITNESS: Wéll, thistable was shown | 4 A. They received different colored tablets.
5 to me yesterday, in very tiny print. 5 Q. What would happen as aresult of that?
6 BY MR.BAUM: 6 MR. ABRAHAM: Objection.
7 Q. Any other vers-- in very tiny print? 7 THE WITNESS: We don't know what the
8 A. Yes 8 patients or the -- at least I'm not aware of
9 Q. Okay. Yes, itistiny print. 9 what the patients or the physicians, the
10 A. No, thisis much more readable, believe 10 investigators knew.
11 me 11 BY MR. BAUM:
12 Q. Oh, great. 12 Q. Would theinvestigators have seen the
13 Okay. So the footnote at the bottom of 13 pink tabletstoo?
14  the page says "Report Generated by Program: 14 MR. ABRAHAM: Objection.
15 /sasprog/cit/citmd18/programs/tables/apndx.6.sas.” 15 THE WITNESS: | don't know.
16 Do you know what any of that stuff 16 BY MR.BAUM:
17  means? 17 Q. Would theinvestigators have known which
18 A. No. 18 patients received pink tablets?
19 Q. 1 would need to talk to someone like 19 MR. ABRAHAM: Objection.
20 James Jin to get that information? 20 THE WITNESS: | don't know.
21 MR. ABRAHAM: Objection. 21 BY MR.BAUM:
22 THE WITNESS: | would assume so. 22 Q. SotheP-valuethat resultsfrom
23 BY MR. BAUM: 23 excluding these nine unblinded patientsis .052.
24 Q. Itwasn't in your wheelhouse to know 24 Do you see that?
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1 MR. ABRAHAM: Objection. 1 case.
2 THE WITNESS: Yes, | seethat. 2 BY MR.BAUM:
3 BY MR.BAUM: 3 Q. That would be an important substantial
4 Q. Andthat P-valueis not statistically 4  difference, wouldn't it?
5 dignificant, correct? 5 MR. ABRAHAM: Objection.
6 MR. ABRAHAM: Objection. 6 THE WITNESS: Yes.
7 THE WITNESS: That's my understanding. | 7 BY MR. BAUM:
8 BY MR.BAUM: 8 Q. That analysiswas done on the
9 Q. Becauseit's greater than .05? 9 subpopulation of 166 patients, 81 in the placebo group
10 A. Yes, that's my understanding. 10 and 85 in the citalopram group, right?
11 Q. Soitwasnegative, not in favor of 11 MR. ABRAHAM: Objection.
12 Celexasefficacy, correct? 12 THE WITNESS: Yes.
13 MR. ABRAHAM: Objection. 13  BY MR.BAUM:
14 THE WITNESS: Again, I'mnot a 14 Q. And the 166 patients were greater than
15 statistician, but it shows there's not a 15 the 160 patients needed to power MD-18, right?
16 statistical difference between the two groups. |16 MR. ABRAHAM: Objection.
17 BY MR. BAUM: 17 THE WITNESS: Yes.
18 Q. For the primary endpoint? 18 BY MR. BAUM:
19 A. For the primary endpoint. 19 Q. Solet'sgo back to Page 70 of the study
20 MR. ABRAHAM: Object. 20 report. Soit saysthat "Appendix Table 6 presents the
21 BY MR.BAUM: 21 results from the LOCF analysis for the change from
22 Q. By excluding these nine patients, the 22 baselineto Week 8 excluding data from the 9 patients
23 P-value went from a statistically significant .038 toa |23 for whom the study blind was potentially compromised.”
24 gatigtically insignificant .052 on the CDRS-R rating |24 Do you see that?
Page 87 Page 89
1 scaleafter 8 weeks, correct? 1 A. Yes
2 MR. ABRAHAM: Objection. 2 Q. Going back over that, do you know
3 THE WITNESS: Yes. 3 whether you or Charlie Flicker drafted that, now that
4 BY MR.BAUM: 4 wevelooked at it again?
5 Q. So, in other words, this P-value shows 5 MR. ABRAHAM: Objection.
6 citalopram versus placebo was negative for the primary | 6 THE WITNESS: No, | don't recall.
7 outcome measure for MD-18, right? 7 BY MR.BAUM:
8 MR. ABRAHAM: Objection. 8 Q. Okay. Itsayshere, "Theresultsfrom
9 THE WITNESS: Yes. 9 Week 8 LOCF analysis comparing mean change from
10 BY MR.BAUM: 10 baselinein CDRS-R in citalopram and placebo groups was
11 Q. And that's the difference between MD-18 11 not substantially affected by the exclusion of those
12 being positive or negative, right? 12 patients, the LSM difference decreased from 4.6 to 4.3
13 MR. ABRAHAM: Objection. 13 and the P-valueincreased from 0.038 to 0.052."
14 THE WITNESS: Yes. 14 Did I read that correctly?
15 BY MR.BAUM: 15 A. Yes
16 Q. Sowith the dispensing error, patients 16 Q. And going from aP-value of .038 to .052
17  excluded from MD-18 -- excuse me. Let mereadthat |17 crossesthe MD-18 protocol's prespecified and industry
18 again. 18 accepted statistical significance cutoff of .050,
19 So with the dispensing error patients 19 right?
20  excluded from the MD-18 primary efficacy outcome 20 MR. ABRAHAM: Objection.
21 measure, Celexafailed to significantly outperform 21 THE WITNESS: Yes.
22 placebo in treating pediatric depression, right? 22 BY MR.BAUM:
23 MR. ABRAHAM: Objection. 23 Q. Soitwasn't suggesting that the result
24 THE WITNESS: That appearsto bethe 24 was not substantially affected by exclusion of those
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1 patientsincorrect? 1 MR. ABRAHAM: Objection.
2 MR. ABRAHAM: Objection. 2 THE WITNESS:. They can go back asfar as
3 THE WITNESS: Potentialy, yes. 3 case report forms.
4 BY MR.BAUM: 4 BY MR.BAUM:
5 Q. Itwas, infact, ashift from 5 Q. Do you know whether the FDA had the case
6 satisticaly significant to statistically 6 report forms with respect to the MD-18?
7 insignificant, right? 7 A. | donot know.
8 MR. ABRAHAM: Objection. 8 Q. Do they havethe case report forms for
9 THE WITNESS: Yes. 9 the nine patients that received the pink tablets?
10 BY MR.BAUM: 10 MR. ABRAHAM: Objection.
11 Q. Andthat's asubstantial shift, isn't 11 THE WITNESS: | don't know.
12 it? 12 BY MR.BAUM:
13 MR. ABRAHAM: Objection. 13 Q. If the FDA reviewer and Dr. Laughren
14 THE WITNESS: Yes. 14 echoed this language from the study report in their
15 BY MR.BAUM: 15 evauation, would that indicate that they accepted the
16 Q. Who was the target audience for the 16 characterization of Forest in the study report?
17  MD-18 study report? 17 MR. ABRAHAM: Objection.
18 MR. ABRAHAM: Objection. 18 THE WITNESS: | wouldn't be ableto
19 THE WITNESS: Target audience. 19 comment on what they were thinking.
20 BY MR.BAUM: 20 BY MR.BAUM:
21 Q. Whowasintended to receiveit? 21 Q. Do youknow Tom Laughren?
22 A. Weél, the Food and Drug Administration. 22 A. | worked with him many years ago. |
23 Q. And that would have been the FDA medical 23 doubt he would remember me.
24 reviewer and Tom Laughren deciding whether to approve |24 Q. Inwhat capacity did you work with him?
Page 91 Page 93
1  Forest'srequest for apediatric major depressive order | 1 A. | started my career after my
2 indication; isthat correct? 2 post-doctoral training as areviewer at the
3 MR. ABRAHAM: Objection. 3 neuropharmacology division of FDA, and he was the team
4 THE WITNESS:. Yes. 4 leader for, | believe, the psychopharmacology products.
5 BY MR. BAUM: 5 Q. What drug did you work on?
6 Q. If they accepted this characterization 6 A.  Primarily anti-depressants.
7 of the P-value shift from .038 to .052 not being 7 Q.  Which anti-depressants?
8 substantial, they would have been misled, right? 8 A. I'mnot surel'm ableto reveal that
9 MR. ABRAHAM: Objection. 9 information.
10 THE WITNESS: | don't know. 10 Q. Wasit Celexa?
11 BY MR. BAUM: 11 A. No, | don't believe so.
12 Q. They would have drawn an incorrect 12 Q. Why aren't you ableto reveal that
13 conclusion, correct? 13 information?
14 MR. ABRAHAM: Objection. 14 A. I'mnot sure whether the drugs | worked
15 THE WITNESS: Just based on this 15 onat the FDA isconfidential information or not.
16 potentially, but | don't know. FDA reviewers 16 Q. If I gotothe FDA website on most
17 don't rely on the -- what the company has 17 drugs, | think | can get most of the medical reviewer
18 written as a thorough review. | spent two 18 reports, and if | do FOIAS, | can get most of those. |
19 years at the FDA. There'sathorough review of |19 don't think that's confidential.
20 the data starting with the raw data and working |20 MS. KIEHN: If he's not comfortable
21 their way up to the conclusions of the study. 21 giving the information, he's not going to give
22 BY MR. BAUM: 22 the information.
23 Q. When you say raw data, you mean case 23 THE WITNESS: No, you might beright. |
24 report forms? 24 just wasn't sure, but you make a good point,
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1 and | don't remember which drugs | workedon | 1 Q. Do you know why there's adifference;
2 specifically. Again, that was 30 years ago. 2 jt's one patient short?
3 BY MR.BAUM: 3 A. No, I donot.
4 Q. Allright. Sobut it wasn't citalopram? 4 Q. Youdon't recall that being discussed?
5 A. | don't believe so, no. 5 A. No.
6 Q. Didyou ever have any interaction with 6 Q. Solooking over to like the middle right
7 Forest while you were working at the FDA? 7 section, you see the P-valueis .038.
8 A. Notthat | recall. 8 Do you see that?
9 Q. Okay. Solet'stake alook at Page 71, 9 A. Yes.
10 and -- I'm going to come back to that in alittle bit. |10 Q. Andthat'sastatistically significant
1 Let'sgo to Page 100, and thisis"Table 11 P-value, correct?
12 3.1 Primary Efficacy." 12 MR. ABRAHAM: Objection.
13 Do you see that? 13 THE WITNESS: Yes.
14 A. Yes 14 BY MR.BAUM:
15 Q. Change from baselinein CDRS after 8 15 Q. Andthe P-value in Table 6 show the
16 weeks. 16  citalopram versus placebo was not statistically
17 Do you see that? 17 significant, but Table 3.1 shows that citalopram versus
18 A. Yes 18 placebo is statistically significant, correct?
19 Q. ITT population - LOCF. 19 MR. ABRAHAM: Objection.
20 Do you see that? 20 THE WITNESS: Yes.
21 A. Yes. 21 BY MR.BAUM:
22 Q. Allright. SothisTable3.1isaso 22 Q. And do you know why the earlier
23  for changein baseline CDRS after 8 weeks, correct? |23  analysis-- well, first off, take alook at the date up
24 A. Yes. 24  athetopright. It says October 30th, 2001.
Page 95 Page 97
1 Q. Andthisanalysisincluded 174 patients, 1 Do you see that?
2 85 patientsin the placebo group and 89 patientsinthe | 2 A. Yes
3 citalopram group. 3 Q. Andif youlook at the date on Table 6,
4 Do you see that? 4 1'll just hand you this, it's quicker for you, what's
5 MR. ABRAHAM: Objection. 5 thedate?
6 THE WITNESS: Yes. 6 A. September 12th, 2001.
7 BY MR. BAUM: 7 Q. SothisTable 6 appearsto have been run
8 Q. Andthat'sadifference of eight 8 earlier; isthat right?
9 patients from the table -- Appendix Table 6, which had | 9 MR. ABRAHAM: Objection.
10 166 patients. 10 THE WITNESS: It appears to have been
11 Do you recall that? 11 run earlier, yes.
12 MR. ABRAHAM: Objection. 12 BY MR. BAUM:
13 THE WITNESS: Yes, apparently. | didn't |13 Q. Do you know why the earlier run wasn't
14 do the math, but I'll trust you on that. 14 used?
15 BY MR.BAUM: 15 MS. KIEHN: Objection.
16 Q. Here, I'll just pull that out. 16 MR. ABRAHAM: Objection.
17 MS. KIEHN: What isthat? 17 THE WITNESS: Well, what do you mean
18 MR. BAUM: That'sthe same one. That's 18 "used"?
19 Table 6, Appendix Table 6. 19 BY MR.BAUM:
20 THE WITNESS: Yeah, you're right. 20 Q. Why it was placed in the appendix and
21 BY MR.BAUM: 21  not used as Table 3.1 for the primary efficacy measure?
22 Q. Sothat'seight patient difference, not 22 MR. ABRAHAM: Objection.
23 nine patient difference? 23 THE WITNESS: No, | do not.
24 A. Yes 24 BY MR. BAUM:
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1 Q. Wasthat ajudgment cal you didn't 1 Q. Amy Rubin or Tracey Varner, they
2 make? 2 wouldn't have anything to do with that?
3 MR. ABRAHAM: Objection. 3 MR. ABRAHAM: Objection.
4 THE WITNESS: No, that's not ajudgment | 4 THE WITNESS: | wouldn't think so, but |
5 cal | would have made. 5 have no direct knowledge of that.
6 BY MR.BAUM: 6 BY MR.BAUM:
7 Q. Do you know who would have madethat | 7 Q. Butitwasn't you?
8 judgment call? 8 MS. KIEHN: Objection.
9 MR. ABRAHAM: Objection. 9 THE WITNESS: It wasnot me. | was
10 THE WITNESS: | do not know. 10 responsible for writing the study report given
11 BY MR. BAUM: 11 the data that was generated.
12 Q. Would it have been Charlie Flicker? 12 BY MR.BAUM:
13 MR. ABRAHAM: Objection. 13 Q. Youwereresponsible for its being
14 THE WITNESS: It may have been. 14 accurate too, correct?
15 BY MR.BAUM: 15 MR. ABRAHAM: Objection.
16 Q. Ivan Gergel? 16 THE WITNESS: Yes.
17 MR. ABRAHAM: Objection. 17  BY MR. BAUM:
18 THE WITNESS: It may have been. 18 Q. Allright. Solet'sgo to Page 44 of
19 BY MR.BAUM: 19 the study report excerpt we have here, and we have
20 Q. Lawrence Olanoff? 20 Section 5.34 blinding.
21 MR. ABRAHAM: Objection. 21 Do you see that?
22 THE WITNESS: It may have been. 22 A. Yes.
23 BY MR.BAUM: 23 Q. Andinthat last paragraph it says, "No
24 Q. Waereyou involved in any discussions 24 double-blind treatment assignment was unblinded by this
Page 99 Page 101
1 with them about whether or not touse 3.1 asthe--the | 1 procedure before database lock.”
2 present 3.1 asthe primary efficacy measure versusthe | 2 Do you see that?
3 Appendix Table 6? 3 A. Yes
4 MR. ABRAHAM: Objection. 4 Q. Andthenit says, because of adrug
5 THE WITNESS: | don't recall any 5 packaging error, the citalopram or placebo tablets
6 discussions. 6 initially dispensed to 9 patients at 3 study centers
7 BY MR. BAUM: 7 weredistinguishable in color, athough otherwise
8 Q. Canyou think of anyone else that might 8 unblinded -- otherwise blinded (see section 7.0).
9 have been responsible for making that decision? 9 Do you see that?
10 MS. KIEHN: Objection. 10 A. Yes, yes.
11 THE WITNESS: No. 11 Q. And "when this error wasidentified at
12 BY MR.BAUM: 12 the beginning of the study period, all study medication
13 Q. Thosethree guysthat we just went 13 shipments were replaced in full with tablets of
14 through, Charlie Flicker, lvan Gergel, Lawrence 14 identical color to remove any potential for
15 Olanoff? 15 unblinding.”
16 MR. ABRAHAM: Objection. 16 Did | read that correctly?
17 THE WITNESS: | can't think of anyone 17 A. Yes
18 €l se besides one of those three that would have 18 Q. Sonow if we go to Section 7.0 on Page
19 made that decision. 19 63, which I think is the next page over on the exhibit.
20 BY MR.BAUM: 20 A. Yeah.
21 Q. Itwouldn't have been Solomon? 21 Q. Itsays, "Changesin the Conduct of the
22 MR. ABRAHAM: Objection. 22 Study and Planned Analyses."
23 THE WITNESS: | don't know. 23 Do you see that?
24 BY MR.BAUM: 24 A. Yes.
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1 Q. Okay. Sowhat is-- doyou know what 1 they wanted to evaluate whether inclusion of those
2 that section is about? 2 patients had any impact on the overall outcome of the
3 A. Wadl, asthetitle says, it's -- well, 3 study.
4 it appearsto focus on changesin the planned analysis. 4 Q. Anditdid, right?
5 Q. Wementioned earlier or you mentioned 5 MR. ABRAHAM: Objection.
6 earlier that sometimes there might be variationsin a 6 THE WITNESS: It appearsto have, yes.
7 protocol. Isthat -- isthis where those variations 7 BY MR.BAUM:
8 would be entered? 8 Q. Okay. Doyou recdl that the study
9 A. Right, yes, that would be my 9 protocol stated in Paragraph 9.7 on Page 16, "If the
10 understanding. 10 blind isbroken for any reason, Forest Laboratories
11 Q. Didyou draft this section? 11 must be notified immediately. Any patient for whom the
12 A. | don't remember. 12 blind has been broken will immediately be discontinued
13 Q. Okay. Sothelast paragraph it says, 13 from the study and no further efficacy evaluations will
14 Nine patients (Patients 105, 113, 114, 505, 506, 507, 14 be performed.”
15 5009, 513, and 514) were mistakenly dispensed 1 week of |15 Do you see that?
16  medication with potentially unblinding information 16 MS. KIEHN: Hold on.
17  (tablets had an incorrect coating). Therefore, in 17 BY MR. BAUM:
18 addition to the analysis specified in Section 6.4.1 for 18 Q. Sorry, seeing that, do you recall that?
19 theprimary efficacy parameter, a post-hoc analysiswas |19 MS. KIEHN: Whereisthat?
20 performed onan ITT subpopulation that excluded these 9 |20 MR. BAUM: That's at Page 16 | think of
21 patients. 21 Exhibit --
22 Do you see that? 22 MS. KIEHN: We don't have Page 16.
23 A. Yes 23 THE WITNESS: It'sin the protocoal.
24 Q. That post-hoc analysiswas Table 6in 24 MR. ABRAHAM: Areyou referringto a
Page 103 Page 105
1 the appendix, correct? 1 previous exhibit?
2 A. Yes, | believe that was the number. 2 MR. BAUM: Protocol. It's Page 16.
3 Q. Wastheanalysisin Table 6 actually a 3 MR. ABRAHAM: 328, Page 16.
4 post-hoc analysis, or was the analysisin Table 6 4 MR. BAUM: Or 328.
5 actudly thefirst analysis that was done by Forest 5 MR. ABRAHAM: Two page numbers.
6 datisticians? 6 BY MR.BAUM:
7 MR. ABRAHAM: Objection. 7 Q. Ithasall sortsof page numberson
8 THE WITNESS: | don't know. 8 here. Of Exhibit 3. Do you haveit there?
9 BY MR.BAUM: 9 A. Yep, I'vegot, yep.
10 Q. Thedate onthe Table 6 was earlier than |10 Q. Sodid| read that off correctly?
11 thedate on Table 3.1, wasn't it? 11 MS. KIEHN: | think you'll need to read
12 MR. ABRAHAM: Objection. 12 it again.
13 THE WITNESS: Correct. 13 BY MR. BAUM:
14 BY MR. BAUM: 14 Q. Okay. Sointhemiddle, third paragraph
15 Q. Would that suggest that it was not a 15  that's bolded, do you see that?
16  post-hoc analysis at all? 16 A. Yes
17 MR. ABRAHAM: Objection. 17 Q. And thelast sentence of that starts --
18 THE WITNESS: | would have noway of |18 says, "If the blind is broken for any reason, Forest
19 knowing. These analysesarerun -- canberun |19 Laboratories must be notified immediately.”
20 multiple times. 20 Do you see that?
21 BY MR. BAUM: 21 A. Yes
22 Q. Do you know why Forest conducted the |22 Q. And"Any patient for whom the blind has
23 post-hoc analysis at all? 23 been broken will immediately be discontinued from the
24 24 study and no further efficacy evauationswill be

A. Because of the potential for unblinding,
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1 performed.” 1 THE WITNESS: Which document? Yes.
2 Do you see that? 2 BY MR.BAUM:
3 A. Yes. 3 Q. Allright. Solet'sgo back to --
4 Q. That makes sense, right? 4 MS. KIEHN: Exhibit 5.
5 MR. ABRAHAM: Objection. 5 BY MR.BAUM:
6 THE WITNESS: Yes, it makes sense. 6 Q. --thestudy report.
7 BY MR.BAUM: 7 A. Okay.
8 Q. It shouldn't include patients that have 8 Q. Andwerein Section "13.0 Discussion
9 potential unblinding problemsin efficacy measures, | 9 and Overal Conclusions.”
10 correct? 10 A. Yep,yes.
11 MR. ABRAHAM: Objection. 11 Q. And under the subheading "Validity," do
12 THE WITNESS: Thissaysunblinded, not |12 you seethat?
13 potential unblinded. 13 A. Yes
14 BY MR.BAUM: 14 Q. "The study was designed to provide a
15 Q. Shouldn't include patients who are 15  valid, prospectively randomized, double-blind
16  unblinded in efficacy measures, right? 16 comparison of the treatment effects of citalopram and
17 MR. ABRAHAM: Objection. 17 placebo. A medication packaging error partialy
18 THE WITNESS: That would be my 18  compromised the study blind for 9 of the 174 patients.
19 understanding, yes. 19 Post-hoc analysis excluding these patients supported
20 BY MR.BAUM: 20 theresults from the intent-to-treat analysis. Itis
21 Q. Andif these nine patients were, in 21 concluded that the study results are valid and
22 fact, unblinded or the investigators were unblinded, |22 interpretable.”
23 you should not include those patients in the efficacy |23 Did | read that correctly, more or less?
24 measures, correct? 24 A. Yes
Page 107 Page 109
1 MR. ABRAHAM: Objection. 1 Q. Didyou writethis part of the study
2 THE WITNESS: From what |'ve seen, we 2 report?
3 don't know if those patients were unblinded. 3 A. | donotrecal.
4 BY MR.BAUM: 4 Q. Now, it says here "post-hoc analysis
5 Q. So-- okay. Well come back to that. 5 excluding these patients supported the results from the
6 MR. BAUM: Y ou want to take a bresk. 6 intent-to-treat analysis." That's actually untrue,
7 THE VIDEOGRAPHER: Thetimeisnow 7 isn'tit?
8 11:42 am. We're off the record. 8 MR. ABRAHAM: Objection.
9 (Brief recess.) 9 THE WITNESS: | don't feel competent
10 THE VIDEOGRAPHER: Thetimeis now 10 enough to answer. That's a statistical
11 11:54 am. We're on the record. 11 guestion.
12 BY MR. BAUM: 12 BY MR. BAUM:
13 Q. Soif these eight patients or nine 13 Q. Weéll, the post-hoc analysis had a
14  patients were unblinded or if the investigatorsworking |14  P-value of .052, correct?
15  with them were unblinded, the efficacy scoresfor those |15 MR. ABRAHAM: Objection.
16 individuas should not have been included in the 16 THE WITNESS: Correct.
17 primary outcome measure, correct? 17 BY MR. BAUM:
18 MR. ABRAHAM: Objection. 18 Q. Anditwasnot statistically
19 THE WITNESS: Yeah, apparently fromthe |19 significant, correct?
20 wording in the protocol, if they were indeed 20 MR. ABRAHAM: Objection.
21 unblinded. 21 THE WITNESS: Correct.
22 BY MR.BAUM: 22 BY MR.BAUM:
23 Q. Okay. Solet'sgoto Page 83. 23 Q. Soit'sbeing not statistically
24 MR. ABRAHAM: Of which document? 24 dignificant does not support the results of the intent
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1 totreat analysis, doesit? 1 MR. ABRAHAM: Objection.
2 MR. ABRAHAM: Objection. 2 THE WITNESS: No, not mine.
3 THE WITNESS: Thetrendisstill inthe 3 BY MR.BAUM:
4 same direction. 4 Q. What was your responsibility with
5 BY MR.BAUM: 5 respect to something like that?
6 Q. It exceeds.050, correct? 6 MR. ABRAHAM: Objection.
7 MR. ABRAHAM: Objection. 7 THE WITNESS: My role was to generate
8 THE WITNESS: Yes. 8 the study report based upon the data that was
9 BY MR.BAUM: 9 generated in the study.
10 Q. Soit'snot statistically significant? 10 BY MR.BAUM:
11 MR. ABRAHAM: Objection. 11 Q. Wasit part of your job to make sure the
12 THE WITNESS: Yes. 12 statementsin here were true?
13 BY MR.BAUM: 13 A. Yes
14 Q. It'snegative for the primary outcome 14 Q. Appendix Table 6's results undermine the
15 measure, correct? 15 assertionsthat Study 18's outcome was positive for
16 MR. ABRAHAM: Objection. 16  showing Celexasignificantly improved major depression
17 THE WITNESS: It would appear to be 17  disorder in children and adolescents, right?
18 negative, yes. 18 MR. ABRAHAM: Objection.
19 BY MR.BAUM: 19 THE WITNESS: Assuming those patients
20 Q. And itsbeing negative for the primary 20 were unblinded, yes.
21 outcome measure does not support its being positivefor |21 BY MR. BAUM:
22 the primary input, correct? 22 Q. But Table 6's results undermined the
23 MR. ABRAHAM: Objection. 23 assertion that citalopram outperformed placebo with
24 THE WITNESS: Yes. 24 respect to major depression disorder among children and
Page 111 Page 113
1 BY MR.BAUM: 1 adolescents, correct?
2 Q. Doyou think that's why the results 2 MR. ABRAHAM: Objection.
3 reported in Appendix 6 were relegated to the appendix | 3 THE WITNESS: It appearsto, yes.
4 and were not reported as the primary outcomeresults? | 4 BY MR. BAUM:
5 MR. ABRAHAM: Objection. 5 Q. Wouldyou agree that if astudy was
6 THE WITNESS: | don't know. 6 partially compromised -- it says here amedication
7 BY MR. BAUM: 7 packager partialy compromised the study blind.
8 Q. Doyou recall any discussions about 8 Would you agree that that's a
9 that? 9 dignificant problem?
10 MR. ABRAHAM: Objection. 10 MR. ABRAHAM: Objection.
11 THE WITNESS: No. 11 THE WITNESS: Again, I'm not an expert
12 BY MR.BAUM: 12 from a statistical perspective, if that's how
13 Q. Again, the people that would have made 13 you're asking the question.
14  those decisions would have been Flicker or Olanoff or |14 BY MR. BAUM:
15  Gergel? 15 Q. Weéell, from your perspective as a person
16 MR. ABRAHAM: Objection. 16 responsible for truthful communications to the FDA
17 THE WITNESS: | don't know. 17 regarding the outcome of a study, do you think that'sa
18 BY MR.BAUM: 18 significant statement?
19 Q. Itwould have been their responsibility 19 MR. ABRAHAM: Objection.
20 to makethat type of decision? 20 THE WITNESS: Aslong asall of the
21 MR. ABRAHAM: Objection. 21 information was included in the study report, |
22 THE WITNESS: Yes. 22 would be comfortable.
23  BY MR. BAUM: 23 BY MR. BAUM:
24 Q. Butnot yours? 24 Q. Evenif it was mischaracterized?
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1 MR. ABRAHAM: Objection. 1 Q. Doyou think that statement was true?
2 THE WITNESS: As| said, the agency, to 2 A. Yes
3 be perfectly honest, probably doesn't even read 3 Q. If the--if internally Forest had
4 this. They start with the data and work their 4 concluded, in fact, that these patients were actually
5 way forward from there. At least that's how | 5 unblinded, they should have been excluded; is that
6 was taught to do my reviews. 6 correct?
7 BY MR. BAUM: 7 MR. ABRAHAM: Objection.
8 Q. Soitdidn't matter what you said in the 8 THE WITNESS:. That would be my
9  study report? 9 interpretation from the wording in the
10 MR. ABRAHAM: Objection. 10 protocol.
11 THE WITNESS: In many respects, it 11 BY MR. BAUM:
12 doesn't, it'sthe truth, if the review was done 12 Q. Andif those patients were excluded, the
13 appropriately. 13 conclusion regarding the citalopram outperformed
14 BY MR.BAUM: 14 placebo with respect to the primary outcome measure
15 Q. Didyou review study reports when you 15 would have changed, correct?
16 wereworking at the FDA? 16 MR. ABRAHAM: Objection.
17 A. 1 wasonthenonclinical side, so | 17 THE WITNESS: Yes.
18 reviewed nonclinical study reports, resultsfrom animal |18 BY MR. BAUM:
19 studies. 19 Q. Do you know whether either Table 3.1 or
20 Q. And those would be written up kind of 20 Table 6 evidenced clinical significance?
21 likethis? 21 A. No.
22 A. Similar, yes. 22 Q. Youdon't know; isthat what you're --
23 Q. Didyou read them? 23 A. | don't know.
24 A. 1 would start with the data and the 24 Q. Do you know whether there was clinica
Page 115 Page 117
1 tables, the summary tables, cometo my conclusionand | 1 significance measure administered with respect to
2 then read what the company wrote. 2 MD-18?
3 Q. Didyou ever encounter blinding 3 MR. ABRAHAM: Objection.
4 problems? 4 THE WITNESS: | don't know.
5 MR. ABRAHAM: Objection. 5 BY MR.BAUM:
6 THE WITNESS: Well, we -- it's different 6 Q. Do you know how to do it?
7 in animal studies. It'simpossibleto 7 MR. ABRAHAM: Objection.
8 unblind -- everyone knows who is getting what. 8 THE WITNESS:. No, | don't.
9 It'snot ablinding. We don't blind 9 BY MR.BAUM:
10 nonclinical studies. They're alot easier to 10 Q. Doyourecal that aclinica
11 do, too. 11 dignificance metric was added to the manuscript for
12 BY MR. BAUM: 12 MD-18 that was published in the American Journal of
13 Q. Okay. Now, it says here that the 13 Psychiatry?
14 conclusion of the study results are valid -- rather is 14 MR. ABRAHAM: Objection.
15 the-- hereit saysthat the study results are valid 15 THE WITNESS: No, | don't recall.
16 andinterpretable. 16 BY MR. BAUM:
17 Do you see that? 17 Q. Youdon't recall the 2.9 number?
18 A. Yes 18 MR. ABRAHAM: Objection.
19 Q. What does that mean? 19 THE WITNESS: | saw that yesterday.
20 A. Basicaly, it meanswhat it says, that 20 BY MR.BAUM:
21 theresultsarevalid and you're able to draw a 21 Q. Didyou have anything to do with having
22 conclusion from the study results. 22 that number added to the manuscript?
23 Q. That'swhat interpretable means? 23 MR. ABRAHAM: Objection.
24 A. Yes tome. 24 THE WITNESS: No.
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1 BY MR.BAUM: 1 whether you're going to prescribe it to someone, right?
2 Q. Butyou're an author of the manuscript, 2 MR. ABRAHAM: Objection.
3 correct? 3 THEWITNESS: Yes.
4 A. Yes 4 BY MR.BAUM:
5 Q. Didyou have to approve that being added 5 Q. Andyoureawarethat therewasa
6 to the manuscript? 6 suicidality problem with respect to antidepressants
7 A. | don'trecal. 7 being administered to children, correct?
8 Q. Youreviewed it beforeit got sent in 8 MR. ABRAHAM: Objection.
9 for publication? 9 THE WITNESS: Yes.
10 A. Yes 10 BY MR.BAUM:
11 Q. Andyou reviewed it for accuracy? 11 Q. You saw the black box warning?
12 A. Yes 12 MR. ABRAHAM: Objection.
13 Q. Wouldn't you have wanted to know whether |13 BY MR. BAUM:
14  that 2.9 was accurate or not? 14 Q. Haveyoureadit?
15 MR. ABRAHAM: Objection. 15 A. | don't know if I've ever seen the black
16 THE WITNESS: | must admit, | don't 16  box warning.
17 remember the context in which the 2.9 was 17 Q. You know that thereis ablack box
18 discussed. | know we discussed it yesterday. 18 warning regarding suicidality?
19 It was a statistical measure, | believe, and if 19 MR. ABRAHAM: Objection.
20 that's the case, | relied on the statistician 20 THE WITNESS: | know thereis an issue
21 to accurately present the data. 21 with suicidality and depression in children. |
22 BY MR.BAUM: 22 don't know for afact whether there's a black
23 Q. Soindependent of discussions you had 23 box warning in the package insert.
24 with counsel yesterday, back when the manuscriptswere |24  BY MR. BAUM:
Page 119 Page 121
1 being prepared and the manuscripts were being submitted | 1 Q. Okay. You are awarethat thereisa
2 for publication, do you recall having discussions about 2 suicidality problem with respect to Celexa from the
3 clinical significance? 3 94404 study, correct?
4 A. No. 4 MR. ABRAHAM: Objection.
5 Q. Whosejob wasthat? 5 THE WITNESS:. That was-- it wasa
6 MR. ABRAHAM: Objection. 6 different population.
7 THE WITNESS: | don't know whose job 7 BY MR.BAUM:
8 that was. 8 Q. Buttherewasan elevated rate -- an
9 BY MR.BAUM: 9 elevated number of suicidal behavior or suicidality in
10 Q. It would beimportant to know whether a 10  the patients exposed to citalopram, correct?
11  drug actually had aclinical effect, correct? 11 MR. ABRAHAM: Objection.
12 MR. ABRAHAM: Objection. 12 THE WITNESS: Yes, that's my
13 THE WITNESS: | would say so to the 13 recollection.
14 individual patient, yes. 14 BY MR.BAUM:
15 BY MR.BAUM: 15 Q. Sothisisall coming back to you had
16 Q. It'snot important enough just for it to 16  wanted to make sure that you had aclinical benefit to
17 dlightly outperform placebo on ascale. It needsto be 17 outweighing any of these potential risks, correct?
18 something that actually makes a difference, correct? 18 MR. ABRAHAM: Objection.
19 MR. ABRAHAM: Objection. 19 THE WITNESS: Yes.
20 THEWITNESS: Yes. 20 BY MR.BAUM:
21  BY MR. BAUM: 21 Q. Do you know whether or not Celexa had a
22 Q. And you want to have something that 22 smal or large or trivial clinical significance?
23 makes a difference because there might be side effects 23 MR. ABRAHAM: Objection.
24  that are negative that you have to weigh as a physician 24 THE WITNESS: | don't know.
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1 BY MR.BAUM: 1 MR. ABRAHAM: Objection.
2 Q. Do you know whether or not someone 2 THE WITNESS: The P-valueis.052, yes.
3 observing children who were given citalopram or placebo | 3 BY MR. BAUM:
4 would have been ableto tell the difference? 4 Q. Andthat's more or less consistent with
5 MR. ABRAHAM: Objection. 5 the secondary outcome measures, right?
6 THE WITNESS: | don't know. 6 MR. ABRAHAM: Objection.
7 BY MR.BAUM: 7 BY MR. BAUM:
8 Q. Do youknow if -- okay. 8 Q. They were negative as well?
9 A. I'mnot achild psychologist or 9 A. Yes.
10 psychiatrist. 10 Q. Doyou know what the observed cases
11 Q. Whatisthe-- well, do you recall 11 outcome was for the CDRS-R?
12 whether the secondary outcome measures for MD-18 12 A. No.
13  demonstrated statistical significance? 13 Q. Do you know whether or not it was
14 A. | recal they did not at Week 8. 14 negative?
15 Q. What isthe purpose of secondary outcome 15 A. No, | don't know.
16 measuresinaclinica trial? 16 Q. You know that observed cases was also
17 MR. ABRAHAM: Objection. 17 evaluated for MD-18, correct?
18 THE WITNESS: Again, I'm not -- I'm not 18 MR. ABRAHAM: Objection.
19 an expert in the design of clinical trials, but 19 THE WITNESS: | believe so.
20 my understanding isit's additional measures 20 BY MR. BAUM:
21 that are looked at to evaluate the overall 21 Q. What are observed cases?
22 efficacy of the compound. 22 MR. ABRAHAM: Objection.
23 BY MR.BAUM: 23 THE WITNESS: I'm not sure.
24 Q. They'rekind of like cross-checks 24 BY MR.BAUM:
Page 123 Page 125
1 against the main result? 1 Q. Do you know what LOCF is?
2 MR. ABRAHAM: Objection. 2 A. Yes
3 THE WITNESS: | wouldn't quite put it 3 Q. WhatisLOCF?
4 that way. 4 A. Last observation carried forward.
5 BY MR.BAUM: 5 Q. What doesthat mean?
6 Q. Hepful information, | guess? How would | 6 A. Soif apatient drops out and you don't
7 you characterize it? 7 have ameasurement at Week 8, you take whatever the
8 A. Youknow, it's, as| said, additional 8 |ast observation was and apply that to the Week 8
9 information that helps you interpret the overall 9 analysis.
10 efficacy of the compound. 10 Q. And observed casesis the people who
11 Q. Arethey important at al? 11 actualy finished the trial; doesthat ring a bell?
12 MR. ABRAHAM: Objection. 12 MR. ABRAHAM: Objection.
13 THE WITNESS: They're certainly less 13 THE WITNESS: It may be, yes.
14 important than the primary efficacy endpoint. |14 BY MR. BAUM:
15 BY MR.BAUM: 15 Q. Do you know why studies wouldn't just
16 Q. Would it beimportant that they wereall |16 usethe observed casesif people actually finished?
17 negative at Week 8? 17 It'skind of artificia to use the last observations
18 MR. ABRAHAM: Objection. 18 carried forward, isn't it?
19 THE WITNESS: If the primary efficacy is |19 MR. ABRAHAM: Objection.
20 demonstrated at Week 8, thenit'sirrelevantis |20 THE WITNESS: Again, not an expert in
21 my understanding. 21 the area, but my understanding is that you want
22 BY MR.BAUM: 22 to -- you don't want to risk excluding
23 Q. Okay. So but the outcome with theeight |23 patients -- data from patients who maybe drop
24 patients was negative, correct? 24 out due to adverse events or for administrative
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1 reasons. Patients have anumber of reasonswhy | 1 A. Yes.
2 they drop out of studies. 2 Q. Andwhat was the P-value there?
3 BY MR.BAUM: 3 A. 0.257.
4 Q. If you use an LOCEF, that's not actually 4 Q. Andthat'snot statistically
5 what the patients reports were at -- and results were 5 dignificant, correct?
6 at the endpoint for the study, correct? 6 MR. ABRAHAM: Objection.
7 MR. ABRAHAM: Objection. 7 THE WITNESS: Correct.
8 BY MR.BAUM: 8 BY MR.BAUM:
9 Q. It'sanartificialy imposed set of 9 Q. Socitalopram failed to outperform
10 numbers from Weeks 2 or 3 or 4, right? 10 placebo with respect to -- significant -- let me say it
11 MR. ABRAHAM: Objection. 11 again.
12 THE WITNESS: | would haveto defertoa |12 Citalopram failed to significantly
13 statistician. 13 outperform placebo on the CGI Improvement scale,
14 BY MR.BAUM: 14 correct?
15 Q. Wadll, they are artificially imposed 15 MR. ABRAHAM: Objection.
16 numbers. They're not the actual results from the 16 THE WITNESS: That would appear to be
17  patient having been administered the rating scalesat |17 the case.
18 Week 8, correct? 18 BY MR.BAUM:
19 MR. ABRAHAM: Objection. 19 Q. Soitwasnegative for efficacy,
20 THE WITNESS: Weéll, it's correct that 20 correct?
21 the patients were not administered the rating 21 MR. ABRAHAM: Objection.
22 scales at Week 8. 22 THE WITNESS:. Yes.
23 BY MR.BAUM: 23 BY MR. BAUM:
24 Q. Used rating scales from earlier weeks, 24 Q. Let'sgotoPage 102, whichis, |
Page 127 Page 129
1 right? 1 believe, Table 3.3 from the study report, and it's
2 MR. ABRAHAM: Objection. 2 again secondary efficacy measure, change from baseline
3 THE WITNESS: Yes. 3 in CGl Severity after 8 weeks.
4 BY MR.BAUM: 4 Do you see that?
5 Q. Rating scale results, rather? 5 A. Yes
6 A. Yeah 6 Q. Andit hasP-value of .266.
7 Q. Now, with respect to MD-18, secondary 7 Do you see that?
8 endpoints, you recall that per the protocol, the 8 A. Yes
9 secondary endpoints were the CGI improvement score 9 Q. Andthat's not statistically
10 change from baseline and CGlI severity, K-SADS, 10 dignificant, isit?
11  depression module, CGI score at Week 8, correct? 11 MR. ABRAHAM: Objection.
12 MR. ABRAHAM: Objection. 12 THE WITNESS: No, itisnot.
13 MS. KIEHN: If he needsto look at a 13 BY MR. BAUM:
14 document to confirm that. 14 Q. Sothe secondary endpoint of CGlI
15 THE WITNESS: Yeah, | think -- 15 Severity was negative for efficacy, correct?
16 BY MR.BAUM: 16 MR. ABRAHAM: Objection.
17 Q. It'sprotocol, Page 2. 17 THE WITNESS: At Week 8, yes.
18 A. Yeah, CGI-S, CGI-I, CGAS, Kiddie 18 BY MR. BAUM:
19  schedule and the K-SADS depression module, yes, those |19 Q. AtWeek 8, correct.
20 appear to be the secondary endpoints. 20 Let's go to the next table in the
21 Q. Andin Exhibit 5, the study report, 21 exhibit, and it's Table 3.4 on Page 103.
22 |et'sturnto Page 101. Andthisisa statistical 22 Do you see that?
23 tablereflecting the secondary endpoint of CGI 23 A. Yes
24 Improvement after 8 weeks, correct? 24 Q. Andthisisanother secondary efficacy

ol kow Technol ogi es,

I nc.

Page 33 (126 - 129)






Wl liamE. Heydorn, Ph.D.
Page 130 Page 132
1 measure, change from baselinein CGAS after 8weeksin | 1 BY MR. BAUM:
2 theintent-to-treat population - LOCF. 2 Q. AtWaeek 8, correct.
3 Do you see that? 3 Let's go to Page 72 of the study report,
4 A. Yes 4 under "10.5 Efficacy Conclusions."
5 Q. And the P-value thereis.309. 5 Do you see that?
6 Do you see that? 6 A. Yes.
7 A. Yes 7 Q. Andit saysin the second paragraph,
8 Q. And that wasn't statistically 8 dignificant differences (P lessthan 0.05), indicative
9 dignificant either, right? 9 of greater improvement in citalopram patients than
10 MR. ABRAHAM: Objection. 10  placebo patients, were also observed in the CGI-I
11 THE WITNESS: No, it was not. 11  CGI-S, and CGAS.
12 BY MR.BAUM: 12 Do you see that?
13 Q. Sothe secondary endpoint for CGAS was 13 A. Yes.
14 negative for efficacy aswell, right? 14 Q. Now, you see above there thefirst
15 MR. ABRAHAM: Objection. 15 paragraph it says that the primary efficacy parameter
16 THE WITNESS: At Week 8, yes. 16  change from baseline CDRS at Week 8, citalopram
17 BY MR.BAUM: 17 produced significantly greater improvement than
18 Q. AtWeek 8, right. 18 placebo, P vaue -- P equals 0.038 in the LOCF
19 And going to the next one, Table 3.5 on 19 analysis.
20  Page 104, which is another secondary efficacy measure, |20 Do you see that?
21 change from baselinein K-SADS-P Depression Module |21 A. Whereareyou?
22 ofter 8 weeks. 22 Q. Inthefirst paragraph under Efficacy
23 Do you see that? 23 Conclusions, just above the one we were just talking
24 A. Yes 24 about?
Page 131 Page 133
1 Q. AndtheP-valuethereis.105; isthat 1 A. Oh, I'm sorry, yes.
2 correct? 2 Q. Soyou seethat first sentence that says
3 A. Yes 3 that the P value was .038?
4 Q. Andthat's greater than .05 as well, 4 A. Yes
5 right? 5 Q. And "the citalopram group exhibited
6 A. Correct. 6 significantly greater improvement than the placebo
7 Q. Sothat'snot statistically significant 7 group at Week 1 and subsequent clinical visits."
8 dither, right? 8 Do you see that?
9 MR. ABRAHAM: Objection. 9 A. Yes
10 THE WITNESS: At Week 8. 10 Q. Thenit shifts down to there were also
11 BY MR. BAUM: 11 significant differencesin the -- greater improvement
12 Q. AtWeek 8, correct? 12 inthe secondary outcome measures, right?
13 A. Correct. 13 MR. ABRAHAM: Objection.
14 Q. Sothe secondary endpoint of K-SADS 14 THE WITNESS: Yes.
15 Depression Module was negative for efficacy at Week 8, |15 BY MR. BAUM:
16 correct? 16 Q. Thenit says, statistically significant
17 MR. ABRAHAM: Objection. 17  effects were not found as consistently across study
18 THE WITNESS: Yes. 18 time points for the secondary efficacy parameters as
19 BY MR. BAUM: 19 for the primary efficacy parameter, but numerically
20 Q. Soisn'tittruethat al of the 20 greater improvement in citalopram group was observed on
21 prespecified secondary endpoints aslisted in MD-18's 21 every efficacy parameter at every clinic visitin both
22 protocol were negative for efficacy, right, correct? 22 LOCF and OC analysis, correct?
23 MR. ABRAHAM: Objection. 23 A. Yes
24 THE WITNESS: At Week 8. 24 Q. Sothosetwo or three sentences there
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1 suggests that the outcomes for the secondary outcome 1 tofocusonthem; isthat right?
2 measures were positive as opposed to negative, correct? | 2 MR. ABRAHAM: Objection.
3 MR. ABRAHAM: Objection. 3 THE WITNESS: | don't know.
4 THE WITNESS: Well, we know they were 4 BY MR.BAUM:
5 positive at the earlier time points. 5 Q. Doyou recal aplan that there was
6 BY MR.BAUM: 6 discussed to have the secondary outcome measures for
7 Q. Butthere'sno reference herethat it 7 the earlier weeks emphasized, in the Week 8 outcomes
8 was negative at the Week 8, which isthe endpoint, 8 de-emphasized?
9 correct? 9 MR. ABRAHAM: Objection.
10 MR. ABRAHAM: Objection. 10 THE WITNESS: No, | don't recall.
11 THE WITNESS: Correct. 11 BY MR.BAUM:
12 BY MR. BAUM: 12 Q. That would be improper, wouldn't it?
13 Q. And so this suggests, you know, that 13 MR. ABRAHAM: Objection.
14 there were positive results, but, in fact, there was 14 THE WITNESS: | don't know.
15 actualy anegative result at the endpoint, correct? 15 BY MR.BAUM:
16 MR. ABRAHAM: Objection. 16 Q. Do you think it's appropriate to focus
17 THE WITNESS: Yes, but this should not 17 on the positive and deflect attention from the negative
18 be read in isolation, because I know this was 18 if the negative isthe week eight outcome?
19 discussed earlier in the study report. 19 MR. ABRAHAM: Objection.
20 BY MR.BAUM: 20 THE WITNESS: These were secondary
21 Q. Wadll, thisisthe conclusions. 21 outcomes, so the emphasis on them is less.
22 Shouldn't the conclusions say what happened at Week 8? |22 BY MR. BAUM:
23 MR. ABRAHAM: Objection. 23 Q. Soisit appropriate to exclude the
24 THE WITNESS: It obviously could have 24 actual Week 8 outcome which was negative and focus on
Page 135 Page 137
1 been worded differently. 1 the prior week's positive outcomes?
2 BY MR.BAUM: 2 MR. ABRAHAM: Objection.
3 Q. Asareviewer for the FDA, did sometimes 3 THE WITNESS: Asl said, it could have
4 you just looked at the conclusions to see what the 4 been worded differently.
5 outcomes were? 5 BY MR.BAUM:
6 A. No. 6 Q. And by that you mean that it -- how
7 Q. Youwouldn't have done that, okay? 7 would you -- do you think it ought to have been worded?
8 A. That'snot what | would do, no. 8 MR. ABRAHAM: Objection.
9 Q. Allright. So, inany case, there's no 9 THE WITNESS: The Week 8 negative
10 reference herein the conclusions to the Week 8 10 outcomes on the secondary endpoints should have
11 outcomes being negative for the secondary endpoints, 11 been mentioned in the efficacy conclusions.
12 correct? 12 BY MR. BAUM:
13 MR. ABRAHAM: Objection. 13 Q. Okay. Let'sgoto Page69 andit's
14 THE WITNESS: Correct. 14 under Section 10.1, which is part of the efficacy
15 BY MR.BAUM: 15 evauationsagain. Part way down, like the next to the
16 Q. And do you know who drafted this 16 |ast paragraph says "analyses using."
17 language? 17 Do you see that?
18 A. | donot know. 18 A. Yes
19 Q. Do you know why the Week 8 outcomeswere |19 Q. It says, analyses using the OC, that
20 left out? 20 would be observed cases?
21 MR. ABRAHAM: Objection. 21 A. Yes
22 THE WITNESS: No, | don't know. 22 Q. Approach likewise demonstrated
23 BY MR.BAUM: 23 dignificantly greater improvement in the citalopram
24 Q. They were negative, so they didn't want 24 group compared to the placebo group, with significant
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1 citalopram differences (pn0.05) observed at Weeks 1,4 | 1 A. | would conclude that from reading this
2 and6, (Table4.1B). 2 paragraph, yes.
3 Do you see that? 3 Q. And so this phrase here suggesting that
4 MR. ABRAHAM: Objection. 4 the OC -- the observed cases results were positive is
5 THE WITNESS: Yes. 5 mideading because it leaves out Week 8, right?
6 BY MR.BAUM: 6 MR. ABRAHAM: Objection.
7 Q. Didyou write that section? 7 THE WITNESS: Well, we didn't go over
8 A. | don'trecal. 8 the data from all of the weeks, but I'm sureif
9 Q. Youdon't recall whether the OC data was 9 we did, we would find it was positive at Weeks
10 negative or positive? 10 1,4and6.
11 A. Tobehonest, no, | don't. | did not 11 BY MR.BAUM:
12 recall that. 12 Q. Butit suggests that the Week 8 endpoint
13 Q. Okay. Solet'stakealook at Page 110, 13 for observed cases demonstrated significantly greater
14 Table4.1B. It'sactually Page 111, the next pagedown |14 improvement, when it actually didn't, right?
15 for the Week 8. You seethe P-vaue there for Week 8? |15 MR. ABRAHAM: Objection.
16 A. Yes 16 THE WITNESS: No, it doesn't suggest
17 Q. Andit's.167? 17 that at all.
18 A. Yes 18 BY MR.BAUM:
19 Q. And sothat'snot statistically 19 Q. Doesn't even mention Week 8, right?
20 significant, correct? 20 A. Correct.
21 MR. ABRAHAM: Objection. 21 Q. And sofocusing on the positive 1, 4 and
22 THE WITNESS: | would say not. 22 6 weeks and not mentioning the negative Week 8 was a
23 BY MR.BAUM: 23  material omission; don't you think?
24 Q. And sothedifference at Week 8 between 24 MR. ABRAHAM: Objection.
Page 139 Page 141
1 Celexaand placebo for the primary endpoint using 1 THE WITNESS: Inthiscaseg, no. | think
2 observed casesis not statistically significant, 2 a competent reviewer would read this paragraph
3 correct? 3 and would say it was positive at Weeks 1, 4 and
4 MR. ABRAHAM: Objection. 4 6 and, therefore, was not positive at Weeks 2
5 THE WITNESS: It would appear not to be, 5 and 8.
6 yes. 6 BY MR.BAUM:
7 BY MR.BAUM: 7 Q. Butisn't Week 8 the important week?
8 Q. Soreferring back to Page 69 of the 8 MR. ABRAHAM: Objection.
9  study report, if you'd like, you want to take the 9 BY MR.BAUM:
10 stapler out of those. 10 Q. It'sthe endpoint, right?
11 A. No, no, I'll get them all mixed up then. 11 A. Yes, it'sthe endpoint.
12 | don't like the double-sided, | know, trying to save 12 Q. And that'swhere you determine whether
13 the environment. Okay. 13 it'spositive or negative for thetrial, correct?
14 Q. Solet'sgo back to Page 69 on the 14 MR. ABRAHAM: Objection.
15 efficacy evaluation. So that says, analysis using the 15 THE WITNESS: Yes, but thiswasthe
16  OC approach likewise demonstrated significantly greater |16 observed cases analysis, not the LOCF.
17 improvement in the citalopram group compared to the 17 BY MR. BAUM:
18 placebo group, and it leaves -- with significant 18 Q. Yeah, but the Week 8 is the endpoint,
19 citalopram differences .05 observed at 1, 4 and 6, 19  correct?
20 weeks 1, 4 and 6, leaves out Week 8, right? 20 A. | have no problem with the way this
21 MR. ABRAHAM: Objection. 21 paragraph isworded, I'll be perfectly honest. I've
22 THE WITNESS: Yes. 22 been honest al aong.
23 BY MR.BAUM: 23 Q. Wédll, | appreciate that.
24 Q. At Week 8it was negative, correct? 24 Why do you think that that's correct to
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1 omit the Week 8 negative resultsin this section? 1 were negative, correct?
2 MR. ABRAHAM: Objection. 2 MR. ABRAHAM: Objection.
3 THE WITNESS: It'simplied here. 3 THE WITNESS: At Week 8, yes.
4 BY MR.BAUM: 4 BY MR.BAUM:
5 Q. Okay. 5 Q. At Week 8, right.
6 A. | mean, it's obviousto me. 6 And observed cases was negative at Week
7 Q. Okay. All right. Solet'sgoto Page 7 8, correct?
8 84. Thisisthe overall conclusion. 8 MR. ABRAHAM: Objection.
9 Do you see that? 9 THE WITNESS: Yes.
10 A. Yes 10 BY MR. BAUM:
1 Q. Theresults of this study support the 11 Q. Sofive, six of the results were
12 conclusion that citalopram 2-4 -- oh, that'sprobably |12 negative, and one was positive, correct?
13 20to 40 milligrams a day? 13 MR. ABRAHAM: Objection.
14 A. Yeah. 14 THE WITNESS: At Week 8, yes.
15 Q. Issafe and efficacious in the treatment 15 BY MR.BAUM:
16 of major depressive disorder in children and 16 Q. And hereit saystheresults of this
17 adolescents. 17  study support the conclusion -- there's only one result
18 Did | read that correctly? 18 that was positive, and it was the Table 3.1 that
19 A. Yes youdid. 19 included the eight unblinded patients, correct?
20 Q. Isthat actually true? 20 MR. ABRAHAM: Objection.
21 MR. ABRAHAM: Objection. 21 THE WITNESS: Wéll, at Week 8, yes.
22 THE WITNESS: Certainly, intheprimary (22 BY MR. BAUM:
23 endpoint. 23 Q. Sol guess, in other words, whether one
24 BY MR.BAUM: 24 used Table 3.1 with the unblinded patientsin or Table
Page 143 Page 145
1 Q. Sothat would be aresult, correct? 1 6 with them out made a difference in the outcome of the
2 A. Wadll, that was the prespecified primary | 2 MD-18sbeing negative or positive, correct?
3 endpoint, the whatever -- 3 MR. ABRAHAM: Objection.
4 Q. Including -- if you included the -- 4 THE WITNESS: It appearsto, yes.
5 A. Thenine patients. 5 BY MR.BAUM:
6 Q. Thenine patients, right? 6 Q. And even with those patients included,
7 A. Correct. 7 dl four of the secondary outcome measures were
8 Q. Sothat'sthe only positive endpoint 8 negative at Week 8, right?
9 amongst any of the endpoints measuring efficacy in | 9 MR. ABRAHAM: Objection.
10 MD-18, correct? 10 THE WITNESS: Yes.
11 MR. ABRAHAM: Objection. 11  BY MR. BAUM:
12 THE WITNESS: It was the primary 12 Q. And with them included, with those eight
13 endpoint. 13 patientsincluded, the observed cases at Week 8 had a
14 BY MR. BAUM: 14 nonsignificant P-value as well, correct, so it was
15 Q. Itwastheonly one? If you took out 15 negative?
16 the eight patients, it was negative, correct? 16 MR. ABRAHAM: Objection.
17 A. TheP-value was greater than .5, yes. 17 THE WITNESS: Yes.
18 MR. ABRAHAM: Objection. 18 BY MR. BAUM:
19 BY MR. BAUM: 19 Q. And Lundbeck's 94404 study was negative
20 Q. And so that was negative, correct? 20 for efficacy aswell, right?
21 MR. ABRAHAM: Objection. 21 MR. ABRAHAM: Objection.
22 THE WITNESS: Yes. 22 THE WITNESS: Yes.
23 BY MR. BAUM: 23  BY MR.BAUM:
24 Q. Andal four of the secondary endpoints |24 Q. Sodoyou think it's accurate to say,
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1 overdl, theresults of study MD-18 support the 1 results were positive when, you know, most of them were
2 conclusion that Celexais efficaciousin thetreatment | 2 negative?
3 of the magjor depressive disorder in children and 3 MR. ABRAHAM: Objection, asked and
4 adolescents? 4 answered.
5 A. The study met its primary endpoint. 5 THE WITNESS: Do | have to answer?
6 Q. Ovedl? 6 MR. ABRAHAM: Y ou can answer.
7 MR. ABRAHAM: Objection. 7 THE WITNESS: Can you repeat it?
8 THE WITNESS: Therewas positive effects| 8 BY MR. BAUM:
9 at earlier weeks on multiple secondary 9 Q. Isit accurate to say that, overall, the
10 endpoints, the observed cases were positive at 10 results were positive, when most of them were actually
11 earlier weeks. 11  negative?
12 BY MR. BAUM: 12 MR. ABRAHAM: Objection, asked and
13 Q. Multiple endpoints? Therewasonly one |13 answered.
14 endpoint that was positive, right? 14 THE WITNESS: Acrossall of thetime
15 MR. ABRAHAM: Objection. 15 points, there was multiple positive indications
16 THE WITNESS: I'msorry. Let me 16 of efficacy with the compound.
17 rephrase. 17 BY MR.BAUM:
18 On the secondary outcome measures. 18 Q. But not overall, what's overall mean?
19 BY MR.BAUM: 19 MR. ABRAHAM: Objection.
20 Q. AtWeeksl, 4,6? 20 THE WITNESS: Multiple measures were
21 A. Yes, yeah. 21 taken at multiple time points. The secondary
22 Q. AndWeeks1, 4, 6 are not the endpoint, 22 measures were positive at Weeks 1, 2, 4 and 6.
23 correct? 23 BY MR.BAUM:
24 MR. ABRAHAM: Objection. 24 Q. Would you -- if you were responsible for
Page 147 Page 149
1 THE WITNESS: Those are secondary 1 drafting thisall by yourself, would you change the way
2 endpoints, those are secondary measures. 2 that was worded?
3 BY MR.BAUM: 3 MR. ABRAHAM: Objection.
4 Q. They're secondary measures, but they're 4 THE WITNESS: Potentialy, yes.
5 not endpoints, are they? 5 MR. BAUM: Okay. So let'smove onto
6 MR. ABRAHAM: Objection. 6 the next exhibit.
7 BY MR. BAUM: 7 (Document marked for identification as
8 Q. Theendpoint was Week 8? 8 Heydorn Deposition Exhibit No. 6.)
9 A. Yes. 9 BY MR.BAUM:
10 Q. And determining whether or not atrial 10 Q. Six, andthisis MDL-FORP0175697, an
11  ispositive or negative occurs at the endpoint, 11 e-mail from Paul Tiseo to Joan Barton dated March 2nd,
12 correct? 12 2000, Re: CIT-18, and thisiswhat we were discussing
13 MR. ABRAHAM: Objection. 13  earlier today.
14 THE WITNESS: Yes, that's my 14 Y ou've seen this before, correct?
15 understanding. 15 A. | saw it yesterday for the first time.
16 BY MR.BAUM: 16 Q. Oh, you had never seen it before?
17 Q. Andtherewasonly one measurethat was |17 A. No.
18 positive at Week 8, and the rest were all negative, 18 Q. Doyou seeinthe CC line the name
19  correct? 19 Tracey Varner?
20 MR. ABRAHAM: Objection. 20 A. Yes
21 THE WITNESS: Yes, the primary outcome |21 Q. Doyou recall her position at Forest?
22 measure was positive at Week 8. 22 A. | believe shewasin regulatory affairs.
23 BY MR.BAUM: 23 Q. What doesthat mean?
24 Q. Soisitaccurateto say, overal, the 24 A. Regulatory affairsisthe group that's
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1 responsible for interactions with the regulatory 1 outtoal the CIT-MD-18 investigationa sites,
2 authorities. 2 correct?
3 Q. They'reresponsible for making sure that 3 A. Yes
4 there's accurate and truthful communications between | 4 Q. Do you know who would have received the
5 the company and the FDA? 5 fax at the sites?
6 MR. ABRAHAM: Objection. 6 A. | havenoidea
7 THE WITNESS: Yes, | would say so. 7 Q. Okay. Solet'sgo to the next page,
8 BY MR.BAUM: 8 which says transmission -- afax transmission cover
9 Q. Sothis--did you see e-mailsand 9 sheet.
10  correspondence like this while you wereworking at |10 Do you see that?
11 Forest regarding like interactions between staff 11 A. Yes
12 regarding correspondence to investigatorsin the 12 Q. Andit'sdated March 2nd, 2000?
13 conduct of trials? 13 A. Yes
14 MR. ABRAHAM: Objection. 14 Q. Anditsays"Urgent Message," do you see
15 THE WITNESS:. I'msurel saw some, but |15 that, and it'sin bold, large with asterisks around it?
16 it was not the primary focus of my job so -- 16 A. Yes
17 but I'm sure | saw some. 17 Q. Sothat was an important message,
18 BY MR. BAUM: 18 correct?
19 Q. Soyou never saw thisin your 19 A. | would say so.
20  preparation of the study report? 20 Q. Itsays, "It hascometo our attention
21 A. | don't recall seeing this, no. 21 that an error was made during the packaging of the
22 Q. Okay. Sothee-mail says, "Dear al, 22 clinical suppliesfor the above-noted study," which is
23 for your information, a copy of the fax that went out |23 CIT-MD-18, right?
24 toal CIT-MD-18 Pediatric Investigational sitesthis |24 A. Yes
Page 151 Page 153
1 morning is attached. All sites have also been 1 Q. A number of bottles of active medication
2 contacted by telephone and given verbal instructionson | 2 were mistakenly packed with the pink-colored commercial
3 how to proceed with both drug shipment, aswell as 3 Celexatabletsinstead of the standard white citalopram
4 their patients who have been screened and/or 4 tablets used for blinded clinical trials -- clinical
5 randomized. 5 studies.
6 I would also like to that everyone 6 Do you see that?
7 involved in this process for their input and their 7 A. Yes
8 assistancein rectifying this situation in such a 8 Q. Sothat's saying they were actualy
9 timely manner." 9 given the active medication, correct?
10 Did | read that right? 10 MR. ABRAHAM: Objection.
11 A. Yes 11 THE WITNESS: | don't know.
12 Q. SothisisMarch 2nd, 2000, right? 12 BY MR.BAUM:
13 A. Yes 13 Q. It says, anumber of bottles of active
14 Q. Andthat's beforethetria concluded, 14 medication were mistakenly packed with the pink-colored
15 correct? 15 commercia Celexatablets, correct?
16 A. | believeso. 16 A. Yes, it does say that.
17 Q. Doyouwant tolook at the study report? 17 Q. Sothe pink tablets weren't placebo,
18 Look at the start dates. 18 they were active medication?
19 A. Okay, started January 31st and completed 19 MR. ABRAHAM: Objection.
20 April 10th, thisis March 2000, yes, so it's -- 20 BY MR.BAUM:
21 Q. Soit'sacouple monthsinto the 21 Q. They were Celexa?
22 initiation date, following the initiation? 22 A. 1 don'tknow. | guessthat'sone
23 A. Just over amonth, yeah. 23 interpretation of this, yes.
24 Q. Solet's-- Dr. Tiseo says, thiswent 24 Q. Wasthere any other interpretation you
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1 can make from the language a number of bottles of 1 BY MR.BAUM:
2 active medication were mistakenly packed with the 2 Q. Sothenit says, "This medication needs
3 pink-colored commercial Celexa tablets? 3 to be replaced with the appropriate white tablets
4 MR. ABRAHAM: Objection. 4 immediately to maintain the study blind."
5 BY MR.BAUM: 5 Did | read that correctly?
6 Q. Pink-colored Celexa -- pink-colored 6 A. Yes.
7 commercial Celexatablets active medication meansthey | 7 Q. Do you agree with this memo's statement
8 weregiven Celexa, right? 8 that it wasimportant to replace these tablets
9 MR. ABRAHAM: Objection. 9 immediately?
10 THE WITNESS: It appears from this, yes. 10 MR. ABRAHAM: Objection.
11 BY MR. BAUM: 11 THE WITNESS: | don't know.
12 Q. Soitgoesonand says, "asaresult, 12 BY MR. BAUM:
13 dispensing these tablets would automatically unblind 13 Q. Now, at thispoint the investigators
14 thestudy." 14 have been advised that the tablets that were pink that
15 Do you see that? 15 they received were active medication, correct?
16 A. Yes 16 MR. ABRAHAM: Objection.
17 Q. Sothat saysit was dispensing those 17 THE WITNESS:. Yes.
18 tablets would automatically unblind the study? 18 BY MR.BAUM:
19 A. Yes, it saysthat. 19 Q. Sothey would know which patients were
20 Q. That'spretty clear, isn't it? Didn't 20  actually assigned active medication, wouldn't they?
21 say potentially unblind, doesit? 21 MR. ABRAHAM: Objection.
22 MR. ABRAHAM: Objection. 22 THE WITNESS: If they were unblinded,
23 THE WITNESS: It sayswould 23 yes.
24 automatically unblind the study. 24 BY MR. BAUM:
Page 155 Page 157
1 BY MR.BAUM: 1 Q. Wédl, if they received the pink tablets
2 Q. Sowith respect to the nine patients who 2 andthey're being told just now that they were active
3 received the pink tablets, the study was unblinded with | 3 medication, those patients were being given active
4 respect to them automatically, correct? 4 medication, correct?
5 MR. ABRAHAM: Objection. 5 MR. ABRAHAM: Objection.
6 THE WITNESS: Can wetak? 6 THE WITNESS: Yes, | would assume so,
7 BY MR.BAUM: 7 yeah.
8 Q. No, youcan't. 8 BY MR.BAUM:
9 A. Okay. Canyou repeat the question. 9 Q. Andtheinvestigators would know that?
10 MR. BAUM: Can you read it back. 10 MR. ABRAHAM: Objection.
11 (The court reporter read back the record 11 BY MR. BAUM:
12 as requested.) 12 Q. They would know which patients received
13 THE WITNESS: Thisisinconsistent with 13 them, right?
14 what isin the data tables. 14 MR. ABRAHAM: Objection.
15 BY MR.BAUM: 15 THE WITNESS: | would have no direct
16 Q. Okay. Sothat's-- | like your saying 16 knowledge, but | would assume so.
17  that, | think that'strue, that's not exactly an answer 17 BY MR. BAUM:
18 tomy question. 18 Q. Sothey were unblinded aswell, correct?
19 Can you answer my question? 19 MR. ABRAHAM: Objection.
20 THE WITNESS: Can you repeat the 20 THE WITNESS: With respect to those
21 question one more time. 21 patients, | would assume so.
22 (The court reporter read back the record 22 BY MR. BAUM:
23 as requested.) 23 Q. Sothose patients should have been
24 THE WITNESS: | guessyes. 24 counted in the efficacy measures, should they?
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1 MR. ABRAHAM: Objection. 1 patients were randomized to placebo, they would have
2 THE WITNESS: | defer to the 2 been placebo patients given active medication, right?
3 statistician on that. 3 MR. ABRAHAM: Objection.
4 BY MR.BAUM: 4 THE WITNESS: | have no way of knowing
5 Q. What do you think? 5 that.
6 MR. ABRAHAM: Objection. 6 BY MR.BAUM:
7 THE WITNESS: Y ou can make arguments 7 Q. Itkind of messes up with the protocol
8 either way on thisone. Asl said, this 8 of thetrials, soit's better just not to count them,
9 appears to be inconsistent with the data tables 9 right?
10 that suggest there were pink placebo tablets 10 MR. ABRAHAM: Objection.
11 that were also out there. 11 THE WITNESS: | would defer to a
12 BY MR. BAUM: 12 statistician on that.
13 Q. Soyou think there might have been pink 13 BY MR.BAUM:
14 placebo tablets? 14 Q. Weéll, what do you think?
15 A. Based on the datatables you showed me, 15 MR. ABRAHAM: Objection.
16 there werefour patientsin each of the active and 16 THE WITNESS: There are concerns about
17  placebo group that were excluded in the reanalysis. 17 these nine patients, yes.
18 Q. Sohereit saysthat they received 18 BY MR.BAUM:
19 active medication packed with pink-colored commercial |19 Q. And they shouldn't have been counted,
20 Celexatabletsinstead of the standard white citalopram |20 correct?
21  tablets? 21 MR. ABRAHAM: Objection.
22 A. Yes 22 THE WITNESS: | think you can make
23 Q. Do you think they made pink placebo 23 arguments both ways.
24 tablets? 24 BY MR.BAUM:
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1 A. | don't know. 1 Q. What do you think?
2 Q. Itdoesn't say that here, doesit? 2 MR. ABRAHAM: Objection.
3 MR. ABRAHAM: Objection. 3 THE WITNESS: The analysis was done both
4 THE WITNESS: No, it doesn't say that 4 with and without those patients.
5 here. 5 BY MR.BAUM:
6 BY MR.BAUM: 6 Q. Okay. And the one without those
7 Q. Okay. Do you know who Paul Tisecowas, | 7 patients-- well, let's go to the next paragraph down.
8 right? 8 "For those sites that have already
9 A. Yes. 9 randomized patients, please be advised that this error
10 Q. Do you think he would have known more |10 in packaging does not affect the safety of your
11 about thisthan you? 11  patientsin any way."
12 MR. ABRAHAM: Objection. 12 Do you see that?
13 THE WITNESS: Yes, far more. 13 A. Yes
14 BY MR. BAUM: 14 Q. And then "The medication used in both
15 Q. And he's saying right here that they 15 thewhite and the pink tabletsis exactly the same.
16 were conveyed active medication, pink-colored 16  Only the color of the tabletsis different,” correct?
17 commercia Celexatablets, instead of the standard |17 A. Correct.
18  white citalopram tablets used for blinded clinical 18 Q. Soit'sessentially advising them that
19 trids, that saysthat there was active medication, 19  even though they were pink tablets, it was safe because
20 commercial Celexa administered, correct? 20 they were the same old Celexathat's used on -- only
21 MR. ABRAHAM: Objection. 21 thecolor of thetablets is different, correct?
22 THE WITNESS: That'swhat it says, yes. |22 MR. ABRAHAM: Objection.
23 BY MR.BAUM: 23 THE WITNESS: Thefirst concern with any
24 Q. Soifitturned out that some of these 24 medication error during aclinical trial is
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1 patient safety. 1 clinical supply unit at Forest?
2 BY MR.BAUM: 2 A. No.
3 Q. And so they were saying, you know, they 3 Q. Doyouknow if Dr. Flicker or Tiseo did?
4 weren't given a poison, they were given Celexa, so 4 MR. ABRAHAM: Objection.
5 don't worry about it; isthat essentially what it's 5 THE WITNESS: | do not know.
6 saying? 6 BY MR.BAUM:
7 MR. ABRAHAM: Objection. 7 Q. Whentheinvestigators sent back the
8 THE WITNESS: Yeah, essentially what 8 bottles of pink pills, weren't they aware at that point
9 it's saying is they were given an FDA approved 9 that specific patients of theirs received active
10 medication. 10 medication, Celexa?
11 BY MR.BAUM: 11 MR. ABRAHAM: Objection.
12 Q. Okay. Now, there was -- appears that 12 THE WITNESS: | don't know what the
13  there were bottles of pink tablets that had been 13 investigators knew.
14  assigned to patients who had not actually started 14 BY MR. BAUM:
15 taking them yet, and they want those bottles sent back, |15 Q. Widl, they would know they had bottles
16 correct? 16 assigned to patients, correct?
17 MR. ABRAHAM: Objection. 17 MR. ABRAHAM: Objection.
18 THE WITNESS: | don't know from this 18 THE WITNESS: They had bottles assigned
19 memo, | can't tell. 19 to patients -- I'm not sure | follow.
20 BY MR.BAUM: 20 BY MR.BAUM:
21 Q. Waell, they sent thisto awhole bunch of 21 Q. They had bottles of tablets that had
22 dtesto every single investigator, and it wasn't just 22 bheen assigned to their particular patients and then
23 thethree that had the nine unblinded patients, 23 they had to return some that were pink, correct?
24 correct? 24 MR. ABRAHAM: Objection.
Page 163 Page 165
1 MR. ABRAHAM: Objection. 1 THE WITNESS: WEéll, as patients come
2 THE WITNESS: When there's a concern 2 into atrial, they get assigned to a
3 about amedication error in aclinical study, 3 specific -- they get a patient number and they
4 all of the medication is routinely replaced. 4 get assigned to a specific treatment group, so
5 BY MR. BAUM: 5 the ones that had the nine patients had already
6 Q. Okay. Doyou know how many bottlesof | 6 been assigned to a treatment group.
7 active medication were actually sent out to the 7 BY MR. BAUM:
8 investigator sites? 8 Q. Wall, with respect to those nine
9 A. No. 9 patients, the investigators returning those pink pills
10 Q. Do you know how many came back? 10 that weren't used with them would have known then that
11 A. No. 11 their patients were receiving pink pills, correct?
12 Q. Do you know who would know? 12 MR. ABRAHAM: Objection.
13 MR. ABRAHAM: Objection. 13 THE WITNESS: | don't know what the
14 Y ou can answer. 14 investigators knew.
15 THE WITNESS: Thereshould beaclinical |15 BY MR.BAUM:
16 supply group at Forest that would track this 16 Q. Wéll, they knew what wasin this memo,
17 information. 17  correct, because they were all sent it, right?
18 BY MR. BAUM: 18 MR. ABRAHAM: Objection.
19 Q. Doyou know whowasin the clinical 19 THE WITNESS: | don't know who read this
20  supply -- what did you call it again? 20 memo at the sites.
21 A. Wadll, companiescall it different 21 BY MR.BAUM:
22 things. Inour company it's called the clinical supply |22 Q. Itsays, thisfax went out to all
23 unit. 23 CIT-MD-18 Pediatric Investigational sites.
24 Q. Didyou interact with anybody in the 24 Do you see that?
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1 A. Yes 1 MR. BAUM: Time flies when you're having
2 Q. Soyou know it went out to those 2 fun.
3 investigationa sites, correct? 3 I've probably got another 20 questions
4 A. Itwentout -- 4 or so related to this document before we move
5 MR. ABRAHAM: Objection. 5 on to the next one.
6 BY MR.BAUM: 6 MS. KIEHN: Isthat okay, Mr. Heydorn?
7 Q. Youjust don't know who read it? 7 THE WITNESS: Yes, that's okay, yeah.
8 A. Based onthise-mail, it saysit went 8 MR. BAUM: If you want to go through and
9 out to the investigational sites. | have no ideawho 9 finish off like my addressing this particular
10 &t the site read the memo. 10 document, then go do lunch, does that sound
11 Q. Soif theinvestigators who were 11 good?
12 administering the pills and the CDRS rating scale with |12 THE WITNESS: Y ep, that would be fine,
13 these patients, if they had seen the pink tablets, they 13 yeah.
14 would have been exposed to knowing that those patients | 14 THE VIDEOGRAPHER: I've only got about
15 werereceiving Celexa while they were conducting the |15 15 minutes left on this disk.
16 investigation, correct? 16 MR. BAUM: That's probably about --
17 MR. ABRAHAM: Objection. 17 sounds about right.
18 THE WITNESS: There's a number of 18 BY MR. BAUM:
19 assumptions built into that question. 19 Q. When we looked at that Table Appendix 6
20 BY MR.BAUM: 20 and you saw there were 166 patients?
21 Q. Okay. But answer it anyway. 21 A. Correct.
22 MR. ABRAHAM: Objection. 22 Q. 85and 81, do you remember that?
23 THE WITNESS: If the investigators knew 23 A. Yep.
24 about the pink tablets, which is not a given, 24 Q. Sothat was enough patients to power the
Page 167 Page 169
1 the investigators are oftentimes removed from | 1  study without the unblinded patients having been
2 the actual day-to-day administration of the 2 included, correct?
3 trial. Study coordinators are the ones that 3 MR. ABRAHAM: Objection, asked and
4 interact with the patients. The pharmacy is 4 answered.
5 the group, of course, that handles the 5 THE WITNESS: Yes.
6 medication. 6 BY MR.BAUM:
7 So | have no idea of whether the 7 Q. And based on the date of this memo,
8 investigators even knew this was an issue. 8 March 2nd, 2000, isit fair to assume that the
9 This could have been handled -- I'm speculating | © dispensing error was discovered by Forest near
10 now, but thisisrea clinical research, these 10 March 2nd, 2000?
11 investigators oftentimes rely on their study 11 MR. ABRAHAM: Objection.
12 coordinators and nurses to handle the 12 THE WITNESS: | don't have any firsthand
13 day-to-day operations of the clinical trial. 13 knowledge of that, but that would be a
14 So | do not know what the investigators 14 reasonable assumption.
15 knew. They may not have even seenthisfax. |15 BY MR.BAUM:
16 BY MR.BAUM: 16 Q. Forest wouldn't have delayed notifying
17 Q. Who would have seen it? 17 theinvestigators of the dispensing error?
18 MR. ABRAHAM: Objection. 18 A. No.
19 THE WITNESS: | don't know. 19 MR. ABRAHAM: Objection.
20 MS. KIEHN: Michadl, it's almost 1:00, 20 BY MR.BAUM:
21 whenever you think it's appropriate to break 21 Q. And you don't know how Forest found out
22 for lunch. 22 ghout the dispensing error?
23 MR. BAUM: It's 1:00 already? 23 A. No, | donat.
24 MS. KIEHN: Almost. 24 Q. | supposeit wasinvestigators told
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1 Forest about some pink tablets that were being 1 Do you see that?
2 administered? 2 A. Yes.
3 MR. ABRAHAM: Objection. 3 Q. And patient 105 was one of the patients
4 THE WITNESS: | don't know. 4 who was subject to the dispensing error.
5 BY MR.BAUM: 5 Do you see that?
6 Q. If youlook back at the study report at 6 A. Yes, that sounds familiar.
7 Page 63, that's the Section "7.0 Changesin the Conduct | 7 Q. Andthere's105islisted here, he was
8 of the Study and Plan Anaysis." 8 at Center 2, he was on citalopram, and he wasin the
9 Do you see that? 9 children age group.
10 A. Yes 10 Y ou see that?
11 Q. Wewent over that alittle earlier. It 11 A. Correct.
12 says-- it lists patients 105, 113, 114, 505, 506, 507, 12 Q. And hisdate of assessment -- so stop
13 509, 513 and 514 as the patients who were mistakenly |13 dealing with 105 for a second, let's move to next
14  dispensed one week of medication with potentially 14 patient down, 113.
15  unblinding information. 15 A. Okay.
16 Isthat what it says? 16 Q. 113 wasone of the patients that were
17 A. Yes 17 dispensed the pink tablets, correct?
18 Q. Isityour understanding that these 18 MR. ABRAHAM: Objection.
19 patients only received one week of medication with 19 THE WITNESS: | assume so. | don't
20 potentially unblinding information? 20 remember specifically.
21 MR. ABRAHAM: Objection. 21 BY MR.BAUM:
22 THE WITNESS: That'swhat it says here, 22 Q. |Ifyoulook at Table®, it liststhem
23 yes. 23 out.
24 BY MR.BAUM: 24 A. | know thereisalist in section --
Page 171 Page 173
1 Q. If it were more than one week, that 1 MS. KIEHN: Page 63.
2 would be inaccurate, correct? 2 THE WITNESS:. Page 63. Okay, yes, 113
3 MR. ABRAHAM: Objection. 3 was one of the patients.
4 THE WITNESS: Yeah, it would be 4 BY MR. BAUM:
5 inaccurate, yeah. 5 Q. Okay. And this patient's Week 2 visit
6 BY MR.BAUM: 6 was February 23rd, 2000.
7 Q. Soif some of these patients received 7 Do you see that?
8 two or three or four weeks of medication by March 2nd, | 8 A. Yes
9 this paragraph would be inaccurate, correct? 9 Q. AndhisWeek 4 visit was March 9.
10 MR. ABRAHAM: Objection. 10 Do you see that?
11 THE WITNESS: Yeah, | guess so. 11 A. Yes.
12 BY MR. BAUM: 12 Q. Sothispatient was nearly four weeks
13 Q. Inthe study report section, let's turn 13 into the study when Dr. Tiseo's memo was sent out,
14  to Page 1214, thisisalisting, it's towards the back 14 right?
15 here. 15 MR. ABRAHAM: Objection.
16 A. What pageisthis? 16 THE WITNESS: It would appear to be,
17 Q. Itsays-- wait asecond. Oh, crud, 17 yes.
18 copied off the wrong page. It's Page 1215. 18 BY MR.BAUM:
19 A. Dol havethis? 19 Q. Sopatient 13 was not dispensed just one
20 MR. ABRAHAM: Yeah, it should be -- 20 week of medication, they had about four weeks, nearly
21 THE WITNESS: 1215, okay, yeah. 21 four weeks at that point, correct?
22 BY MR.BAUM: 22 MR. ABRAHAM: Objection.
23 Q. Sothissays"Listing 8 Efficacy 23 THE WITNESS: Yes, it would appear to be
24 Parameters.” 24 that way.
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1 BY MR. BAUM: 1 Q. Section5.3.4.
2 Q. Let'sgotothe Page 1237 of the study 2 A. Okay.
3 report, which is the next one over. 3 Q. It says, when this error was identified
4 A. Okay. 4 at the beginning of the study period, all medication
5 Q. If youlook at patient 513. 5 shipmentswere replaced in full with tablets of
6 A. Okay. 6 identical color to remove any potential for unblinding,
7 Q. That'sone of the patients that's listed 7 correct?
8 ashaving been administered the pink tablets. 8 A. Yes, | seethat.
9 A. Okay. 9 Q. Andthat earlier statement that | read
10 MR. ABRAHAM: Objection. 10 toyou said that it wasin first week, correct?
11 BY MR. BAUM: 11 MS. KIEHN: Objection.
12 Q. Thisisapatient that wasin the 12 MR. ABRAHAM: Objection.
13 citalopram group, and do you seethe patient was |13 BY MR. BAUM:
14 randomized on February 9th; that's baseline. 14 Q. It'sSection 7.0, Page 63.
15 Do you see that? 15 A. It does say one week of medication, yes.
16 A. Yes 16 Q. Sothat'snot actualy true, right, with
17 Q. AndhisWeek 1 visit was February 16. |17  respect to patients 113 and 513, correct?
18 Do you see that? 18 MR. ABRAHAM: Objection.
19 A. Yes 19 THE WITNESS: It would appear not to be
20 Q. AndtheWeek 2 visit was February 23rd. |20 true, yes.
21 Do you see that? 21 MR. BAUM: We can take a break now.
22 A. Yes 22 THE VIDEOGRAPHER: Thetimeisnow
23 Q. AndtheWeek 4 visit was March 9. 23 approximately 1:05 p.m. Thisisthe end of
24 Do you see that? 24 Disk 2. We're off the record.
Page 175 Page 177
1 A. Yes 1 (Luncheon recess.)
2 Q. Solike patient 113, patient 513 was 2 THE VIDEOGRAPHER: Thetimeisnow
3 nearly four weeksinto the study when Dr. Tiseo sent 3 approximately 2:19 p.m. Thisisthe beginning
4 the March 2nd memo out, correct? 4 of Disk Number 3. We're on the record.
5 MR. ABRAHAM: Objection. 5 (Document marked for identification as
6 THE WITNESS: That appearsto bethe 6 Heydorn Deposition Exhibit No. 7.)
7 case, yes. 7 BY MR.BAUM:
8 BY MR.BAUM: 8 Q. Soweregoing to move on to the next
9 Q. So patient 513 was dispensed more than 9 exhibit, which is Exhibit 7, MDL-FORP0020561, and this
10 oneweek of medication at the point that the unblinding |10 isaletter from Forest employee Tracey Varner to
11  wasdiscovered, correct? 11 Russell Katz of the FDA dated March 20th, 2000, and
12 MR. ABRAHAM: Objection. 12 it'sRe: IND 22,368, Seria No. 217, General
13 THE WITNESS: Appearsto be, yes. 13 Correspondence.
14 BY MR.BAUM: 14 Have you seen thisletter before?
15 Q. Soyet the study report says at Page 44, 15 A. | saw it yesterday for the first time.
16  Section 5.3.4, "When this error was identified at the 16 Q. Okay. Andyou seeit'son Forest
17 beginning of the study period, all study medication 17 letterhead?
18 shipmentswere replaced in full with tablets of 18 A. Yes
19 identical color to remove any potential for 19 Q. Andit'sto Russell Katz.
20 unblinding." 20 Do you know who Russell Katz is?
21 Do you see that? 21 A. Yes
22 A. Whereareyou now? 22 Q. Whoishe?
23 Q. Page44. 23 A. Weél, he'sthe director of division of
24 A. 44 of the study report. 24 neuropharmacological drug products, and | worked with
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1 himwhen| was at the FDA. 1 taking this opportunity to notify the division of
2 Q. Andwe saw in the previous Exhibit 2 clinica -- of aclinica supply packaging error for
3 Number 6, which | want you to keep handy, by theway. | 3 study -- let me start over again, sorry.
4 A. Whichoneis6? 4 Dear Dr. Katz, we are taking this
5 Q. It'sthe-- yeah, that March 2nd one. 5 opportunity to notify the division of aclinical supply
6 A. Right, the Tiseo fax, okay. 6 packaging error for study CIT-MD-18 (site #2 -
7 Q. Yeah, the Tiseo, yeah. That Ms. Varner 7 Dr. Busner and site #16 - Dr. Wagner). Dueto this
8 wason the email correspondence about the unblinding 8 error, medication was dispensed to eight randomized
9 problem dated March 2nd, you see that? 9 patientsin afashion that had the potential to cause
10 MR. ABRAHAM: Objection. 10 patient bias.
11 THEWITNESS: Yesh. 11 Do you see that?
12 BY MR. BAUM: 12 A. Yes.
13 Q. Soanddo you agreethat Ms. Varner was 13 Q. Didl read that correctly?
14 intheregulatory affairs department for Forest? 14 A. Yes.
15 A. Yes 15 Q. Inthenext one says-- couple
16 Q. And aletter like this going to the FDA 16  paragraphs down, the third paragraph from the end
17  to someone like Russell Katz from Forest would be 17 starting with "for reporting."
18  written with the knowledge of other Forest management, |18 Do you see that?
19 right? 19 A. Yes.
20 A. Yes 20 Q. It says, "For reporting purposes, the
21 MR. ABRAHAM: Objection. 21 primary efficacy analysis will exclude the eight
22 THEWITNESS: Sorry. Yes. That would 22 potentially unblinded patients, with a secondary
23 be my assumption. 23 analysisincluding them also to be conducted.”
24 BY MR.BAUM: 24 Did | read that correctly?
Page 179 Page 181
1 Q. Shewouldn't doit on her own? 1 A. Yes, youdid.
2 MR. ABRAHAM: Objection. 2 Q. Soaccording to Ms. Varner, the primary
3 THE WITNESS: No, | can't imagine that 3 anaysisisthe one excluding the potentially unblinded
4 to be the case. 4 patients, and the one including them is the secondary
5 BY MR.BAUM: 5 analyss, right?
6 Q. Thisisanimportant communication, 6 MR. ABRAHAM: Objection.
7 right? 7 THE WITNESS: Yes.
8 MR. ABRAHAM: Objection. 8 BY MR.BAUM:
9 THE WITNESS: Yes, any communication | 9 Q. And that'sthe scientifically correct
10 with the FDA is an important communication. |10 thing to do, right?
11 BY MR. BAUM: 11 MR. ABRAHAM: Objection.
12 Q. And needsto be truthful ? 12 THE WITNESS: | would say the
13 MR. ABRAHAM: Objection. 13 appropriate thing to do would be to do both
14 THE WITNESS: Yes. 14 analyses, which is what was apparently planned
15 BY MR. BAUM: 15 here.
16 Q. Needto beforthright? 16 BY MR.BAUM:
17 MR. ABRAHAM: Objection. 17 Q. Which one should have been primary?
18 THE WITNESS: Yes. 18 MR. ABRAHAM: Objection.
19 BY MR. BAUM: 19 THE WITNESS: Well, she's committing to
20 Q. Upfront? 20 the primary being done without the -- excluding
21 MR. ABRAHAM: Objection. 21 the potentially unblinded patients.
22 THE WITNESS: Yes. 22 BY MR. BAUM:
23 BY MR.BAUM: 23 Q. That'swhat she and Forest told the FDA
24 Q. Sothissays, Dear Dr. Katz, we are 24 they were going to do, right?
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1 MR. ABRAHAM: Objection. 1 MR. ABRAHAM: Objection.
2 THE WITNESS: Yes. 2 THE WITNESS: All of the patients were
3 BY MR. BAUM: 3 included in the posters presented at medical
4 Q. Andthisisbefore they had actually the 4 conferences.
5 tria results, correct; thisis before the clinical 5 BY MR.BAUM:
6 tria was concluded? 6 Q. Sothat again was the opposite of what
7 MR. ABRAHAM: Objection. 7 was done pursuant to what this letter said, correct?
8 THEWITNESS: Yes. 8 MR. ABRAHAM: Objection.
9 BY MR.BAUM: 9 THE WITNESS: Yes.
10 Q. Anditwas consistent with the MD-18 10 BY MR.BAUM:
11 protocols on blinding procedure too, to not include 11 Q. Andwasthe analysis excluding the
12 theminany efficacy anaysis, right? 12 potentialy unblinded patients reported as the primary
13 MR. ABRAHAM: Objection. 13 analysis as conveyed to the general medical community
14 THE WITNESS: Yes, if indeed they were |14 inarticles published in medical journalslike the HAP?
15 unblind. 15 MR. ABRAHAM: Objection.
16 BY MR. BAUM: 16 THE WITNESS: Can you rephrase the
17 Q. But Forest didn't actually do what 17 question.
18 Ms. Varner reported to the FDA here, right? 18 BY MR.BAUM:
19 MR. ABRAHAM: Objection. 19 Q. Wastheanalysisthat was presented in
20 THE WITNESS: Wédll, they did an analysis |20  the manuscript publication in the American Journal of
21 including and excluding the patients. 21 Psychiatry based on the table that had the patients
22 BY MR.BAUM: 22 included or the patients excluded?
23 Q. Which one was primary? 23 MR. ABRAHAM: Objection.
24 A. Inthereport it was oneincluding 24 THE WITNESS: The table with the
Page 183 Page 185
1 blinded -- potentially unblinded patients. 1 patients included.
2 Q. Sointhereport tothe FDA, they did 2 BY MR.BAUM:
3 not do what they said they were going to do in this 3 Q. That'sthe opposite of what this letter
4 |etter here, did they? 4 said they were going to do to with the FDA from March
5 MR. ABRAHAM: Objection. 5 2nd, 2000, correct?
6 THE WITNESS: Yes. 6 MR. ABRAHAM: Objection.
7 BY MR.BAUM: 7 THE WITNESS: So reporting purposes
8 Q. Sojusttobeclear, theanalysis 8 here, | would assume relates to reporting to
9 excluding the potentially unblinded patients 9 the FDA.
10 reported -- was reported in the study report as the 10 BY MR.BAUM:
11 primary, right? 11 Q. Okay. So herethey said the primary
12 A. Yes 12 efficacy analysis was going to be the analysis without
13 Q. And-- no, that's not right. 13  the patients with the dispensing error, correct?
14 The study including the potentially 14 A. Correct.
15 unblinded patients was reported as primary, whichis |15 Q. And that primary analysis with the
16  the opposite of what this letter said it would do? 16 patients excluded was not what was conveyed in the
17 MR. ABRAHAM: Objection. 17 manuscript that was published in the American Journal
18 THE WITNESS: Yes. 18 of Psychiatry, correct?
19 BY MR.BAUM: 19 MR. ABRAHAM: Objection.
20 Q. Okay. Wasthe analysis excluding the 20 THE WITNESS: Correct.
21  potentially unblinded patients reported astheprimary |21 BY MR. BAUM:
22 analysis as conveyed in this letter what was conveyed |22 Q. Andany CME presentations that the
23 tothe general medical community in posters presented |23  Dr. Wagner did, correct?
24  at medical conferences? 24 MR. ABRAHAM: Objection.
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Page 186 Page 188
1 THE WITNESS: | don't have any knowledge| 1 BY MR. BAUM:
2 of what was presented in CME procedures -- 2 Q. But MD-18 Study Report, Appendix 6 was
3 or -- well, CME? Continuing medical education? | 3 not used asa primary efficacy outcome measure for
4 BY MR.BAUM: 4 study MD-18, correct?
5 Q. Yeah, continuing medical education. 5 MR. ABRAHAM: Objection.
6 Didn't you help prepare some slides with Natasha 6 THE WITNESS: That's the appendix
7 Mitchner that were used in CME? 7 excluding the eight or nine patients, correct?
8 MR. ABRAHAM: Objection. 8 MR. BAUM: Right.
9 THE WITNESS: | prepared dides, but my 9 THE WITNESS: Then | would say yes.
10 recollection is that was for an internal 10 MS. KIEHN: Can the phone people mute
11 advisory board meeting. | don't recall if they 11 themselves.
12 were used in CME presentationswhat I'm talking |12 BY MR. BAUM:
13 about. 13 Q. Using Table 3.1 with the unblinded
14 BY MR.BAUM: 14 patientsincluded made study MD-18 look positive so
15 Q. Waell, let'sjust refer to those slides 15 Celexaand Lexapro could be marketed to children,
16  that you do recall? 16 right?
17 A. Yeah 17 MR. ABRAHAM: Objection.
18 Q. Inthosedlides, the primary efficacy 18 THE WITNESS:. There'sabigjump from
19 presentation that you used was based on the tablethat |19 results from a study report to actually being
20  had the patients with the dispensing error included, 20 able to market compounds to that population.
21 correct? 21 BY MR.BAUM:
22 MR. ABRAHAM: Objection. 22 Q. Areyouaware of Study 18's manuscript
23 THE WITNESS: Yes, that's my 23 and the posters being circulated to physicians and
24 recollection. 24 shown to physicians?
Page 187 Page 189
1 BY MR.BAUM: 1 MR. ABRAHAM: Objection.
2 Q. And the posters that were presented at 2 THE WITNESS: Wéll, | certainly know the
3 ACNP, those had the primary efficacy analysisbasedon | 3 manuscript and the poster were generated. |
4  Table 3.1 that had the dispensing error patients 4 don't have any specific knowledge of what was
5 excluded, correct? 5 done on the sales force as far as distribution
6 MR. ABRAHAM: Objection. 6 of those posters and manuscripts.
7 MR. BAUM: Included, excuse me. 7 BY MR. BAUM:
8 THE WITNESS: Included. 8 Q. Theposters were presented at
9 MR. BAUM: Let me start over. | need to 9 conventions?
10 ask that question again. 10 MR. ABRAHAM: Objection.
11 BY MR.BAUM: 11 BY MR. BAUM:
12 Q. The ACNP postersincluded asits primary 12 Q. Medica conventions?
13 efficacy analysis data analyses that had included the 13 A. Yeah, | would assume o, Yes, yes.
14 unblinded patients, correct? 14 Q. And so some physicians saw those there,
15 MR. ABRAHAM: Objection. 15 didn't they?
16 THEWITNESS: Yes. 16 A. Yes.
17 BY MR.BAUM: 17 MR. ABRAHAM: Objection.
18 Q. And that's also inconsistent with what 18 BY MR. BAUM:
19 thisletter to the FDA from Tracey Varner said, 19 Q. Andwasn't the purpose to convey the
20 correct? 20 positive results of CIT-MD-18 to them?
21 MR. ABRAHAM: Objection. 21 MR. ABRAHAM: Objection.
22 THE WITNESS: Correct, but, as | said, 22 THE WITNESS: Wéll, the purpose was to
23 the reporting in here | would interpret as 23 convey the results of the study, both the
24 reporting to the FDA. 24 efficacy and the safety results.
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1 BY MR.BAUM: 1 MR. ABRAHAM: Objection.
2 Q. Andthat wasintended to affect sales at 2 THE WITNESS: It was not statistically
3 some point, correct? 3 significant.
4 MR. ABRAHAM: Objection. 4 BY MR.BAUM:
5 THE WITNESS: | really can't commenton | 5 Q. And it was not negative, correct? |
6 that. | don't know. 6 mean, it was not positive, it was negative, correct?
7 BY MR. BAUM: 7 MR. ABRAHAM: Objection.
8 Q. They weren't doing that, these studies 8 THE WITNESS: Yeah, yes.
9 just for fun, were they? 9 BY MR.BAUM:
10 MR. ABRAHAM: Objection. 10 Q. Do you know how much money Forest made
11 THE WITNESS: The studies-- in my 11  selling Celexaand Lexapro for use by kids based on the
12 opinion, the studies were being done primarily |12  allegedly positive outcome asserted in Table 3.1?
13 to educate physicians who were already using 13 MR. ABRAHAM: Objection.
14 Celexain children, the appropriate dosing and |14 THE WITNESS: No.
15 safety procedures. 15 BY MR.BAUM:
16 BY MR. BAUM: 16 Q. You know they did make money fromit,
17 Q. Tolet them know whether there was 17  though, right?
18  enough efficacy to justify prescribing it despite some |18 MR. ABRAHAM: Objection.
19 possible negative side effects, correct? 19 THE WITNESS: | would assume so, yes.
20 MR. ABRAHAM: Objection. 20 BY MR.BAUM:
21 BY MR.BAUM: 21 Q. Do you know why the primary and
22 Q. They had to be able to weigh the pros 22 secondary analyses -- so let me make sure | don't get
23 and cons? 23 these confused.
24 A. Correct. 24 A. Okay.
Page 191 Page 193
1 Q. And thiswas conveying positive things 1 Q. Soherethe primary efficacy analysis
2 inorder to outweigh the negative thingsto encourage | 2 will be the one with the eight potentially unblinded
3 prescription, correct? 3 patients excluded, correct?
4 MR. ABRAHAM: Objection. 4 MR. ABRAHAM: Objection.
5 THE WITNESS: Right. It was conveying 5 THE WITNESS:. Yes.
6 the results of the study, including the 6 BY MR.BAUM:
7 potentially unblinded patients. 7 Q. And the secondary analysis would be the
8 BY MR.BAUM: 8 oneincluding them, correct?
9 Q. Soit gaveapositive spin on the data, 9 MR. ABRAHAM: Objection.
10  correct? 10 THEWITNESS: Yes.
11 MR. ABRAHAM: Objection. 11 BY MR. BAUM:
12 THE WITNESS: Yes, you could say that. 12 Q. Do you know why that got reversed in the
13 BY MR.BAUM: 13 study report?
14 Q. If the-- Appendix 6 had actually been 14 MR. ABRAHAM: Objection.
15  used asthe primary efficacy measure, would that have |15 THE WITNESS: No, | do not.
16 encouraged physiciansto prescribe Celexato children |16 BY MR. BAUM:
17 and adolescents? 17 Q. Do you know who would have made that
18 MR. ABRAHAM: Objection. 18 decision?
19 THE WITNESS: | don't know how 19 MR. ABRAHAM: Objection.
20 physicians make a decision on what medications |20 THE WITNESS: No, | do not.
21 to usein their patients. I'm not a practicing 21 BY MR.BAUM:
22 child psychiatrist. 22 Q. Do you know whose responsibility it
23 BY MR.BAUM: 23 might have been to make that decision?
24 Q. Butit wasanegative outcome, correct? 24 MR. ABRAHAM: Objection.
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1 THE WITNESS: | could assume. 1 Charlieand | put together for the purpose of informing
2 BY MR.BAUM: 2 the FDA of our packaging mishap in the citalopram
3 Q. Who would you assume? 3 pediatric study."
4 MR. ABRAHAM: Objection. 4 Do you see that?
5 THE WITNESS: Either Dr. Flicker, 5 A. Yes
6 Dr. Gergel or Dr. Olanoff. 6 Q. And then Dr. Tiseo was talking about
7 BY MR.BAUM: 7 Charlie Flicker, correct?
8 Q. Dr. Olanoff? 8 MR. ABRAHAM: Objection.
9 A. Olanoff. 9 THE WITNESS: Y es, that would be my
10 Q. Do you know whether or not reporting the |10 assumption.
11  positive P-value with the patientsincluded was part of |11 BY MR. BAUM:
12 acorporate objective of Forest management? 12 Q.  And then attached to the e-mail, if you
13 MR. ABRAHAM: Objection. 13 gotothe other side, isadocument titled letter to
14 THE WITNESS: | do not know. 14 FDA - draft, right?
15 BY MR.BAUM: 15 A. Yes
16 Q. That was above your pay grade? 16 Q. Andif you look through the letter, this
17 A. Yes 17  appearsto be an early draft of the |etter that was
18 (Document marked for identification as 18 ultimately sent to the FDA by Tracey Varner concerning
19 Heydorn Deposition Exhibit No. 7A.) 19 thedispensing error that we just read in a prior
20 BY MR.BAUM: 20 exhibit, correct?
21 Q. Weregoingto mark thisas 7A. We're 21 MR. ABRAHAM: Objection.
22 going to havelikethree or four of these that arelike |22 THE WITNESS: Yes, that'swhat | would
23 related to this Exhibit 7. 23 assume.
24 And so what I've handed you is 24 BY MR.BAUM:
Page 195 Page 197
1 MDL-FOREMO0O030386; is that correct? 1 Q. Soit'sanother letter -- it's addressed
2 A. Yes 2 toDr. Katz, correct?
3 Q. Andit'sfrom Paul Tiseo to Lawrence 3 A. Correct.
4 Olanoff, lvan Gergel, Amy Rubin, Anjana Bose, Tracey | 4 Q. AttheFDA, and it'sregarding this same
5 Varner, Julie Kilbane and Charles Flicker. 5 problem of the eight randomized patients at two
6 Do you see that? 6 investigationa sites who had a dispensing error,
7 A. Yes 7 correct?
8 Q. Okay. Haveyou seen this document 8 MR. ABRAHAM: Objection.
9 before? 9 THE WITNESS: Yes.
10 A. No, | don't believe so. 10 BY MR. BAUM:
11 Q. Asyou can see, thisisan e-mail from 11 Q. Sowehaven't seen any other earlier
12 Tiseotothe group | just read off, and the subject of 12 drafts of this e-mail?
13 thee-mail reads"Letter to FDA for CIT-18," right? 13 A. No.
14 A. Yes 14 Q. I'mgoingto mark thisas 7B.
15 Q. Andit'sdated March 8, 2000, which was 15 (Document marked for identification as
16 afew days after Dr. Tiseo sent the memorandum, in 16 Heydorn Deposition Exhibit No. 7B.)
17 fact, to theclinical trial investigators informing 17 BY MR. BAUM:
18 them of the dispensing error? 18 Q. I'mhanding you what has been marked as
19 A. Yes 19 Exhibit 7B, and thisis aletter to the FDA draft dated
20 Q. Sothat letter was March 2nd, thisis 20 March 8, 2000, Re: clinical supplies for the Pediatric
21 March 8, about six days later, correct? 21 Depression Study CIT-MD-18.
22 A. Yes 22 Y ou see that?
23 Q. Sointhise-mail dated March 8, 23 A. Yes.
24 Dr. Tiseo states, "Attached please find the letter that 24 Q. Haveyou seen that before?
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1 A. Thisparticular exhibit? 1 this, yeah, apparently a couple sites contacted
2 Q. Yeah 2 Forest about this.
3 A. No. 3 BY MR.BAUM:
4 Q. Do you seethat handwriting on the upper 4 Q. Theletter aso indicates that a number
5 part of it? 5 of bottles given to patients were mistakenly packed
6 A. Yes. 6 with pink-colored commercial Celexatablets, right?
7 Q. Do you recognize that handwriting? Is 7 A. Yes
8 that Charlie Flicker's handwriting? 8 MS. KIEHN: Whereisthat?
9 MR. ABRAHAM: Objection. 9 BY MR.BAUM:
10 THE WITNESS: Yes, | recognize the 10 Q. It says, "Two of our investigational
11 handwriting. 11 ditescalled in to report that some of their patients
12 BY MR. BAUM: 12 werereceiving white tablets and others were receiving
13 Q. Isit Charlie Flicker's? 13 pink tablets. These reports were passed on to Forest
14 A. Yes. 14 Clinical Packaging where it was discovered that a
15 Q. Okay. Sointhetyped portion of the 15 number of bottles of ‘active’ medication were
16 letter it says, "Dear Dr. Katz, the purpose of this 16  mistakenly packed with pink-colored commercial Celexa
17  |etter isto inform the agency that an error wasmade |17 tablets," so that's correct?
18  during the packaging of the clinical suppliesfor the |18 A. Yes
19 above-noted study." 19 Q. Sothey were provided pink-colored
20 Do you see that? 20 commercial Celexatablets, correct?
21 A. Yes 21 MR. ABRAHAM: Objection.
22 Q. "Two of our investigational sites called 22 THE WITNESS: That'swhat it says here,
23 into report that some of their patients were receiving |23 yeah.
24 white tablets and others were receiving pink tablets.” |24 BY MR. BAUM:
Page 199 Page 201
1 Do you see that? 1 Q. Sotherewas aquestion that we had a
2 A. Yes 2 little earlier whether they were pink placebo versus
3 Q. "These reports were passed on to Forest 3 pink Celexa; isthat correct? Do you remember that?
4 Clinical Packaging where it was discovered that a 4 A. Yes
5 number of bottles of ‘active’ medication were 5 Q. Thissaysit was pink Celexa, correct?
6 mistakenly packed with the pink-colored commercial 6 A. Thiswould appear to say that, yes.
7 Celexatabletsinstead of the standard white citalopram | 7 Q. Soanybody who got those pink tablets
8 tabletsused for blinded clinical studies." 8 and consumed them received commercial Celexa at the
9 Did | read that correctly? 9 time, correct?
10 A. Yes 10 MR. ABRAHAM: Objection.
11 Q. Sobased on thisletter, it appearsthe 11 THE WITNESS: Any patient that got a
12 dispensing error was discovered after two clinical 12 pink tablet apparently got commercial Celexa
13 investigators called Forest inquiring about why some of |13 tablets, yes.
14  their patients were receiving white tablets and others 14 BY MR.BAUM:
15  werereceiving pink ones, right? 15 Q. Okay. Andif aninvestigator sees that
16 MR. ABRAHAM: Objection. 16 some patients are receiving white tablets and others
17 THE WITNESS: Wéll, two investigational 17 arereceiving pink tablets, pink-colored commercial
18 sSites. 18 Celexatablets, wouldn't that, at the very least,
19 BY MR. BAUM: 19 compromise the investigator's blind?
20 Q. Okay. Doesthat provide alittle bit 20 MR. ABRAHAM: Objection.
21 moreinformation about how Forest found out about the |21 THE WITNESS: | don't know what the
22 dispensing error? 22 investigators were thinking. There'sno
23 MR. ABRAHAM: Objection. 23 reason -- there's potential that they would
24 THE WITNESS: Yeah. | was not aware of 24 just notice that there were two different

ol kow Technol ogi es,

I nc.

Page 51 (198 - 201)






Wl liamE. Heydorn,

Ph. D.

Page 202 Page 204
1 colored tablets and that they wouldn't know 1 A. Yes
2 which were the active and which were the 2 Q. Okay. Now, if you go up to the top
3 placebo. 3 here, you see the handwriting?
4 BY MR.BAUM: 4 A. Yes
5 Q. Wéll, by the time they got the March 2nd 5 Q. Okay. Soit says"reconsider, no
6 letter, they probably knew, didn't they? 6 letter. Otherwise | recommend much less narrative,
7 MR. ABRAHAM: Objection. 7 moreconcise."
8 THE WITNESS: Well, obviously, | don't 8 Do you see that?
9 know what any of the investigators were 9 A. Yes.
10 thinking, but that would not be an unreasonable 10 Q. And then colon, due to a packing error,
11 conclusion. 11 8randomized patients at 3 investigational sites had
12 BY MR.BAUM: 12 accessto potentially unblinding information.
13 Q. Okay. If aninvestigator knows which 13 Do you see that?
14 patients are taking branded Celexa and which ones are 14 A. Yes
15  taking white pills, doesn't that mean the integrity of 15 Q. Drug has been repackaged and afull
16  theblind was mistakenly -- unmistakenly compromised? |16 complement after 160 additional patients will be
17 MR. ABRAHAM: Objection. 17 enrolled under standard double-blind conditions. For
18 THE WITNESS: It does raise questions 18  reporting purposes, the primary efficacy analysiswill
19 about the integrity of the blind, yes. 19 exclude the potentially unblinded patients, and
20 BY MR.BAUM: 20  secondary analysis including them will be conducted.
21 Q. Okay. Sotheletter continues, "On 21  These patients will be included in all safety analyses.
22 March 2nd, all siteswere notified of this error by 22 Do you see that?
23 telephone and by fax." 23 A. Yes.
24 Do you see that? 24 Q. Soitwould appear that Dr. Flicker is
Page 203 Page 205
1 A. Yes 1 suggesting that the letter specify that the unblinded
2 Q. Andthat appearsto bereferring to 2 patientswill be excluded from the primary efficacy
3 the-- you know, this other exhibit that we just were 3 anaysis, correct?
4 talking about, correct? 4 MR. ABRAHAM: Objection.
5 A. Yes, Dr. Tiseo'sfax. 5 THE WITNESS: That would be a conclusion
6 Q. Dated March 2nd. 6 from this|etter, yes.
7 And in the fax memorandum, Dr. Tiseo 7 BY MR.BAUM:
8 datesthat dispensing the pink-colored medication 8 Q. Okay. Solet'sgo back to Deposition
9 would automatically unblind the study. 9 Exhibit 7A, and if you look at the draft, do you see
10 Do you recall that? 10 that the language about excluding the 8 potentially
11 A. Yes 11 unblinded patients -- oh, wait a second.
12 Q. Now, if you look at the bottom of this 12 Yes, if you look on this draft that's on
13 page, the last paragraph, next to last paragraph says, 13 theback of Exhibit 7A.
14 "Asonly 8 of 160 patients had been randomized at the |14 A. Yes
15 timethiserror was discovered, the impact upon the 15 Q. If youlook at the second paragraph,
16 integrity of the study is suggested to be minimal. In 16  "For reporting purposes, the primary efficacy analysis
17  addition, these eight patients were restricted to only 17 will exclude the eight potentially unblinded patients,
18 two investigationa sites (atotal of 19 sitesare 18  with asecondary analysisincluding them also to be
19 involved).” 19  conducted. All patientswill be included in the safety
20 Do you see that? 20 andysis."
21 A. Yes 21 Do you see that?
22 Q. Sointhisdraft there's no statement 22 A. Yes
23 that Forest will exclude unblinded patients from the 23 Q. Sothat appearsto be atyped-up version
24 primary efficacy analysis, right? 24 of what Dr. Flicker was recommending, correct?
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1 MR. ABRAHAM: Objection. 1 Dr. Tiseo'se-mail from Amy Rubin, right?
2 THE WITNESS: It would appear to be 2 A. Yes
3 that, yes. 3 Q. SoDr. Tiseo was soliciting comments,
4 BY MR.BAUM: 4 and then thisis Amy Rubin's response to his request
5 Q. Andsoon 7A, the second paragraph where 5 for comments?
6 it says, dear al, | mean it says, "Please review and 6 MR. ABRAHAM: Objection.
7 send your comments back to me within the next few days. 7 THE WITNESS: Yes, it appearsto be that
8 1 will compile the corrections here and then send this 8 way. Taking astep back, | have no ideawhen
9 final letter to NJO for final regulatory review." 9 Exhibit 7B was sent out.
10 A. Yes. 10 BY MR.BAUM:
11 Q. Do you know who -- what NJO refers to? 11 Q. Okay. 7A. Sorry.
12 A. TheNew Jersey office. 12 A. T7A, okay, yes.
13 (Document marked for identification as 13 Q. 7A requested?
14 Heydorn Deposition Exhibit No. 7C.) 14 A. Yes, yes.
15 BY MR. BAUM: 15 Q. Thanksfor clarifying.
16 Q. Okay. I'm going to mark the next 16 A. Okay, okay.
17  exhibit as 7C, and thisis Bates numbered 17 Q. Sohere Ms. Rubin states, "Paul, | have
18 MDL-FOREMO0030384, and it'sfrom Amy Rubinto Lawrence | 18 taken the liberty of editing your letter as follows:
19 Olanoff, Ivan Gergel, Anjana Bose, Paul Tiseo, Tracey 19  Please make any other changes you feel are necessary.”
20 Varner, Julie Kilbane and Charles Flicker, correct? 20 Do you see that?
21 A. Yes 21 A. Yes
22 Q. Andyou recognize al those names as 22 Q. So Amy Rubinwasin regulatory affairs;
23 Forest employees? 23 isthat correct?
24 A. Yes 24 A. That's my recollection, yes.
Page 207 Page 209
1 Q. Forest executives? 1 Q. And that again was a person who was
2 MR. ABRAHAM: Objection. 2 involved with sending and receiving correspondence or
3 THE WITNESS: They were not all Forest 3 communicating with the FDA between Forest and the FDA,
4 executives. 4 correct?
5 BY MR.BAUM: 5 MR. ABRAHAM: Objection.
6 Q. Who were the Forest executives? 6 THE WITNESS: Well, the regulatory
7 MR. ABRAHAM: Objection. 7 affairs group isresponsible for that. What
8 THE WITNESS: Well, Lawrence Olanoff was | 8 each individual within the department did, |
9 the overall head of research and development. 9 don't specifically recall.
10 BY MR.BAUM: 10 BY MR.BAUM:
11 Q. Okay. Ivan Gergel? 11 Q. But they were responsible for making
12 A. lvan Gergel was vice president of 12 surethat the information that was conveyed to the FDA
13 clinical research, something like that, don't know, 13  was accurate, truthful, forthcoming, up front, correct?
14 don't remember. 14 A. Yes
15 Q. Sohewasavice president? 15 MR. ABRAHAM: Objection.
16 A. | believeso. | am not sure. 16 BY MR.BAUM:
17 Q. Allright. Sothisoneis dated 17 Q. Andso asyou look down, you see she
18 March 9th, 2000. 18 appearsto have like pasted in some edits, and so it
19 Do you see that? 19 dtartswith -- at the bottom of Page 1, it goes, "Dear
20 A. Yes 20 Dr. Katz, we are taking this opportunity to notify the
21 Q. Andthat'sthe day after this other one 21 division of aclinical supply packaging error.”
22  that was sent out 7B, correct? 22 Do you seethat?
23 A. Correct. 23 A. Yes
24 Q. Thisappearsto be an e-mail response to 24 Q. Then below she appears -- and she leaves
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1 thesiteskind of blank, right; do you notice that? 1 happened here.

2 A. Yes 2 BY MR.BAUM:

3 Q. Andthenit goes, dueto thiserror, 3 Q. Widl, that's quite a bit different than

4 medication was dispensed to eight randomized patients | 4 saying it was automatically unblinded, right?

5 inafashion that had the potential to cause patient 5 MR. ABRAHAM: Objection.

6 bias. 6 THE WITNESS: If you compareit to the

7 Do you see that? 7 facts, yes, that's a different statement.

8 A. Yes 8 BY MR.BAUM:

9 Q. Now, if you compare that sentence with 9 Q. Sowouldn't apotential to cause patient
10  the sentence that wasin thefirst draft sent by 10  bias be a euphemism for automatically unblinded?
11 Dr. Tiseo, whichis 7A? 11 MR. ABRAHAM: Objection.

12 A. Okay. 12 THE WITNESS: | don't know what Amy

13 Q. It appears Ms. Rubin changed the 13 meant when she wrote this.

14 sentence from eight randomized patients at two 14 BY MR. BAUM:

15 investigational sites were dispensed medication that 15 Q. It'squiteabit different than

16  could have potentially unblinded the study, that'swhat |16  automatically unblinded, correct?

17  the 7A says, correct, the earlier Dr. Tiseo's draft? 17 MR. ABRAHAM: Objection.

18 A. Yes 18 THE WITNESS: | don't know if it's quite

19 Q. And switched that to medication was 19 abit different.

20 dispensed to eight randomized patientsin afashion 20 BY MR. BAUM:

21 that had the potential to cause patient bias. 21 Q. Butit'sdifferent?

22 Do you see that? 22 A. It'sdifferent.

23 A. Yes 23 Q. Andit'sdifferent to say unmistakenly

24 Q. That phrase "potential to cause patient 24 unblinded versus potentialy unblinded, correct?
Page 211 Page 213

1 bias' ismisleading; isn't it? 1 MR. ABRAHAM: Objection.

2 MR. ABRAHAM: Objection. 2 THE WITNESS: | would say yes.

3 THE WITNESS: No, | don't necessarily 3 BY MR.BAUM:

4 think so. 1I'm not sure. 4 Q. Soif it wasunmistakenly unblinded,

5 BY MR.BAUM: 5 that would mean that those patients should not be

6 Q. Wadll, isn'tit true that the integrity 6 included in an analysis for the primary efficacy

7 of the blind was unmistakenly violated? 7 measure, correct?

8 MR. ABRAHAM: Objection. 8 MR. ABRAHAM: Objection.

9 THE WITNESS: | don't know. 9 THE WITNESS: | would defer to a
10 BY MR.BAUM: 10 statistician on that.

11 Q. Wédll, Dr. Tiseo's March 2nd letter said 11 BY MR.BAUM:

12 jt was automatically unblinded for those patients that | 12 Q. Waéll, asaperson of your background in
13 received those tablets, correct? 13 FDA review and your experience in the pharmaceutical
14 MR. ABRAHAM: Objection. 14  industry, what would be the right thing to do?

15 THE WITNESS: That'swhat Dr. Tiseo 15 MR. ABRAHAM: Objection.

16 said, yes. 16 THE WITNESS: Wéll, the analysis should
17 BY MR. BAUM: 17 be done both including and excluding those

18 Q. So by using the phrase potential to 18 patients.

19  cause patient bias, Forest is not exactly being up 19 BY MR. BAUM:

20 front with the FDA, are they? 20 Q. And the primary efficacy measure should
21 MR. ABRAHAM: Objection. 21 exclude those patients, correct?

22 THE WITNESS: No, | wouldn't agree 22 MR. ABRAHAM: Objection.

23 there. | think causing patient biasis 23 THE WITNESS: | think you can make an
24 potentially an accurate description of what 24 argument either way. | think you can make the
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1 argument either way. 1 isamasterful stroke of euphemism, | would be alittle
2 BY MR.BAUM: 2 more upfront about the fact that the integrity of the
3 Q. Wadll, they told the FDA they were going 3 blind was unmistakenly violated."
4 to exclude them, correct? 4 Do you see that?
5 MR. ABRAHAM: Objection. 5 A. Yes.
6 THE WITNESS: Yes. 6 Q. SoDr. Flicker hasdirectly involved --
7 BY MR.BAUM: 7 wasdirectly involved in the resolving -- let me say
8 Q. lsn't that the appropriate thing to have 8 that again.
9 done? 9 Dr. Flicker was directly involved in
10 MR. ABRAHAM: Objection. 10  resolving the dispensing error issue, wasn't he?
11 THE WITNESS: Well, they were excluded 11 MR. ABRAHAM: Objection.
12 in the analysis that was done in the -- that 12 THE WITNESS: What do you mean by
13 analysis was included in the CIT-MD-18 study 13 "resolving the dispensing error"?
14 report. 14 BY MR. BAUM:
15 BY MR.BAUM: 15 Q. Heshelping write what's going to be
16 Q. Butinthestudy report, it wasn't part 16 senttothe FDA, right?
17 of the primary efficacy measure. They made the primary |17 A. Yes.
18 efficacy measure include them; that's different, isn't 18 Q. And hewas closer to the situation than
19 it? 19 you were, right?
20 A. Yes 20 A. Yes
21 MR. ABRAHAM: Objection. 21 Q. According to Dr. Flicker, using the
22 BY MR.BAUM: 22 phrase potential to cause patient bias in the letter to
23 Q. Andif they followed what they said and 23 the FDA isamasterful stroke of euphemism, isn't it?
24 if they followed what should have been done with 24 A. Yes.
Page 215 Page 217
1 unmistakenly unblinded patients, they ought not to have 1 Q. And according Dr. Flicker, use of the
2 included them in the primary efficacy measure, right? 2 phrase "potential to cause bias" is not being up front
3 MR. ABRAHAM: Objection. 3 withthe FDA, isit?
4 THE WITNESS: Yes, certainly what was 4 MR. ABRAHAM: Objection.
5 communicated to the FDA and what was donein 5 THE WITNESS: | don't know what he was
6 the study report are not consistent. 6 thinking, but that's what's written here, yes.
7 MR. BAUM: Let's go to the next exhibit, 7 BY MR.BAUM:
8 7D. 8 Q. And, according to Dr. Flicker, Forest
9 (Document marked for identification as 9 should just be upfront about the fact that the
10 Heydorn Deposition Exhibit No. 7D.) 10 integrity of the blind was unmistakenly violated,
11 BY MR.BAUM: 11 right?
12 Q. AndthisisMDL Bates number 12 A. Yes
13 FOREMO0030359 from Charles Flicker to Amy Rubin and cc'd |13 Q. And, ultimately, the phrase "potential
14  toPaul Tiseo. It'sdated March 14, 2000. 14 to cause bias' ended up in the letter that Forest sent
15 Y ou see that? 15 tothe FDA; isn't that true?
16 A. Yes 16 A. Yes
17 Q. Haveyou seen that document before? 17 Q. Now, if there was unmistakenly -- if the
18 A.  No, I have not. 18  blind was unmistakenly violated, those patients should
19 Q. Thisis--thislooksto be Charlie 19 not have been included in the primary efficacy measure,
20  Flicker'sresponse to Rubin's edits to the FDA letter. 20 correct?
21 Do you see that? 21 MR. ABRAHAM: Objection, asked and
22 A. Yes. 22 answered.
23 Q. Allright. Sointhise-mail, 23 THE WITNESS: Yes.
24 Dr. Flicker writes, "Although 'potential to cause bias 24 BY MR.BAUM:
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1 Q. You'vegot the Varner letter therein 1 A. | don't recall him ever saying that to
2 front of you, right? 2 me, no.
3 A. Yes 3 Q. Doesit bother you that Forest never
4 Q. That's Exhibit 7? 4 told the FDA that the integrity of the blind was
5 A. Seven,yes. 5 unmistakenly violated because of the dispensing error?
6 Q. Now, having seen this e-mail from 6 MR. ABRAHAM: Objection.
7 Dr. Flicker and the fax from Dr. Tiseo, would you agree | 7 THE WITNESS: No, I think thisis
8 that the patients who were subject to the dispensing 8 nuances around words, to be perfectly honest.
9 error were actually unblinded? 9 BY MR.BAUM:
10 MR. ABRAHAM: Objection. 10 Q. Wasit Amy Rubin'sjob to create
11 THE WITNESS: | don't know for afact, 11  masterful euphemismsin lettersto the FDA?
12 but that's the implication from these | etters, 12 MR. ABRAHAM: Objection.
13 yEs. 13 THE WITNESS: | do not know Amy Rubin's
14 BY MR.BAUM: 14 job description.
15 Q. Doesit concern you that the clinical 15 BY MR.BAUM:
16 medical director at the time, Dr. Flicker, believes 16 Q. Wadll, shewasin regulatory affairs,
17  that the letter being sent to the FDA contains a 17 right?
18 masterful stroke of euphemism? 18 A. Yes
19 MR. ABRAHAM: Objection. 19 Q. Isn'tit truethat she uses the phrase
20 THE WITNESS: | don't know what his 20 potentia to cause patient bias because it is her job
21 frame of mind was when he wrote that. 21 to protect marketing and medical using masterful
22 BY MR.BAUM: 22 euphemisms?
23 Q. Butthey had the obligation to be 23 MR. ABRAHAM: Objection.
24 upfront, truthful and honest with the FDA, correct? 24 THE WITNESS: | don't know why she used
Page 219 Page 221
1 MR. ABRAHAM: Objection. 1 those terms.
2 THE WITNESS: Yes. 2 MR. BAUM: I'm going to mark this as 7E.
3 BY MR.BAUM: 3 (Document marked for identification as
4 Q. And this shows that they weren't, 4 Heydorn Deposition Exhibit No. 7E.)
5 correct? 5 BY MR.BAUM:
6 MR. ABRAHAM: Objection. 6 Q. AndthisisMDL-FOREM0030382, and it's
7 THE WITNESS: He apparently had some 7 from Amy Rubin to Charlie Flicker and CC to Paul Tiseo.
8 concerns about this, yes. 8 It'sdated March 15th, 2000, "Re[3]: Letter to FDA for
9 BY MR.BAUM: 9 CIT-18"
10 Q. Weall, it was more than just concerns. 10 Do you see that?
11  Hesaid it was unmistakenly unblinded, and they said it |11 A. Yes
12 had the potential for bias; that's a misrepresentation, 12 Q. Thisappearsto be Ms. Rubin's response
13 isntit? 13  to Dr. Flicker's e-mail to her, right?
14 MR. ABRAHAM: Objection. 14 A. Yes
15 THE WITNESS: It's amisrepresentation 15 Q. And she says-- it's dated right the
16 of what Charlie Flicker thought should be 16 next day, actualy, correct?
17 communicated to the FDA. 17 A. It'sdated the 15th.
18 BY MR. BAUM: 18 Q. I think the other was the 14th?
19 Q. DidDr. Flicker ever tell you directly 19 A. Fourteenth, okay, yes, al right.
20 that theintegrity of the blind was unmistakenly 20 Q. Ms. Rubin responds, "Thanks for the
21 violated because of the dispensing error? 21 compliment. Part of my jobisto create 'masterful’
22 A. No. 22 euphemismsto protect Medical and Marketing."
23 Q. Inall your interactions with him while 23 Do you see that?
24 working on the study report, he never said that to you? |24 A. Yes
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1 Q. Inyour opinion, do you think it is 1 trial.
2 appropriate for Ms. Rubin to be creating masterful 2 BY MR.BAUM:
3 euphemismsto protect medical and marketing in her 3 Q. Okay.
4 communications with the FDA? 4 A. | don't believe shewasin statistics.
5 MR. ABRAHAM: Objection. 5 Q. Oh, okay. But overal management of the
6 THE WITNESS: No, it'snot part of her 6 conduct of the trial?
7 job. 7 A. Yes
8 BY MR.BAUM: 8 Q. Sounblinding would be a problem that
9 Q. Ms. Rubinis bragging about misleading 9 shewould want to have to deal with, correct?
10 the FDA, isn't she? 10 MR. ABRAHAM: Objection.
11 MR. ABRAHAM: Objection. 11 THE WITNESS: | don't know for afact.
12 THE WITNESS: | don't know what her 12 BY MR. BAUM:
13 frame of mind was when she wrote this. 13 Q. Or making sure that there were enough
14 MR. BAUM: Just we have -- we're going 14 patientsto power the study, for instance?
15 to put this version of the study report that 15 MR. ABRAHAM: Objection.
16 Kristin provided to us earlier, MDL-FORP0073423 |16 THE WITNESS: Ensuring enrollment,
17 into the record as 5A. 17 making sure appropriate supplies and study drug
18 (Document marked for identification as 18 were available.
19 Heydorn Deposition Exhibit No. 5A.) 19 BY MR.BAUM:
20 MR. BAUM: Okay. We're going to hand 20 Q. Do you know who Joan Howard is?
21 you what we're going to mark as Exhibit 8. 21 A. Thenameisfamiliar, but | can't recall
22 (Document marked for identification as 22 what her exact role was.
23 Heydorn Deposition Exhibit No. 8.) 23 Q. JaneWu?
24 BY MR.BAUM: 24 A. Again, the nameisfamiliar. | can't
Page 223 Page 225
1 Q. Andthisis MDL-FORP0168046. 1 recall what her direct role was.
2 Do you see that? 2 Q. CarlosCobles?
3 A. Yes 3 A. That nameisjust very vaguely familiar.
4 Q. Andthisisan e-mail from Joan Barton 4 Q. A dtatistician of some form?
5 to Paul Tiseo, Charles Flicker, Joan Howard, Jane Wu, 5 MR. ABRAHAM: Objection.
6 Carlos Cobles, dated December 6, 2000, Re: CIT-MD-18 | 6 THE WITNESS: | don't know.
7 Study Drug. 7 BY MR.BAUM:
8 Have you seen this document before? 8 Q. Doesthis appear to have been a standard
9 A. | saw it yesterday. 9 oraroutine e-mail produced in the ordinary course of
10 Q. Who isJoan Barton? 10 Forest business?
11 A. | believe shewasin clinical operations 11 MR. ABRAHAM: Objection.
12 at Forest. 12 THE WITNESS: It appearsto be, yes.
13 Q. What was her job? 13 BY MR.BAUM:
14 A. 1 don't know specifically what her job 14 Q. Okay. So herethise-mail says,
15 was. 15 "Attached is atable showing which patients were
16 Q. Shehad something to do with MD-18 16  randomized when the problem was discovered that the
17 though? 17 study drug was unblinded. A total of 6 adolescents and
18 A. Yes 18 3 children had aready been randomized. Pleaselet me
19 Q. Something to do with the statistics 19 know if thiswill alter the total number of children or
20 related to MD-18 and reporting? 20 adolescent patients to be randomized for thistria."
21 MR. ABRAHAM: Objection. 21 Did | read that correctly?
22 THE WITNESS: If indeed shewasin 22 A. Yes
23 operations, she was -- she would have played a 23 Q. Ms. Barton says that the study drug was
24 rolein the overall management of the clinical 24 unblinded, not potentially unblinded, correct?
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1 A. Yes 1 Q. Andyou have Dr. Tiseo saying they were
2 Q. Andwhen Ms. Barton asked if the 2 automatically unblinded, correct?
3 unblinded patients will alter the total number of child 3 MR. ABRAHAM: Objection.
4 or adolescent patients to be randomized for thistrial, 4 THE WITNESS: That'swhat he put in his
5 sheisquestioning whether unblinded patients should be | 5 fax, yes.
6 excluded from thetria, correct? 6 BY MR.BAUM:
7 MR. ABRAHAM: Objection. 7 Q. Sothesethree people were closer to
8 THE WITNESS: | don't know what she was 8 thisthan you were, correct?
9 exactly asking. 9 MR. ABRAHAM: Objection.
10 BY MR.BAUM: 10 THE WITNESS: Yes.
11 Q. Wadll, she'sasking if it will alter the 11 BY MR.BAUM:
12 total number of child or adolescent patients to be 12 Q. Andthey said it was unblinded, correct?
13 randomized for thistrial, correct? 13 MR. ABRAHAM: Objection.
14 A. Yes 14 BY MR. BAUM:
15 Q. What does that mean, to alter the total 15 Q. Those patients were unblinded, correct?
16 number; that means that she's finding out whether we're |16 MR. ABRAHAM: Objection.
17 going to count these guys or not, right? 17 THE WITNESS: That's what they're saying
18 MR. ABRAHAM: Objection. 18 here, yes.
19 THE WITNESS: | don't know what she 19 BY MR.BAUM:
20 meant by that. | could speculate that she 20 Q. And per the protocol, those patients
21 wanted to know whether the enrollment should be |21  should have been excluded because they were unblinded,
22 increased to compensate for the -- hereit's 22 correct?
23 apparently nine patients who were potentially 23 MR. ABRAHAM: Objection.
24 unblinded. 24 THE WITNESS: Yes.
Page 227 Page 229
1 BY MR.BAUM: 1 BY MR.BAUM:
2 Q. Now, she doesn't say potentially 2 Q. Now, when you helped draft the MD-18
3 unblinded, does she? 3 study report, the MD-18 posters, any PowerPoints that
4 A. Unblinded, she said unblinded. 4 were used for CME and the publication in the American
5 Q. And per the protocol, it would have been 5 Journa of Psychiatry on MD-18, were you aware that
6 the correct procedure at that point to not include 6 Forest personnel like Tiseo and Joan Barton and Charlie
7 those patients for the efficacy measures, correct? 7 Flicker viewed these patients as unblinded as opposed
8 MR. ABRAHAM: Objection. 8 to potentialy unblinded?
9 THE WITNESS: Yes, if they were 9 MR. ABRAHAM: Objection.
10 unblinded. 10 THE WITNESS: No, not to my
11 BY MR. BAUM: 11 recollection.
12 Q. Weéll,this says unblinded, correct? 12 BY MR.BAUM:
13 A. Yes. 13 Q. Do you think academics and physicians
14 Q. CharlieFlicker said they were 14 exposed to the poster CME and the MD-18 journal article
15 unblinded, correct? 15 ought to have been apprised of the unblinding issuein
16 MR. ABRAHAM: Objection. 16 order to fully weigh the pros and cons of prescribing
17 THE WITNESS: What did he say? Hesaid |17 Celexaor Lexapro to kids?
18 potentially unblinded. 18 MR. ABRAHAM: Objection.
19 BY MR.BAUM: 19 THE WITNESS: Probably, yes.
20 Q. No, go back to the other -- this 7D. 20 BY MR.BAUM:
21 A. 7D. Yeah. 21 Q. Theunblindingissueisat least a
22 Q. Hesays, the blind was unmistakenly 22 factor aphysician should weigh in evaluating whether
23 violated, correct? 23 the questionable efficacy was worth the risks, right?
24 A. Yes. 24 MR. ABRAHAM: Objection.
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1 THEWITNESS: Yes. 1 THE WITNESS: No. | don't know if she
2 BY MR.BAUM: 2 knew about the four patients at her site. As
3 Q. If you turn to the attachment on the 3 we discussed earlier, the investigators are not
4 next page, you will seethat there's alisting of 4 necessarily involved in the day-to-day
5 patientsthere -- there's alisting of investigators 5 activities of the study.
6 rather and then it's identifying which investigators 6 BY MR.BAUM:
7 received study packaging error, right, and then how 7 Q. Soaletter from Paul Tiseo to each of
8 many of them had randomized patients. 8 theinvestigator sites with large, bolded urgent sent
9 Do you see that? 9 to each of theinvestigator sites would not have gone
10 A. Yes 10  to someone like Dr. Wagner who ended up being the
11 Q. Doyou recal patients 113 and 513 that 11 primary author?
12 wewent over earlier were around three to four weeks |12 MR. ABRAHAM: Objection.
13  into the study when the dispensing error was 13 THE WITNESS: | have no idea.
14 discovered? 14  BY MR. BAUM:
15 MR. ABRAHAM: Objection. 15 Q. Youthink it'sthe type of thing she
16 THE WITNESS: Yes. 16 ought to have known about?
17 BY MR.BAUM: 17 MR. ABRAHAM: Objection.
18 Q. Andthislist hereis generated March 1, 18 THE WITNESS: She should have known
19 2000. 19 about it, yeah.
20 Do you see that? 20 BY MR.BAUM:
21 A. | seethat'sthe date on here. | don't 21 Q. Shouldn't al of the authors of the
22 know when it was generated. 22 publication for MD-18 in the American Journal of
23 Q. Sothesitetracking -- Study Drug 23 Psychiatry known about this?
24 Packaging Error, Site Tracking - March 1, 2000. 24 MR. ABRAHAM: Objection.
Page 231 Page 233
1 Do you see that? 1 THE WITNESS: Yes.
2 A. Right, so that was the status as of 2 BY MR.BAUM:
3 March 1, 2000 iswhat | would interpret. 3 Q. And shouldn't they all have known that
4 Q. AndCIT-MD-18, according to the study 4 Tiseo, Flicker and Barton considered the patients to
5 report we examined earlier began on January 31, 2000 5 have been unblinded?
6 and finished on April 10, 2001. 6 MR. ABRAHAM: Objection.
7 Do you recall that? 7 THE WITNESS: | don't know if they
8 A. Yes 8 needed to know who within the organization
9 Q. SoDr. Wagner knew that four patients 9 considered the patients unblinded.
10 from her site were unblinded, didn't she? 10 BY MR. BAUM:
11 MR. ABRAHAM: Objection. 11 Q. Wadll, that some of the scientists
12 THE WITNESS: | don't know what 12 closest to the data considered it to have been
13 Dr. Wagner knew. 13 unblinded?
14 BY MR.BAUM: 14 MR. ABRAHAM: Objection.
15 Q. Wadll, she'sonthislist, and her site 15 THE WITNESS: Yes.
16 received the letter from Tiseo and shows herethat two |16 MR. BAUM: Okay. Let'stake abreak.
17  adolescent patients, 513 and 514, and two children, 113 |17 THE VIDEOGRAPHER: Thetimeisnow
18 and 114, were amongst those that received the pink 18 approximately 3:17 p.m. We're off the record.
19 Celexatablets, correct? 19 (Brief recess.)
20 A. Yes 20 THE VIDEOGRAPHER: Thetimeisnow
21 Q. Did she know about -- do you know 21 3:41 p.m. Thisisthe beginning of Disk Number
22 whether or not she knew about the five other patients 22 4. WEe're on the record.
23 from the other sites who were unblinded? 23 (Document marked for identification as
24 MR. ABRAHAM: Objection. 24 Heydorn Deposition Exhibit No. 9.)
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1 BY MR.BAUM: 1 MS. KIEHN: Two pages.
2 Q. Okay. I'm handing to you what's marked 2 MR. BAUM: I'vegot three. Can|l see
3 asExhibit Heydorn-9, MDL-FOREM0028291, and it's an 3 what you've got there?
4 e-mail exchange involving you and Natasha Mitchner and 4 THE WITNESS: Sure.
5 Evelyn Kopke, Gundula LaBadie and then Charles Flicker, | 5 MR. BAUM: It'smissing this page. All
6 JamesJin, Jane Wu. 6 right. Sorry, I'm going to haveto -- we're
7 And therée's -- the top e-mail saysit's 7 going to take abreak. We're going to have to
8 from you to Natasha Mitchner. 8 go get acopy of this.
9 Have you seen this before? 9 THE VIDEOGRAPHER: Thetimeis3:44 p.m.
10 A. Sincel wroteit, | assumel have. 10 We're off the record.
11 Q. Doesit appear to have been produced in 11 (Brief recess.)
12 theordinary course of Forest business? 12 THE VIDEOGRAPHER: Thetimeis3:48 p.m.
13 MR. ABRAHAM: Objection. 13 We're on the record.
14 THE WITNESS: Yes. 14 BY MR.BAUM:
15 BY MR.BAUM: 15 Q. Okay. Sowe'regoing to go back again
16 Q. Do you recal who Natasha Mitchner was? 16  towhat we've marked as Exhibit 9. And now that you've
17 A. Shewasone of the writers at BSMG, then 17 had achance to look this over, do you recognizeit --
18  Prescott Communications, amedical communicationsfirm |18 isyour recollection refreshed as to your having
19 that we worked with. 19 drafted that?
20 Q. In her deposition she said shewas a 20 A. Yes
21 ghost writer for the MD-18 drafts. 21 Q. Canyou describe to me what this
22 Would you agree with that 22 document summarizes?
23 characterization? 23 A. Thiswasadiscussion among the
24 MR. ABRAHAM: Objection. 24  atendees at the call on points that we were going to
Page 235 Page 237
1 THE WITNESS: | don't agree with the 1 makeinthe CIT-MD-18 study report.
2 term ghost writers. They assisted usin 2 Q. And the conversation was occurring
3 drafting the first draft of the manuscript. 3 between you and Charlie Flicker and James Jin, Jane Wu
4 BY MR. BAUM: 4 and then at PharmaNet Evelyn Kopke and Gundula LaBadie,
5 Q. Butif she characterized herself as 5 right?
6 being a ghost writer, you would let her do that? 6 A. Yes
7 MR. ABRAHAM: Objection. 7 Q. Doesthisrefresh your recollection that
8 THE WITNESS: | have no way of knowing 8 maybeafirst draft of the report was being written by
9 how she feels, but if that's how she feels, | 9 PharmaNet?
10 wouldn't argue with her. 10 MR. ABRAHAM: Objection.
11 BY MR.BAUM: 11 THEWITNESS: Yes.
12 Q. Soyou'resending an email to Natasha 12 BY MR.BAUM:
13  Mitchner regarding notes from a conference call on 13 Q. That'sactually what you said in your
14  October 4, 2001, it looks like. 14  prior deposition.
15 Do you recall having atelephone 15 A. Okay.
16 conference with PharmaNet personnel and Forest 16 Q. Allright. Soat thistime, Natasha
17  personnel regarding the MD-18 study report draft around |17  Mitchner was working for BSMG Communications, right?
18 October of 2001? 18 A. Yes
19 A. Not specificaly but -- 19 Q. Do you know why you were sending this
20 Q. Youwant tolook that over and 20 email to her?
21 refamiliarize yourself with it. 21 A. | can't recall specificaly, but | could
22 A. (Witness reviews document.) 22 venture aguess that it was probably in preparation for
23 MR. BAUM: That doesn't look like he has 23  drafting the CIT-MD-18 manuscript.
24 acomplete exhibit. | have dl this. 24 Q. Shedid thefirst draft, right?
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1 A. That'smy recollection, yes. 1 paragraph that starts note that study, you see that,
2 Q. And she wrote the poster? 2 was not powered?
3 MR. ABRAHAM: Objection. 3 A. Yes
4 BY MR.BAUM: 4 Q. And the second sentence there says, "The
5 Q. For ACNP? 5 sample size was calculated based on the anticipated
6 A. | can't recall specificaly, but that 6 effect sizefor the primary efficacy variable."
7 wouldn't surprise me. 7 Do you see that?
8 Q. Okay. Soyou say, "Attached are my 8 A. Yes
9 notes from the conference call with the CRO onthepeds | 9 Q. What does that mean?
10 study," right? That's pediatric study? 10 A.  Wadl, I'mnot adtatistician, but, in my
11 A. Yes 11 mind, that means the number of patients to be enrolled
12 Q. And at the bottom of this page, you send 12 inthe study was cal culated based on the anticipated
13 thisto Evelyn Kopke and Gundula LaBadie, right? 13 effect, the response that we would get for the primary
14 A. Yes 14  efficacy variable, that the study was powered
15 Q. Andthen Wu and Jin, they were Forest 15 appropriately.
16 datisticians; isthat correct? 16 Q. What'san effect size?
17 A. Certainly know Jin was, and | think Wu 17 A. Atthispoint I'm not sure.
18 wasalso. 18 Q. Would it be something related to
19 Q. Okay. Soif you go over to the next 19 clinical efficacy?
20 page, you have the notes from the conference call with |20 A. | believeso, yes.
21 PharmaNet, October 4, 2001. 21 MR. ABRAHAM: Objection.
22 Do you see that? 22 BY MR.BAUM:
23 A. Yes 23 Q. Sothe next paragraph says, the results
24 Q. Andyou were an attendee to that 24 from the CDRS-R looked strong at every visit.
Page 239 Page 241
1 conference call, correct? 1 Emphasize the positive effect early on; also emphasize
2 A. Yes. 2 that the positive effect was seen early on with the 20
3 Q. Andthiswas produced in the ordinary 3 milligram aday dose. Include only the figure from the
4 course of Forest business? 4 primary endpoint; leave others as after text figures.
5 MR. ABRAHAM: Objection. 5 Do you see that?
6 THE WITNESS: Yes. If my memory is 6 A. Yes
7 correct, | was primarily there as the scribe to 7 Q. What doesthat mean?
8 take notes. 8 A. Sothefirst sentenceis pretty
9 BY MR.BAUM: 9 sdf-explanatory, the results look strong at every
10 Q. But you wrote this, correct? 10 visit. Emphasizing the positive effect early onis
11 A. | believe so, yes. 11 important because antidepressants generally take
12 Q. Do you recall how many conferences you 12 several weeks before you see efficacy, and having
13 had with PharmaNet regarding CIT-MD-18? 13 evidence that a compound worked early on was always
14 A. No. 14 something that pharmaceutical companies were striving
15 Q. And then you write, "Points of notein 15 for, trying to come up with compounds that work faster
16  the study report for CIT-MD-18." 16 thanthe six to eight weeks it generally takes for
17 Do you see that? 17 antidepressants to show their effects.
18 A. Yes. 18 Include only the figure from the primary
19 Q. What did you mean by that? 19  endpoaint, that would be include only the figure in the
20 A. Thiswasasummary of the discussions 20 main body of thetext. The only figureinthemain
21 that we had on this conference call, and | was putting |21  body of the text should be the primary endpoint, the
22 together asummary of the high level pointsthat Forest |22  others would be -- you know, the secondary endpoints
23 fet should be included in the CIT-MD-18 study report. |23 would be after text figures or figuresin the -- you
24 Q. Okay. Soif youlook, theresa 24 know, one of the appendices.
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1 Q. Okay. Sothisreference to the strong 1 A. Right, that should be tablets.

2 CDRSresult was areference to the analysis that 2 Q. Some citalopram tablets were not

3 included the patients who were unblinded in the study, | 3 blinded, right?

4 correct? 4 A. Correct.

5 MR. ABRAHAM: Objection. 5 Q. And that doesn't say potentially

6 THE WITNESS: | would assume so, yes. 6 unblinded, right?

7 BY MR. BAUM: 7 MR. ABRAHAM: Objection.

8 Q. Andif they were excluded, it wouldn't 8 BY MR.BAUM:

9 have been a strong result, correct? 9 Q. It saysthey were not blinded?
10 MR. ABRAHAM: Objection. 10 A. It saysthey were not blinded, yes.
11 THE WITNESS: Yes. 11 Q. So per the protocol, they should not
12 BY MR.BAUM: 12 have been included in the efficacy measure, correct?
13 Q. Let'slook at the next paragraph. For 13 MR. ABRAHAM: Objection, asked and
14 secondary efficacy measures, no significant difference |14 answered.
15 at the Week 8 LOCF analysis. It lookslikethere's-- |15 THE WITNESS: According to the protocol,
16  probably they are. 16 patients who were unblinded should not have
17 A. Thereare 17 been included.
18 Q. Thereare some significant findings 18 BY MR. BAUM:
19 early onintreatment. Forestislooking at individual |19 Q. The9 patients who received unblinded
20 patient listingsto seeif there are any clues asto 20 medication wereincluded in the main analyses; a
21 why Week 8 findings were not positive. For how, 21  secondary post-hoc analysis of the ITT subpopulation
22 emphasize the positive findings at earlier timepoints |22 wasdone. Refer to these analyses briefly in methods
23 for the secondary efficacy variables. 23 and results and reference the reader to the appendix
24 Did | read that correctly? 24  table.

Page 243 Page 245

1 A. Yes 1 Did | read that correctly?

2 Q. Now, the secondary endpoint efficacy 2 A. Yes

3  variablesfailed at Week 8, correct? 3 Q. Now, thisisdifferent than what they

4 A. Yes 4 told the FDA they were going to do back in March

5 Q. And none of them were positive? 5 of 2000, right?

6 MR. ABRAHAM: Objection. 6 MR. ABRAHAM: Objection.

7 THE WITNESS: Correct. 7 THE WITNESS: It would appear to be

8 BY MR.BAUM: 8 inconsistent, yes.

9 Q. But thisis suggesting emphasize the 9 BY MR.BAUM:
10 positive and leave out the negative? 10 Q. Andyou didn't know about that letter
11 MR. ABRAHAM: Objection. 11 they sent to the FDA, did you?
12 THE WITNESS: No. It'ssaying Forest is |12 A. No, | did not.
13 looking at patient listingsto see if there are 13 Q. Sothisparagraph hereis essentially
14 any clues asto why the Week 8 findingswere |14 someinstructions of how to deal with the unblinding
15 not positive. 15  problem in the study report, correct?
16 BY MR. BAUM: 16 MR. ABRAHAM: Objection.
17 Q. Then it says"emphasize the positive 17 THE WITNESS: | don't know for sure, but
18 findings at earlier time points.” 18 that would be a reasonable conclusion.
19 Do you see that? 19 BY MR.BAUM:
20 A. Yes 20 Q. Do you know if the instructions that
21 Q. Okay. Solet'sgo to the next one. 21 were decided upon were reached prior to this telephone
22 "Dosing error. Some citalopram tables |22 conference or this conference with -- this conference
23 werenot blinded.” 23 call with PharmaNet on October 4th?
24 24 MR. ABRAHAM: Objection.

Do you see that?
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1 THE WITNESS: Can you repeat that. Not 1 speculation.
2 sure | follow that. 2 THE WITNESS: | can't say at this point.
3 BY MR.BAUM: 3 | don't know what | would have done.
4 Q. These appear to be some instructions 4 BY MR.BAUM:
5 that were being given to PharmaNet; is that correct? 5 Q. Youdon't agree with its having been
6 MR. ABRAHAM: Objection. 6 including those unblinded patients in the primary
7 THE WITNESS: It was a summary of the 7 efficacy measure, do you?
8 discussions at the meeting at the conference 8 MR. ABRAHAM: Objection.
9 cal. 9 THE WITNESS: The study report included
10 BY MR.BAUM: 10 both analyses.
11 Q. Do yourecal having any meetings with 11 BY MR.BAUM:
12 Charlie Flicker or James Jin or Jane Wu in advance of 12 Q. Yeah, but it put the analyses with the
13 thistelephone conference? 13 patients -- unblinded patients excluded in the appendix
14 A. | can'trecall any, no. 14 and it called that a secondary, and it put the primary
15 Q. Doyourecal having any conversations 15 with those patientsin the Table 3.1, and that's
16  with Charlie Flicker or Lawrence Olanoff or Ivan Gergel |16  different than what the protocol said, different from
17  about having PharmaNet draft thisfirst draft to have 17 what they told the FDA they would do, correct?
18 the nine unblinded patients included in the efficacy 18 MR. ABRAHAM: Objection, asked and
19 andysis? 19 answered.
20 MR. ABRAHAM: Objection. 20 THE WITNESS: Yes, it appearsto be
21 THE WITNESS: | don't recall any 21 different.
22 conversations about that, no. 22 BY MR. BAUM:
23 BY MR.BAUM: 23 Q. And having worked for the FDA, you would
24 Q. Didanyonedraw your attention to this 24 want to have upfront truthful and accurate data
Page 247 Page 249
1 unblinding problem at thistime? 1 provided to you, correct?
2 MR. ABRAHAM: Objection. 2 MR. ABRAHAM: Objection.
3 THE WITNESS: | just don't remember. 3 THE WITNESS: Asl'vesaid, the review
4 BY MR.BAUM: 4 starts at the data and works it way back.
5 Q. Wereyou just acting as ascribe, asyou 5 BY MR.BAUM:
6 said? 6 Q. Sothat you would expect the FDA to have
7 A. Atthismeeting -- 7 figured this out because they looked at the data and
8 MR. ABRAHAM: Objection. 8 worked up, correct?
9 THE WITNESS: -- yes, | wasacting asa 9 MR. ABRAHAM: Objection.
10 scribe. 10 THE WITNESS: Yes.
11  BY MR.BAUM: 11  BY MR.BAUM:
12 Q. Butyouwere also kind of responsible 12 Q. Andif they didn't actually look at the
13 for the study report being accurate as well, correct? 13 data, they just relied on the study report conclusions,
14 MR. ABRAHAM: Objection, asked and 14 that would explain possibly how they may have gone
15 answered. 15 aong withit?
16 THE WITNESS: Yes. 16 MR. ABRAHAM: Objection.
17 BY MR. BAUM: 17 THE WITNESS: | have no idea how the FDA
18 Q. If you had known about those -- the fax 18 reviewed this study report.
19 from Tiseo to the investigation sites and Joan Barton's |19 (Document marked for identification as
20 e-mail saying that the patients were unblinded and 20 Heydorn Deposition Exhibit No. 10.)
21 Charlie Flicker saying they were unmistakenly 21 BY MR.BAUM:
22 unblinded, would you have done anything differently |22 Q. I'mgoing to mark this next exhibit as
23 with respect to the study report? 23 Exhibit 10, and it's aletter dated September 16, 2002,
24 MR. ABRAHAM: Objection, calsfor 24 and it's MDL-FORP0016376, and it's from Tom Laughren
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1 and-- who isateam leader, psychiatric drug products, 1 A. Yes.
2 division of neuropharmacological drug products for the 2 Q. Sowhat does that mean to you?
3  FDA, correct? 3 MR. ABRAHAM: Objection, callsfor
4 A. Yes 4 speculation.
5 Q. And the subject is Recommendation for 5 THE WITNESS: That the statistician at
6 Nonapproval Action for Pediatric Supplement for Celexa, | 6 the FDA would not be looking at the efficacy
7  (Citalopram); negative results for Celexain the 7 data.
8 treatment of Major Depressive Disorder (MDD) in 8 BY MR. BAUM:
9 pediatric patients. 9 Q. That'swhat we werejust talking about,
10 Do you see that? 10  correct?
11 A. Yes 11 A. Yeah.
12 Q. Haveyou seen this document before? 12 Q. Sothey didn't actually do aworkup of
13 A. | saw it yesterday for thefirst time. 13 thedtatistics. They essentially looked at the summary
14 Q. Let'slook at thelast paragraph on the 14 of the data, correct?
15 first page. It says, "Since the proposal wasto use 15 MR. ABRAHAM: Objection, callsfor
16 the currently approved Celexaformulations for this 16 speculation.
17  expanded population, there was no need for chemistry or |17 THE WITNESS: | don't know what they
18 pharmacology reviews." 18 looked at.
19 Do you see that? 19 BY MR.BAUM:
20 A. Yes 20 Q. Butthey didn't do astatisticsreview
21 Q. And then the next one goes, "The primary 21 of the efficacy data, correct?
22 review of theclinical efficacy and safety datawas 22 MR. ABRAHAM: Objection.
23 done by Earl Hearst, M.D. from the clinical group.” 23 THE WITNESS: That'swhat it says here.
24 Do you know him? 24 BY MR.BAUM:
Page 251 Page 253
1 A. No, | donot. 1 Q. Okay. Soif you go to Page 2 here,
2 Q. Okay. Andthen next it says, "Since 2 Section "5.0 Clinical Data' and then it has an
3 there was agreement between the sponsor and FDA that | 3 "Efficacy Data" section, and we go to -- actually, |
4 thesetrials were negative, there was no need for a 4 want to go to the next page over. At thetop of the
5 datigticsreview of the efficacy data." 5 page, thethird page, it says, the total randomized
6 Do you see that? 6 samplewas n=174, 89 citalopram, 85 placebo.
7 A. Yes 7 Do you see that?
8 Q. What doesthat mean to you? 8 A. Yes.
9 MR. ABRAHAM: Objection. 9 Q. That's174 patients. That's eight more
10 THE WITNESS: | think it's pretty 10 than the 166 that were not exposed to the pink tablets,
11 self-explanatory. There was an agreement 11 correct?
12 between the sponsor and the FDA that -- | don't 12 MR. ABRAHAM: Objection.
13 know what they refer to as "thesetrials” 13 THE WITNESS: Y es, that would appear to
14 but... 14 be correct.
15 BY MR. BAUM: 15 BY MR.BAUM:
16 Q. 94404 and MD-18 were among those trials. |16 Q. Andthis 174 includes the eight patients
17 A. Okay. 17 who were exposed to the tablets the pink tablets, the
18 MR. ABRAHAM: Objection. 18 pink Celexa, correct?
19 MS. KIEHN: Objection. 19 MR. ABRAHAM: Objection.
20 BY MR.BAUM: 20 THE WITNESS: | believe so, yes.
21 Q. And so but doesit appear to you that 21 BY MR.BAUM:
22 therewas no need for a statistics review of the 22 Q. And then the efficacy results, it shows
23 efficacy data 23 that the P-valueis .038.
24 Do you see that? 24 Do you see that?
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1 A. Yes. 1 THE WITNESS: But more patients -- the
2 Q. Andthat'sthe P-valuefor the analysis, 2 scores improved in the patients on citalopram,
3 including the unblinded patients, correct? 3 not statistically significant, but more so than
4 MR. ABRAHAM: Objection, asked and 4 patients on placebo.
5 answered. 5 BY MR.BAUM:
6 THEWITNESS: Yes. 6 Q. Soit'sanumerical improvement, but not
7 BY MR.BAUM: 7 astatisticaly significant improvement, correct?
8 Q. If you go to the section just below the 8 MR. ABRAHAM: Objection.
9 bold print, it starts with "thus." 9 THE WITNESS: | think that would be one
10 Do you see that? 10 way to put it, yes.
11 A. Yes 11 BY MR. BAUM:
12 Q. Soitgoes, thus, it appears that the 12 Q. And can adrug be approved with a
13 positive results for thistrial are coming from the 13 statistically insignificant improvement?
14 adolescent subgroup. Note: Therewas apackaging |14 MR. ABRAHAM: Objection.
15 error resulting in tablets being distinguishable for 15 THE WITNESS: I'm not an expert on the
16  drug and placebo for 9 patients (although still 16 overall drug approval process, but | don't
17 blinded). A reanaysiswithout these patientsyielded |17 believe so, no.
18 aP-value of 0.52 in favor of citalopram. Resultsalso |18 BY MR. BAUM:
19 dignificantly favor citalopram over placebo on most |19 Q. Soitwouldn't have been approved for --
20 secondary outcomes. 20 asanindication for adolescents or children with a
21 Did | read that correctly? 21 P-valueof .052, correct?
22 A. Yes 22 MR. ABRAHAM: Objection, callsfor
23 Q. That'smostly false, correct? 23 speculation.
24 MR. ABRAHAM: Objection. 24 THE WITNESS: That would be my guess.
Page 255 Page 257
1 THE WITNESS: Well, at Week 8 the 1 BY MR.BAUM:
2 secondary outcomes were not in favor of 2 Q. Now, this paragraph of Dr. Laughren's
3 citalopram. 3 essentially echoes what was in the study report
4 BY MR.BAUM: 4 language, not including -- well, essentially echoes
5 Q. Okay. So and the results without the 5 what wasin the study report, correct?
6 dispensing error patients were not in favor of Celexa, | 6 MR. ABRAHAM: Objection.
7 werethey? 7 THE WITNESS: It appearsto, yes.
8 MR. ABRAHAM: Objection. 8 BY MR.BAUM:
9 THE WITNESS: Wéll, of course, P-value 9 Q. Andit essentialy echoes what wasin
10 isatypo there. 10  the PharmaNet notes planning out what was going to be
11 BY MR. BAUM: 11 put into the study report, correct?
12 Q. That should be .052? 12 MR. ABRAHAM: Objection.
13 A. Right. 13 THE WITNESS: It'ssimilar.
14 Q. So0.052isnot statistically 14 BY MR.BAUM:
15 dignificant, correct? 15 Q. Areyou awarethat thisanalysis of
16 MR. ABRAHAM: Objection. 16  Study 18'sresults by Dr. Laughren was adopted by the
17 THE WITNESS: No, it'snot, but it's 17 reviewersfor Lexapro without further analysis as
18 till in favor of citalopram. 18 providing evidence beyond Lexapro Study 32'sisolated
19 BY MR. BAUM: 19 positive outcome for adol escents?
20 Q. Howi isitinfavor of citalopram? It's 20 MR. ABRAHAM: Objection.
21  negative -- if that were reported as the primary 21 THE WITNESS: No.
22 efficacy measure, it would have been a negative 22 BY MR.BAUM:
23 outcome, correct? 23 Q. Forest needed more than just asingle
24 MR. ABRAHAM: Objection. 24 positive study, and this analysis by Laughren
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1 mistakenly echoing the misleading language fromthe | 1 A. Brief communication.
2 MD-18 study report resulted in Lexapro getting an 2 Q. Brief communication, you wanted to avoid
3 indication for adolescent depression with only one 3 communicating the negative outcomes for the Week 8
4 positive adolescent Lexapro trial. 4 reaults for the secondary outcomes.
5 Did you know that? 5 Do you recall that?
6 MR. ABRAHAM: Objection. 6 MR. ABRAHAM: Objection.
7 THE WITNESS: No, | did not. 7 THE WITNESS: If it'sin my testimony.
8 BY MR.BAUM: 8 It'sbeen along time.
9 Q. That'sinconsistent with FDA standards 9 (Document marked for identification as
10 for approval of anindication, isn't it? 10 Heydorn Deposition Exhibit No. 11.)
11 MR. ABRAHAM: Objection. 11 BY MR. BAUM:
12 THE WITNESS: There are instances where |12 Q. SolI'mhanding you what's been marked as
13 asingle positive study is used for drug 13 Exhibit 11; isthat right?
14 approval. 14 A. Yes
15 BY MR. BAUM: 15 Q. Andit'saletter dated November 14,
16 Q. With additional evidence, though, 16 2002 to Nancy Andreasen, editor-in-chief at the
17  correct, not just one by itself? 17 American Journal of Psychiatry.
18 MR. ABRAHAM: Objection. 18 Have you seen that before?
19 THE WITNESS: Yes, one by itself. 19 A. | don'trecal, but I'm surel have,
20 BY MR.BAUM: 20 sincemy nameisonit.
21 Q. That'snot what the FDA regulations say? |21 Q. It hasattached to it adraft of the
22 A. That's not the standard, but there are 22 manuscript that they want to publish, but it has, you
23 caseswhere asingle positive study is considered 23 know, you as asignatory to the letter.
24 sufficient for approval. 24 Do you see that?
Page 259 Page 261
1 Q. Okay. Sowe would need to ask 1 A. Yes
2 Dr. Laughren what he did and why with respect to this 2 Q. Would this have been something that was
3 analysis of MD-18 and how it was used with MD-32, 3 produced in the ordinary course of Forest business?
4 correct? 4 MR. ABRAHAM: Objection.
5 MR. ABRAHAM: Objection. 5 THE WITNESS: Yes.
6 THE WITNESS: | certainly can't comment 6 BY MR.BAUM:
7 on what Dr. Laughren was thinking. 7 Q. Did Forest pay Prescott Medical
8 BY MR.BAUM: 8 Communications to ghost write the submission draft?
9 Q. Doyou recall discussionswith Forest 9 MR. ABRAHAM: Objection.
10 and GCI or Prescott referencing avoiding addressing the | 10 THE WITNESS: Yes, I'm sure Forest paid
11 negative secondary outcomesin the MD-18 manuscript |11 Prescott Medical Communications to generate the
12 publication? 12 initial draft of the manuscript.
13 MR. ABRAHAM: Objection. 13 BY MR.BAUM:
14 THE WITNESS: | know I've seen 14 Q. Wereyou involved in the contract
15 communications about that, yes. 15 between Forest and Prescott Medica Communications to
16 BY MR.BAUM: 16  produce this manuscript of MD-18?
17 Q. You were deposed about that in 2007? 17 MR. ABRAHAM: Objection.
18 A. Okay. 18 THE WITNESS: | don't recall. Do you
19 Q. Sol don't want to go back and redo 19 mean the details of negotiating the contract, |
20  that. 20 don't recall.
21 A. Okay. 21 BY MR.BAUM:
22 Q. 1 just wanted to sort of refresh your 22 Q. Okay. Haveyou been in contact with any
23 recollection that there was -- because therewasgoing |23 of your co-authors since the publication of MD-18?
24 tobeashort or brief -- 24 A. No.
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1 MR. BAUM: The next exhibit. 1 what was going to be included as the primary efficacy
2 (Document marked for identification as 2 measure or the secondary results and the decision about
3 Heydorn Deposition Exhibit No. 12.) 3 whether or not to include the unblinded patients in the
4 BY MR.BAUM: 4 primary efficacy measure, did that all happen back then
5 Q. SoI'mhanding you the manuscript 5 when they were there?
6 publication of -- in the American Journal of Psychiatry | 6 MR. ABRAHAM: Objection.
7 dated June 2004, "A Randomized, Placebo-Controlled | 7 THE WITNESS: | believe o, yes.
8 Trial of Citalopram for the Treatment of Major 8 BY MR.BAUM:
9 Depression in Children and Adolescents.” 9 Q. Do you know why Dr. Wagner was listed as
10 Do you see that? 10  thefirst author?
11 A. Yes 11 A. No, I don't. | don't remember.
12 Q. Haveyou seen this before? 12 Q. AndsoDr. Robb and -- isit Findling,
13 A. Yes 13 how do you pronounce that?
14 Q. Thisisyour -- you were amongst the 14 A. I'mnotsure.
15 authors here, correct? 15 Q. Do you know either of them?
16 A. Yes 16 A. No.
17 Q. Why wereyou an author? 17 Q. Do you know whether or not either of
18 A. Duetothe amount of work | put in on 18  them knew that there were eight unblinded patients
19 theproject, | was offered achancetobenamedasan |19 included in the primary efficacy measure?
20 author on the publication. 20 MR. ABRAHAM: Objection.
21 Q. | noticed that Charlie Flicker isnot on 21 THE WITNESS: No, | do not.
22 here. 22 BY MR. BAUM:
23 Didn't he have alot to do with it? 23 Q. Do you think they ought to have known?
24 A. I'msurehedid. 24 MR. ABRAHAM: Objection.
Page 263 Page 265
1 Q. Why isn't he an author? 1 THE WITNESS: Y es, they probably should
2 MR. ABRAHAM: Objection. 2 have known.
3 THE WITNESS: | don't know. | don't 3 BY MR.BAUM:
4 remember. 4 Q. Would that change the way this
5 BY MR.BAUM: 5 publication was written?
6 Q. What about Paul Tiseo; he had alot to 6 MR. ABRAHAM: Objection, callsfor
7 dowithit too, right? 7 speculation.
8 A. | don'tknow. | know Paul left Forest a 8 THE WITNESS: Yeah, | don't know how.
9 number of years before this was published. 9 It may have.
10 Q. Buttheactual deciding of what datawas |10 BY MR. BAUM:
11 inand what datawas out was largely in the handsof |11 Q. AndJianging Jin, that's James Jin; is
12 peoplelike Charlie Flicker or Paul Tiseo or Lawrence |12  that correct?
13 Olanoff; isthat correct? 13 A. Yes
14 MR. ABRAHAM: Objection. 14 Q. And Marcelo Gutierrez, who is Marcelo
15 THE WITNESS: It would not havebeenin |15 Gutierrez?
16 the hands of Paul Tiseo because he had |eft the |16 A. Hewasthe pharmacokineticist on the
17 organization. Charlie had also left the 17 program.
18 organization by then. 18 Q. Sohe--what did he do,
19 BY MR.BAUM: 19 pharmacokinetics?
20 Q. Wéll, by the time the study report was 20 A. Pharmacokinetics. | assumethere's
21 generated and theinitial drafts of thiswere 21 plasmalevel datain here. | don't recall
22 generated, wasn't Dr. Flicker involved? 22 gpecifically.
23 A. Yes 23 Q. Didyou write any of the drafts of the
24 Q. Andweren't theprimary decisionsabout |24  manuscripts for this publication?
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1 A. | can't recal specificaly. 1 they unblinded?
2 Q. Doyou recal editing them? 2 MR. ABRAHAM: Objection.
3 A. | can't specifically recall. 3 THE WITNESS: | don't know.
4 Q. Do you recall working with Natasha 4 BY MR.BAUM:
5 Mitchner on some of theinitial drafts? 5 Q. Wadll, what did Paul Tiseo say?
6 A. Yes that | canrecal. 6 MR. ABRAHAM: Objection, asked and
7 Q. Anddo you recall working with -- what's 7 answered.
8 Prescott'sfirst name? 8 THE WITNESS: He wrote that they were
9 A. May. 9 unblinded.
10 Q. Mary Prescott, do you recall working 10 BY MR.BAUM:
11 with Mary Prescott on some of the drafts for this 11 Q. And Charlie Flicker?
12 publication? 12 MR. ABRAHAM: Objection.
13 A. Yeah, | worked with Mary Prescott on a 13 THE WITNESS: He wrote that they were
14 number of projects. 14 unblinded.
15 Q. Butonthedraftsfor thisMD-18? 15 BY MR.BAUM:
16 A. | can't specifically remember. 16 Q. And Joan Barton?
17 Q. But neither Natasha Mitchner nor Mary 17 MR. ABRAHAM: Objection.
18  Prescott appear as co-authors or any reference to them |18 THEWITNESS: Yes.
19 at al inthis publication, correct? 19 BY MR.BAUM:
20 A. Correct. It wasnot common at that time 20 Q. Andthenin your notesfrom the
21 torecognize medical communications firms 21 PharmaNet meeting on October 4, 2001, didn't you report
22 contributions to publications. 22 that they were unblinded?
23 Q. Andthat wasin order to hide that there 23 MS. KIEHN: Objection.
24 was some ghostwriting occurring, right? 24 MR. ABRAHAM: Objection.
Page 267 Page 269
1 MR. ABRAHAM: Objection. 1 BY MR.BAUM:
2 THE WITNESS: | would not characterize 2 Q. Record that they were unblinded?
3 it that way. 3 MS. KIEHN: No, objection, his report
4 BY MR.BAUM: 4 refers to tablets, not patients.
5 Q. Solet'sgoto Page 1080 and if you look 5 MR. BAUM: Go ahead. And I'dlikeyou
6 at the-- wait asecond -- it's the Results section 6 not to coach the witness.
7 starting at 1080, and | want to sort of direct your 7 THE WITNESS: It says some citalopram
8 attention to Figure 1 on Page 1081, the next page over. | 8 tablets were not blinded.
9 A. Yes 9 BY MR.BAUM:
10 Q. Andithas--if youlook at the 10 Q. All right. So were these patients
11 subjectsreceiving placebo, it's 85. 11 unblinded or potentialy unblinded?
12 Do you see that? 12 MR. ABRAHAM: Objection, asked and
13 A. Yes 13 answered.
14 Q. And subjects receiving citalopram is 89? 14 THE WITNESS: | don't know.
15 A. Yes 15 BY MR. BAUM:
16 Q. Andthat addsupto 174? 16 Q. The people closest to it thought they
17 A. Yes 17 were unblinded, correct?
18 Q. That included the unblinded patients, 18 MR. ABRAHAM: Objection.
19  correct? 19 THE WITNESS: Y ou should perhaps depose
20 MR. ABRAHAM: Objection. 20 them.
21 THE WITNESS: It includes the 21 BY MR.BAUM:
22 potentially unblinded patients, yes. 22 Q. Weéll, based on the correspondence |'ve
23 BY MR.BAUM: 23 shown you today, those people said it was unblinded,
24 Q. Waerethey potentially unblinded, or were 24 correct?
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1 MR. ABRAHAM: Objection. 1 Q. So shouldn't the prescribing physicians
2 THE WITNESS: Yes. 2 who would be reading this article and academics who
3 BY MR.BAUM: 3 might be reading this article have aright to know
4 Q. Now, thistable on Page 1081 says that 4 there was an unblinding problem with CIT-MD-18?
5 citalopram achieved stetistically significant 5 MR. ABRAHAM: Objection.
6 improvement over placebo amongst this group of subjects | 6 THE WITNESS: Yes.
7 of children and adolescents, correct, on the CDRS 7 BY MR.BAUM:
8 rating scale? 8 Q. Let'sgo back to Page 1081. Onthe
9 A. You mean the figure? 9 right-hand side on the next to last paragraph there's
10 Q. Yes. 10  -- it starts with "citalopram treatment.”
11 A. Yes 11 Do you see that?
12 Q. Thatisonly achieved with the unblinded 12 A. Yes
13 patientsincluded, correct? 13 Q. Thelast sentence says, "For the CGlI
14 MR. ABRAHAM: Objection. 14 severity rating, baseline values were 4.4 for the
15 THE WITNESS: Yes. 15 citalopram group and 4.3 for the placebo group, and
16 BY MR.BAUM: 16  endpoint values (last observation carried forward) were
17 Q. Andif theunblinded patients were 17 3.1 for the citalopram group and 3.3 for the placebo
18 excluded, it would not show a statistically significant 18 group."
19 difference, correct? 19 Do you see that?
20 MR. ABRAHAM: Objection. 20 A. Yes
21 THE WITNESS: No, it would not. 21 Q. Doesit say anything about those not
22 BY MR.BAUM: 22 being statistically significant at Week 8?
23 Q. If youturnto -- back to the abstract 23 A. It'snot addressed either way.
24 on Page 1079, it says that there -- if you look on the 24 Q. But at Week 8 those were negative,
Page 271 Page 273
1 Resultssection, it says effect size, 2.9. 1 correct?
2 Do you see that? 2 MR. ABRAHAM: Objection.
3 A. Yes 3 THE WITNESS: | believe so, yes.
4 Q. Doesthat refresh your recollection that 4 BY MR.BAUM:
5 thereis an effect size that was added to this 5 Q. Soinstead of reporting the statistical
6 manuscript -- or included in this manuscript, sorry? | 6 significance at Week 8, it reported the numerically
7 A. It'sclearly included in the manuscript. 7 higher results without referencing the results that
8 Q. Didyou have anything to do with its 8 were not statitically significant, right?
9 inclusion? 9 MR. ABRAHAM: Objection.
10 A. No. 10 THE WITNESS: Yes.
11 Q. Do you know what it means? 11 BY MR.BAUM:
12 A. No. 12 Q. Sothislanguage here suggests that the
13 Q. Do you know whether or not it'sa 13 secondary outcome measures outperform placebo, correct?
14 correct figure? 14 MR. ABRAHAM: Objection.
15 A. No. 15 THE WITNESS: Not adding the statistical
16 Q. Allright. Isthereanyplacein this 16 significance would suggest that they were not
17  article where it references the unblinding issue? 17 statistically significant to someone who knew
18 MR. ABRAHAM: Objection. 18 -- knows the area.
19 THE WITNESS: | have not read the 19 BY MR.BAUM:
20 article recently, but | would guess probably |20 Q. Butto physicianswho are reading this,
21 not. 21 doesthisclearly indicate that the secondary outcome
22 BY MR.BAUM: 22  measures did not significantly outperform placebo?
23 Q. Whyisthat? 23 MR. ABRAHAM: Objection.
24 A. 1 don't know. 24 THEWITNESS: Yes.
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1 BY MR. BAUM: 1 Q. lsn't this publication intended to
2 Q. Itdoes? 2 provide information to help physicians decide whether
3 A. Yes tomeit does. 3 to prescribe Celexato children?
4 Q. Toaphysician? 4 MR. ABRAHAM: Objection.
5 A. | don't know what physicians think. 5 THE WITNESS: Yes.
6 Q. Okay. 6 BY MR.BAUM:
7 A. Butthelack of aclear statement about 7 Q. Andshould it include all of the pros
8 datistical difference would suggest thereis not a 8 and cons of doing that so that they're making an
9 datistically significant difference. 9 informed decision?
10 Q. Itwould be more clear if they had 10 MR. ABRAHAM: Objection.
11  stated there was anumerical -- 11 THE WITNESS: Yes.
12 A. Things can aways be stated more 12 BY MR. BAUM:
13  clearly. It'svery clear to me. 13 Q. Anddo you think it'simportant in
14 Q. Okay. Let'sgoto 1082 inthe 14 weighing the pros and cons to know that the FDA
15 Discussion section. It says, "This randomized, 15 regjected Forest's request for an MDD indication for
16  placebo-controlled, double-blind trial provides 16 Celexa?
17  evidencethat citalopram produces a statistically and 17 A. That'snot thekind of information that
18 clinically significant reduction in depressive symptoms |18  routinely appearsin publications, and physicians have
19 in children and adolescents.” 19  access to the package insert that includes the approved
20 Do you see that? 20 indicationsfor every compound.
21 A. Yes 21 Q. Do you think it would have been
22 Q. That'snot actually trueif you exclude 22 important for physicians to know that Forest had agreed
23 theunblinded patients, correct? 23 that Celexa-- the studies 94404 and MD-18 were
24 MR. ABRAHAM: Objection. 24 negative --
Page 275 Page 277
1 THE WITNESS: Yes. 1 MR. ABRAHAM: Objection.
2 BY MR. BAUM: 2 BY MR.BAUM:
3 Q. You agree with me; isthat correct? 3 Q. --intheir presentation to
4 A. Yes 4 Dr. Laughren?
5 Q. That'snot atrue statement if you 5 MR. ABRAHAM: Objection, callsfor
6 exclude the unblinded patients? 6 speculation.
7 MR. ABRAHAM: Objection. 7 THE WITNESS: Can you repeat the
8 THE WITNESS: It'snot statistically 8 guestion.
9 significant. 9 BY MR.BAUM:
10 BY MR.BAUM: 10 Q. Do you remember the letter that went to
11 Q. Do you know who wrote that statement? 11 Dr. Laughren?
12 A. No, I don't. 12 A. Right.
13 Q. Isthereany referencein this 13 Q. Youwant to flip back to that. If you
14 publication to the FDA's having rejected Forest's 14 look on the first page, bottom paragraph, it says that
15  request for apediatric MDD indication for Celexa? 15 the sponsor agreed that the studies were negative?
16 A. No. 16 MS. KIEHN: Objection. Misquotesthe
17 Q. Isn't that an important piece of 17 document.
18 information for physicians to weigh when deciding when |18 THE WITNESS: Sincethere was an
19 to prescribe Celexato achild? 19 agreement between the sponsor and FDA that
20 MR. ABRAHAM: Objection. 20 these trials were negative.
21 THE WITNESS: Physiciansshould beaware |21 BY MR. BAUM:
22 of what'sin the package insert. That's what's 22 Q. Right.
23 approved by the FDA. 23 A. Yes
24 BY MR.BAUM: 24 Q. Do you think that would be an important
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1 piece of information for physicians to know before 1 aparagraph that discusses the improvements that were
2 prescribing Celexato children? 2 made under the secondary outcomes, and there's no
3 MR. ABRAHAM: Objection, calsfor 3 reference to the Week 8 outcomes being negative, right?
4 speculation. 4 A. Correct.
5 THE WITNESS: If theinformation is not 5 Q. And there's no reference to the observed
6 in the package insert, it suggestsit shows 6 cases being negative at Week 8 either, correct?
7 it's not approved by the agency for usein that 7 A. Correct.
8 population. 8 Q. And there's no reference to the
9 BY MR.BAUM: 9 unblinded patients' results showing that it was
10 Q. Wadll, that'salittle bit different than 10 negativein the primary efficacy measure, correct?
11 actualy conceding and concluding and telling the FDA |11 MR. ABRAHAM: Objection.
12 that they were negative, isn't it? 12 THE WITNESS: Correct.
13 MR. ABRAHAM: Objection. 13 BY MR.BAUM:
14 THE WITNESS: I'm not sure | follow. 14 Q. Do you know if this Forest sponsored
15 BY MR.BAUM: 15 medical journal article was used by Forest sales reps
16 Q. Allright. Well, there's no reference 16 inpromoting Celexa usein the treatment of children
17 t0 94404 in this-- in this publication, correct? 17  and adolescents?
18 A. Correct. 18 A. 1 donot know. | had left Forest by the
19 Q. And there's no reference to the FDA and 19 timethiswas published.
20  the sponsor agreeing that 94404 and MD-18 were 20 Q. Do you know that the posters that were
21 negative, correct? 21  based on the -- well, we've aready covered that. Let
22 MR. ABRAHAM: Objection. 22 me go to the next exhibit.
23 THE WITNESS: It's not information that 23 MR. BAUM: We're amost done. Can |
24 goes into a publication. 24 take a break for amoment?
Page 279 Page 281
1 BY MR.BAUM: 1 MS. KIEHN: Yep.
2 Q. I'mjust saying it's not here, isit? 2 THE VIDEOGRAPHER: Thetimeis4:38 p.m.
3 A. Itisnot there, no. 3 We're off the record.
4 Q. Okay. Andthere'sno referencein here 4 (Brief recess.)
5 that when the unblinded patients were excluded, it was | 5 THE VIDEOGRAPHER: Thetimeis4:49 p.m.
6 not astatistically significant outcome on the primary | 6 Thisisthe beginning of Disk 5. We're on the
7 efficacy measure, correct? 7 record.
8 MR. ABRAHAM: Objection. 8 MR. BAUM: So we're going to go to the
9 THE WITNESS: Correct. 9 next Exhibit, which is 13.
10 BY MR.BAUM: 10 (Document marked for identification as
11 Q. And the observed cases, Week 8 outcome |11 Heydorn Deposition Exhibit No. 13.)
12 being negativeis not in here either, right? 12 BY MR.BAUM:
13 MR. ABRAHAM: Objection. 13 Q. Whichissomelettersto the editor
14 THE WITNESS: One generally doesn't 14 regarding the American Journal of Psychiatry
15 include all secondary outcomesin a 15 publication dated April 2005.
16 publication. 16 Have you seen this before?
17 BY MR.BAUM: 17 A. | saw it yesterday for thefirst time.
18 Q. Butthere was plenty of spacein this 18 Q. You never saw this before?
19  brief to discuss the positive -- numerically positive 19 A. No, not that | recall.
20 outcome versus secondary outcome measures, correct? |20 Q. Forest didn't contact you and let you
21 MR. ABRAHAM: Objection. 21 know that there was some criticism about the article
22 THE WITNESS: Y ou mean the -- 22 you published?
23  BY MR. BAUM: 23 MR. ABRAHAM: Objection.
24 Q. Inthemanuscript, at Page 1081, there's 24 THE WITNESS: | don't recall being
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1 contacted. 1 Q. And to the editor: we read with interest
2 BY MR.BAUM: 2 thearticle by Karen Dineen Wagner, M.D., Ph.D., et.a.
3 Q. Allright. Well, let'stake alook at 3 Wewere surprised to find the authors reporting on an
4 thefirst one on Page 817, which isfrom Drs. Andres 4 overal effect size of 2.9.
5 Martin, Walter Gilliam, Jeffrey Bostic and Joseph Rey. | 5 Do you remember my pointing out to you
6 Do you see that? 6 that29--
7 A. Yes 7 A. Yes
8 Q. Do you know who Andres Martinis? 8 Q. --intheabstract?
9 A. No. 9 With the commonly cited criteria set
10 Q. Do you know who Jeffrey Bostic is? 10 forth by Cohen, effect sizes can be considered trivial,
11 A. That nameringsabell. 11 that'slessthan .2 to -- greater than -- trivia is
12 Q. Do you recognize him as being a key 12 |essthan -- how did | read this? | think it's less
13 opinion leader spokesperson for Forest on pediatricuse |13  than.2istrivial. Greater than -- thisiswrong
14  of Celexa? 14 here.
15 MR. ABRAHAM: Objection. 15 It's considered trivial lessthan 0.2,
16 THE WITNESS: The nameringsabell. | 16 small 0.2to 0.5, moderate 0.5 to 0.8 or large, greater
17 wouldn't known what area he was an expert in. 17 than .80.
18 BY MR.BAUM: 18 Do you see that?
19 Q. Youweren't aware that he was one of the 19 A. Yes
20 chief lecturers and got paid around $750,000 by Forest |20 Q. By these metrics, the reported effect
21 to present lectures on pediatric use of Celexa? 21 size can be characterized as gargantuan, big-bang
22 MR. ABRAHAM: Objection. 22 worthy. So they're being kind of facetious there,
23 THE WITNESS: No, | was not aware of 23 right?
24 that. 24 MR. ABRAHAM: Objection.
Page 283 Page 285
1 BY MR.BAUM: 1 THE WITNESS: | don't know what their
2 Q. Allright. Sothisis--theonly 2 frame of mind was, but | would think so.
3 reason | point that out is that you've got aguy who 3 BY MR. BAUM:
4 waslike akey opinion leader for Forest on the 4 Q. Thevalue does not appear to be abenign
5 pediatric use of Celexawriting a criticism of your 5 typographical error for 0.29, given that 2.9 appears
6 paper? 6 twice. Only 36% -- going further down it says, only
7 MR. ABRAHAM: Objection. 7 36% of the patients treated with citalopram responded.
8 MS. KIEHN: Isthere aquestion? 8 That means 64% didn't respond, right?
9 BY MR.BAUM: 9 MR. ABRAHAM: Objection.
10 Q. Didyou noticethat? 10 THE WITNESS: | don't know.
11 MR. ABRAHAM: Objection. 11 BY MR. BAUM:
12 THE WITNESS: | see hisnameison the 12 Q. Wadll, if only 36% responded, the rest
13 letter to the editor, whatever thisis. 13 didn't, right?
14 BY MR.BAUM: 14 MR. ABRAHAM: Objection.
15 Q. Okay. Soyouweren't surprised to see 15 THE WITNESS: Seems reasonable, yes.
16 Dr. Bostic down there as a co-author on thiscritique? |16 BY MR. BAUM:
17 A. | redly had no opinion, no, one way or 17 Q. That's morethan half, right; the
18 theother. By thetime thiscame out, | had left the 18 magjority didn't respond?
19  areaand been doing something else for at least two 19 MR. ABRAHAM: Objection.
20 years. 20 THE WITNESS: In antidepressant trials
21 Q. Sothisfirst oneistitled "Child 21 that's not unusual.
22 Psychopharmacology, Effect Sizes and the Big Bang." |22 BY MR. BAUM:
23 Do you see that? 23 Q. But the mgjority didn't respond,
24 A. Yes, | seethat. 24 correct?
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1 MR. ABRAHAM: Objection. 1 opinion leader for -- key opinion leader for Forest.
2 THE WITNESS: Correct, not unusual in a 2 Did you know that?
3 lot of clinical research. 3 MR. ABRAHAM: Objection.
4 BY MR.BAUM: 4 THE WITNESS: You just mentioned that.
5 Q. Okay. So24% of those -- compared to 5 MR. ABRAHAM: Asked and answered.
6  24% of those with placebo (for alukewarm number needed | 6 BY MR. BAUM:
7 totreat 8). 7 Q. Solet'sgo up to the -- you don't know
8 Do you know what that means? 8 whether or not that 2.9 was a mistake?
9 A. No, | don't. 9 A. | don't know.
10 Q. "Theseresults, while modest, are 10 Q. Do you know who within Forest would know
11  respectablein their own right and nothing to sneeze at 11 that?
12 inaclinical areathat has been short on proven 12 MR. ABRAHAM: Objection.
13 therapeutic options. But aMajestic sequoia of 2.9 13 BY MR.BAUM:
14  they are not.” 14 Q. Probably Jin?
15 Did | read that correctly? 15 MR. ABRAHAM: Objection.
16 A.  Yes, youdid. 16 THE WITNESS: | would speculate it would
17 Q. Now, they're criticizing the use of this 17 be a statistician.
18 2.9, or their reference to this 2.9 as an effect size 18 BY MR.BAUM:
19 for the article in which you're an author, correct? 19 Q. Okay. Soon Page 819 of this exhibit,
20 A. Yes. 20 it's Dr. Wagner and colleagues reply.
21 Q. Andit'salsointeresting that they're 21 Do you see that?
22 referring to this, these results, the 36% of the 22 A. Yes
23 patients responded compared to 24% on placebo, that 23 Q. And the persons replying are Wagner,
24 included the unblinded patients, correct? 24 Robb, Findling and Jin.
Page 287 Page 289
1 MR. ABRAHAM: Objection. 1 Do you seethat?
2 THE WITNESS: | don't know. 2 A. Yes
3 BY MR.BAUM: 3 Q. You'renot onthat list?
4 Q. Wadll, the unblinded -- thisisreferring 4 A. No.
5 to--if you go back to the article itself, and if you 5 Q. Doyou know why?
6 go to the abstract, that's the shortcut, and under 6 A. | don't know why. | wasn't aware that
7 Results, it says, "The differencein response rate at 7 they were -- | wasn't aware there were letters to the
8  week 8 between placebo (24%) and citalopram (36%) was | 8 editor and that a response was needed.
9 also statistically significant." 9 Q. Okay. And so on thelast paragraph on
10 And -- 10 thefirst column that starts"Dr. Martin."
11 A. Okay. 11 Do you see that?
12 Q. Andthe N numberswere 174, not 166, 12 A. Yes.
13 correct? 13 Q. Itsays, "Dr. Martin and colleagues
14 A. Correct. 14 inquire about the value of 2.9, which was calculated as
15 Q. Sothey included the unblinded patients 15 the quotient of the least square mean, divided by the
16 to arrive at this modest lukewarm effect size, correct? 16 common standard error of the mean for each treatment
17 MR. ABRAHAM: Objection. 17 group."
18 BY MR.BAUM: 18 Do you understand any of that?
19 Q. Evenwiththemin, it was modest? 19 A. Barely.
20 MR. ABRAHAM: Objection. 20 Q. What do you barely understand of it?
21 THE WITNESS: In the opinion of these 21 A. Theleast squared meanisa
22 authors, yes. 22 cdculation -- some calculation of the mean score, and
23 BY MR. BAUM: 23  the standard areais a measure of the variability in
24 Q. And Jeffrey Bostic was actually an 24 the data across the population.
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1 Q. Should | get Jinto explain that to me? 1 sef-harm, (16 [12.9%] of 124 versus nine [7.5%] of
2 A. Yes, pleasetoo. 2 120) in the citalopram group compared to the placebo
3 Q. Okay. And then "With Cohen's method, 3 group. Although these data were not available to the
4 theeffect size wasthe 0.32." 4 public until December of 2003, one would expect that
5 Do you see that? 5 the authors, some of whom are employed by the company
6 A. Yes. 6 that produces citalopram in the United States and
7 Q. And then referring back to the letter to 7 financed the study, had access to this information.
8 theeditor by Martin, Gilliam and Bostic on Page 817, | 8 Did | read that correctly?
9 you've got these Cohen effect sizes? 9 A. Yes
10 A. Yes. 10 Q. Andthetria referred to by Dr. Barbe's
11 Q. Areyou familiar with Cohen effect 11 |etter to the editor, that's the Lundbeck 94404 trial,
12 sizes; have you ever heard of those before? 12 right?
13 A. No. 13 MR. ABRAHAM: Objection.
14 Q. Wél, wherewould .32 fit in on this 14 THE WITNESS: | assume so.
15 scalethat's referenced here? 15 BY MR.BAUM:
16 MR. ABRAHAM: Objection. 16 Q. And you were aware of the 94404 results
17 THE WITNESS:; Small. 17 asearly as2001; isthat correct?
18 BY MR. BAUM: 18 A. | wascertanly --
19 Q. Soeven with the unblinded patients 19 MR. ABRAHAM: Objection.
20 included, it was asmall effect size, correct? 20 THE WITNESS: -- aware of them. | don't
21 MR. ABRAHAM: Objection. 21 know exactly what date | was aware of them.
22 THE WITNESS: If the calculation of the |22 BY MR.BAUM:
23 effect size was correct, yes, | have no way of 23 Q. Youtestified regarding when you found
24 knowing. 24 out about it in your prior deposition, and I'm just
Page 291 Page 293
1 BY MR. BAUM: 1 goingtolikerely on that for the time period?
2 Q. That'sapretty big difference .32 2 A. That'sfine.
3 versus2.9,isn'tit? 3 Q. Butit predated the manuscript being
4 MR. ABRAHAM: Objection. 4 sent to Andreason and the American Journa of
5 THE WITNESS: Not knowing anything about | 5 Psychiatry, correct?
6 the area, | can't comment. 6 A. If it was 2001, then, yes, that was sent
7 BY MR.BAUM: 7 in 2002.
8 Q. Okay. Itlookslike Drs. Martin and 8 Q. Soyou knew about the 94404 results and
9 Bostic kind of spotted an obvious problem? 9 sodid Flicker, correct?
10 MR. ABRAHAM: Objection. 10 MR. ABRAHAM: Objection.
11 THE WITNESS: | don't know. 11 THE WITNESS: Yes.
12 BY MR. BAUM: 12 BY MR. BAUM:
13 Q. Okay. Let'slook at the second letter 13 Q. And they weren't included in this study,
14 then, the one from Remy Barbe, M.D.? 14 correct, in this manuscript, correct?
15 A.  Okay. 15 A. Yes
16 Q. Do you know how to pronounce that? 16 Q. Now, if you go to Page 819 at the next
17 A. Barbe-- | don't know, no. 17 tothelast paragraph, it goes -- they respond to
18 Q. Andit starts on the bottom of 817. At 18 Dr. Barbe by saying, it may be considered premature to
19 thelast part of that on the last paragraph of that 19 compare the results of thistrial with unpublished data
20 |etter, it says, finally, it is somewhat surprising 20  from the results of a study that was not -- has not
21 that the authors do not compare their results with 21 undergone the peer-review process. Once the
22 those of another trial, involving 244 adolescents 22 investigatorsinvolved in the European citalopram
23 (13-18 year olds), that showed no evidence of efficacy |23 adolescent depression study publish the resultsin a
24 of citalopram compared to placebo and a higher level of |24  peer-reviewed journal, it will be possible to compare
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1 their study population, methods, and resultswith our | 1  that point to have been submitted to the FDA, correct?
2 study with appropriate scientific rigor. 2 MR. ABRAHAM: Objection.
3 Do you see that? 3 THE WITNESS: It was submitted to the
4 A. Yes | do. 4 FDA, yes.
5 Q. Now, that's not actualy true, isit? 5 BY MR.BAUM:
6 MR. ABRAHAM: Objection. 6 Q. Andyou guys had vetted it for you at
7 THE WITNESS: Well, yeah, | believeit 7 Forest, and Lundbeck had vetted it for accuracy before
8 istrue. 8 it was submitted to the FDA, correct?
9 BY MR.BAUM: 9 MR. ABRAHAM: Objection.
10 Q. Weéll, the 94404 study report was done by |10 THE WITNESS: Yes.
11 then, wasn't it? 11 BY MR.BAUM:
12 A. 1don't recall when it was done but -- 12 Q. Sothisstatement here, "it may be
13 by 2004? 13 considered premature to compare the results," do you
14 Q. Yes 14 seethat?
15 A. Yes, it was done by them. 15 A. Yes
16 Q. Andyou participated in editing it, 16 Q. It'strying to fend off why they didn't
17 didn't you? 17  convey it inaccurately, correct?
18 A. Yes, | reviewed it and edited it. 18 MR. ABRAHAM: Objection, callsfor
19 Q. Andsoitdid get some scientific review |19 speculation.
20 by the scientists at Forest, correct? 20 THE WITNESS: Thiswas not our data.
21 MR. ABRAHAM: Objection. 21 This was Lundbeck's data.
22 THE WITNESS: | would hardly consider |22 BY MR. BAUM:
23 myself an expert -- 23 Q. Do you recall the eemail correspondence
24 BY MR.BAUM: 24 you had with Lundbeck where there was a discussion
Page 295 Page 297
1 Q. Weéll, it was people -- 1 about getting the positive data out before the negative
2 A. --inpediatric depression. 2 data?
3 Q. Yeah, but it wasyou and Flicker, and 3 A. Yes
4 who else? 4 Q. Isn't that what happened?
5 MR. ABRAHAM: Objection. 5 MR. ABRAHAM: Objection.
6 THE WITNESS: | don't recall who else 6 THE WITNESS: Certainly MD-18 was
7 reviewed it. 7 published before 94404, yes.
8 BY MR.BAUM: 8 BY MR.BAUM:
9 Q. Butit resulted in astudy report that 9 Q. And that was planned, correct?
10 you considered sufficiently accurate to convey to the | 10 MR. ABRAHAM: Objection.
11 FDA, correct? 11 THE WITNESS: That wasagoal.
12 MR. ABRAHAM: Objection. 12 BY MR. BAUM:
13 THE WITNESS: It wasconveyedtothe |13 Q. Itwasintended?
14 FDA, yes. 14 MR. ABRAHAM: Objection.
15 BY MR. BAUM: 15 THE WITNESS: We had no control over the
16 Q. To get the pediatric indication or the 16 Lundbeck investigators.
17  patent extension, correct? 17 BY MR. BAUM:
18 MR. ABRAHAM: Objection. 18 Q. Isthat true? Because you had
19 THE WITNESS: Well, we certainly didn't |19 correspondence with Lundbeck over whether or not to
20 get the pediatric indication. 20 havethe positive data come out first and that there
21 BY MR.BAUM: 21 was abenefit to Forest and Lundbeck who was profiting
22 Q. Butit was submitted to the FDA? 22 aswell from having the negative data come out after
23 A. It wassubmitted to the FDA. 23 the positive data, right?
24 Q. Soit had sufficient scientific rigor at 24 MR. ABRAHAM: Objection.
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1 MS. KIEHN: Objection. You're 1 MR. ABRAHAM: Objection.
2 completely mischaracterizing the 2 THE WITNESS: That was Lundbeck's
3 correspondence. 3 decision, as| recall.
4 THE WITNESS: | believe my statementwas | 4 BY MR. BAUM:
5 | had no contact with the Lundbeck 5 Q. Wasn't Lundbeck Forest's partner in
6 investigators. 6 getting this drug distributed and sold in the US?
7 BY MR. BAUM: 7 MR. ABRAHAM: Objection.
8 Q. Who did you have contact with at 8 THE WITNESS: Yes.
9  Lundbeck? 9 BY MR.BAUM:
10 A. | had contact with individuals at 10 Q. And both Lundbeck and Forest profited
11 Lundbeck, not their independent investigators. 11 from having the sales occur in the US?
12 Q. Okay. Soyou -- that Forest and 12 MR. ABRAHAM: Objection.
13 Lundbeck planned to have the positive datacomeout |13 THE WITNESS: | don't know what the
14 before the negative data, correct? 14 financial relationship was between Forest and
15 MR. ABRAHAM: Objection. 15 Lundbeck.
16 THE WITNESS: That was the goal. 16 BY MR.BAUM:
17 BY MR.BAUM: 17 Q. You know that there was a financial
18 Q. Okay. 18 relationship, though, right?
19 A. They wereclearly different patient 19 A. Yes
20 population that would help explain the different 20 Q. And that they both benefited or they
21  results. 21 both received income from the sale of Celexain the US,
22 Q. Wasitinterpretable data? 22 correct?
23 A. Intheir population | believeit was. 23 MR. ABRAHAM: Objection.
24 |t was published, so I'm assuming it was interpretable. |24 THE WITNESS: That's my understanding,
Page 299 Page 301
1 Q. Anditwas published as negative data, 1 yes.
2 correct? 2 BY MR.BAUM:
3 A. Yes 3 Q. And they both received income from
4 Q. And Forest told the FDA that it was 4 pediatric sales of Celexain the US, correct?
5 negative, right? 5 MR. ABRAHAM: Objection.
6 A. Yes 6 THE WITNESS: | would assume so.
7 Q. Butitwasn'tincluded in the manuscript 7 BY MR.BAUM:
8 that was published in the American Journal of 8 Q. And they received income from pediatric
9  Psychiatry? 9 salesof Lexapro, correct?
10 A. That manuscript was on MD-18. 10 MR. ABRAHAM: Objection.
11 Q. Because you wanted to get the positive 11 THE WITNESS: | would assume so, but
12 dataout regarding MD-18 before the negative dataof |12 we're not discussing Lexapro here.
13 94404, right? 13 BY MR.BAUM:
14 MR. ABRAHAM: Objection. 14 Q. Wadl, actuadly, we are, because MD-18
15 THE WITNESS: We didn't have the right 15  wasused to justify and get an indication for Lexapro,
16 to refer to the Lundbeck datain our paper. 16  correct?
17 BY MR. BAUM: 17 MR. ABRAHAM: Objection.
18 Q. You had theright to refer to it to the 18 THE WITNESS: That'swhat I've been
19 FDA, soit was good enough to refer to it to the FDA to |19 told.
20  get the patent extension, it was good enoughtoreport |20 BY MR. BAUM:
21 tothe FDA to get apediatric indication, but it wasn't 21 Q. Andif MD-18 was actualy negative when
22 good enough to give to the public or to academicswho |22 you take out the unblinded patients, then it wouldn't
23 would be reviewing this data to determine whether or |23 actually justify a Lexapro indication for adolescents,
24  not to prescribeit to kids? 24 would it?

ol kow Technol ogi es,

I nc.

Page 76 (298 - 301)






Wl liamE. Heydorn,

Ph. D.

Page 302 Page 304
1 MR. ABRAHAM: Objection. 1 receiving placebo. Thisresponse rate, whilein itself
2 THE WITNESS: That would be an FDA 2 marginal compared to other studies of antidepressants,
3 decision. 3 doesnotinitself show that citalopram is better than
4 BY MR.BAUM: 4 placebo.”
5 Q. If the FDA didn't actually look at the 5 Do you see that?
6 statisticsand just relied on the characterization of 6 A. Yes
7 the documentation, then they might have made a mistake, 7 Q. Theninthe next paragraph, it goes
8 huh? 8 through -- they calculated the absol ute benefit
9 MR. ABRAHAM: Objection, callsfor 9 increase of using citalopram as.12.
10 speculation. 10 Do you see that?
11 THE WITNESS: | don't know. 11 A. Yes
12 BY MR.BAUM: 12 Q. Do you know what that means?
13 Q. Wweél, did-- 13 A. No.
14 A. I'msorry. I'mlooking for 14 Q. I shouldrely on astatistician like Jin
15 Dr. Laughren'sletter. 15 totell methat, or maybe Flicker?
16 Q. Okay. That'sit. 16 MR. ABRAHAM: Objection.
17 A. Sothisletter refers specifically to 17 THE WITNESS: | would say a
18 thecitalopram application. | don't know what sort of 18 statistician.
19 review was done when MD-18 was submitted in support of |19 BY MR. BAUM:
20 Lexapro. 20 Q. Okay. It goesthat the oddsratio --
21 Q. Soif MD-18 were submitted in support of 21  the odds of improving while taking citalopram compared
22 Lexapro and they used the results that included the 22 to placebo was 1.75.
23 unblinded patients, that would be a flawed use of MD-18 23 You seethat?
24 dinceit didn't outperform placebo with the unblinded 24 A. Yes
Page 303 Page 305
1 patientsout, right? 1 Q. "Thenumber needed to tredt, i.e., the
2 MR. ABRAHAM: Objection. 2 number of children need to be treated for citalopram
3 THE WITNESS: | have no knowledge of 3 for one additional positive outcome was eight.”
4 what the FDA did in itsreview of MD-18in 4 Do you see that?
5 support of the Lexapro pediatric indication. 5 A. Yes
6 BY MR.BAUM: 6 Q. "None of these shows that citalopramis
7 Q. Okay. Let'sgo tothisnext -- this 7 any better than placebo.”
8 next letter isfrom Mathews, Adetunji and a bunch of 8 Do you see that?
9 other people whose hames | can barely pronounce. | can | 9 A. Yes
10 pronounce Abraham. 10 Q. Soeven with the unblinded patients
11 A. Mathewsthere. 11 included, these physicians are pointing out that the
12 Q. Yeah, therest of them are hard to 12 clinical efficacy was not enough to show an improvement
13 pronounce, but, in any case, you see this letter from 13 over placebo, correct?
14 these doctors, correct? 14 A. That appears --
15 A. Yes 15 MR. ABRAHAM: Objection.
16 Q. And this says about halfway down the 16 THE WITNESS: That appears to be their
17 second column on the right, "our greatest concern." 17 opinion.
18 Do you see that? 18 BY MR.BAUM:
19 A. Yes 19 Q. Now, what do you think these physicians
20 Q. "Our greatest concern iswith the 20  would have thought if they had had the unblinded
21 resultsand conclusions drawn. Thereisno table 21 patients data excluded?
22 showing theresultsin detail. The authors have only 22 MR. ABRAHAM: Objection, calls for
23 stated that 36% of citalopram-treated patients met the 23 speculation.
24 criteriafor response, compared to 24% of patients 24 THE WITNESS: Yeah, | have no idea.
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1 BY MR.BAUM: 1 differently.
2 Q. They would have had even more negativea| 2 Q. Likewhat?
3 view of theresults of MD-18, correct? 3 A. 1 wish| had known for certain whether
4 MR. ABRAHAM: Same objection. 4 the patients, those nine patients were unblinded, but
5 THE WITNESS: | don't know. 5 obvioudly | don't know. Y ou showed me alot of
6 BY MR.BAUM: 6 documents today suggesting that people knew the
7 Q. What do you think? 7 patients were unblinded. | don't know for afact that
8 MR. ABRAHAM: Objection. 8 they knew that. All | know iswhat they wrote on the
9 THE WITNESS: Possibly. 9 paper. | wish | was aware of the correspondence with
10 BY MR. BAUM: 10 the FDA.
11 Q. Lastlinehere of their letter says, "We 11 Q. Doyou think, based on what I've shown
12 are surprised that the most respected psychiatric 12 you today, that Forest misled anyone about the results
13 journa in the world published a study that is 13 of MD-18?
14 midleading to their readersin the extreme." 14 A. It probably should have been more
15 Do you see that? 15 forthcoming.
16 A. Yes 16 Q. If you had known what I've shown you
17 Q. Itwould be even more mideadingif they |17 today, would you have changed anything in your first
18  had known about the unblinding, correct? 18  draft of the study report?
19 MR. ABRAHAM: Objection. 19 MR. ABRAHAM: Objection.
20 THE WITNESS: | guess, yes. 20 THE WITNESS: | don't believe I've seen
21 BY MR.BAUM: 21 my first draft of the study report. | saw the
22 Q. Okay. 22 final draft of the study report.
23 A. Intheir opinion. 23 BY MR.BAUM:
24 Q. Your opinion? 24 Q. Would you have changed anything in the
Page 307 Page 309
1 MR. ABRAHAM: Objection. 1 final study report?
2 THE WITNESS: My opinion is the compound 2 MR. ABRAHAM: Objection, callsfor
3 worksin children and adolescents, in spite of 3 speculation.
4 theinsignificant P-value. 4 THE WITNESS: If | were the only one
5 BY MR. BAUM: 5 involved in writing it, | probably would have
6 Q. It outperforms placebo? 6 written it somewhat differently.
7 A. Numerically outperforms placebo, we've 7 BY MR.BAUM:
8 been over this. 8 Q. Inwhat way?
9 Q. But not statistically significantly? 9 MR. ABRAHAM: Objection.
10 A. It doesn't reach the .05 level. 10 THE WITNESS: Probably emphasizing more
11 Q. Soitwouldn't have gotten an 11 of the results at Week 8, clarifying some
12 indication, correct? 12 things, and I'm not sure how | would have
13 MR. ABRAHAM: Objection. 13 handled the potential unblinding situation.
14 THE WITNESS: It didn't. 14 I'd have to give that some thought.
15 BY MR.BAUM: 15 BY MR. BAUM:
16 Q. Right, and it would not have gotten one 16 Q. Wouldn't you have had to have stated
17 by itself with a.052 P-value, correct? 17  that they weren't potentially unblinded, they were
18 MR. ABRAHAM: Objection. 18 actualy unblinded?
19 THE WITNESS: No. 19 MR. ABRAHAM: Objection.
20 BY MR.BAUM: 20 THE WITNESS: | don't know that for a
21 Q. Do you have any regrets about your 21 fact.
22 involvement with the CIT-MD-18 based on what I'veshown |22 BY MR. BAUM:
23 youtoday? 23 Q. [ just wantto now --
24 A. | wishwe had donethings alittle 24 A. Butl would liketo say that all of the
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1 information wasincluded in the study report. 1 A. Itwassix years after the publication.
2 Q. Okay. But it was mischaracterized in 2 | don't believel responded. | had moved onin my
3 the study report too, right? 3 career at that point, and I'd also like to object to
4 MR. ABRAHAM: Objection. 4 the wording "ongoing suit to have been written and
5 THE WITNESS: It could have been 5 submitted to the Journal by a commercial medical writer
6 characterized differently. 6 on behalf of Forest Laboratories, Incorporated.” It
7 BY MR.BAUM: 7 was not submitted on behalf of Forest by a commercial
8 Q. Thank you. 8 medical writer. It was submitted by the authors.
9 So I'm going to hand you what we're 9 Q. Did Mary Prescott write the letter and
10 going to mark as Exhibit 14. 10 haveyou guyssignit?
11 (Document marked for identification as 11 MR. ABRAHAM: Objection.
12 Heydorn Deposition Exhibit No. 14.) 12 THE WITNESS: The cover letter?
13 BY MR.BAUM: 13 BY MR.BAUM:
14 Q. Andthisisan Editors Note from the 14 Q. Yeah.
15  American Journal of Psychiatry dated August 20009. 15 A. |don'trecall.
16 Do you see that? 16 Q. If you go over to the second page of
17 A. Yes 17  this, it continues, "The paper was submitted as a Brief
18 Q. Haveyou ever seen that before? 18 Report, which the Journal's editors requested be
19 A. Yes, | saw it thismorning for thefirst 19 resubmitted as afull-length article. Drs. Wagner,
20 time. 20 Robb and Findling report that they contributed with
21 Q. Sohereit says, Thearticle"A 21 Dr. Heydorn to the resubmission and that they were not
22 Randomized Placebo-Controlled Trial of Citalopram for |22  aware that Dr. Heydorn was working with acommercial
23 the Treatment of Magjor Depression in Children and 23 writer. Dr. Heydorn did not respond to our request.”
24 Adolescents," published in June 2004 in the American |24 Isit true that neither Wagner, Robb or
Page 311 Page 313
1 Journal of Psychiatry is alleged by the United States 1 Findling knew that you were communicating with a
2 Department of Justice in an ongoing suit to havebeen | 2 commercial writer?
3 written and submitted to the Journal by acommercial 3 MR. ABRAHAM: Objection.
4 medical writer on behalf of Forest Laboratories. 4 THE WITNESS: | don't believe that to be
5 Do you see that? 5 atrue statement.
6 A. Yes. 6 BY MR.BAUM:
7 Q. And then we requested responses from 7 Q. Didyou know that they were
8 Drs. Wagner, Robb, Findling (authorsintheir roleas | 8 corresponding -- that they had information and e-mail
9 investigatorsintheclinical trial at their respective 9 correspondence with Mitchner and Prescott, right?
10 universities), Dr. William E. Heydorn, that's you, 10 MR. ABRAHAM: Objection.
11 correct? 11 THE WITNESS: At the very least, by my
12 A.  Yes, that'sme. 12 recollection, Dr. Wagner didn't.
13 Q. Thesenior Forest laboratory study 13 BY MR. BAUM:
14  director and Forest Laboratories. 14 Q. Sothisisafalse statement?
15 A. 1 would liketo point out that that 15 MR. ABRAHAM: Objection.
16 parenthetical is not correct. 16 THE WITNESS: | believeit'sfalse, yes.
17 Q. Okay. Soit saysthey requested 17 MR. BAUM: Take abreak.
18  responses from you. 18 THE WITNESS: Yeah.
19 Did you ever get areguest from the 19 THE VIDEOGRAPHER: Thetimeisnow
20 American Journa of Psychiatry for aresponse to these |20 5:25 p.m. We're off the record.
21 |etters, to this editors note? 21 (Brief recess.)
22 A. Yeah, you know, | vaguely recall getting 22 THE VIDEOGRAPHER: Thetimeisnow
23 something a number of years ago. 23 5:37 p.m. We're on the record.
24 Q. How did you respond? 24 MR. BAUM: We have no further questions.
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1 BY MR. ABRAHAM: 1 oo
2 Q. Dr. Heydorn, you've answered a number of ERRATA
3 questionsregarding some patientswho participatedin | 2=~ - - - - - -
4 MD-18 who were potentially unblinded today, correct? | 3
5 A. Yes 4 PAGE LINE CHANGE
6 Q. Youdon't actualy know whether those 5
7 patientswere, in fact, unblinded, do you? 6 REASON:
8 A. No, | do not. !
9 Q. Totheextentinyour testimony you 8 REASON:
10 referred to, quote, unblinded patients, you don't lg REASON:
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23 record. 23
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  1                      THE VIDEOGRAPHER:  We are now on the

  2               record.  My name is Charlie Bowman, I'm a

  3               videographer with Golkow Technologies.  Today's

  4               date is October 14th, 2016.  The time is

  5               9:40 a.m.  This video deposition is being held

  6               in Parsippany, New Jersey in the matter of In

  7               Re: Celexa and Lexapro Marketing and Sales

  8               Practices Litigation for the United States

  9               District Court for the District of

 10               Massachusetts.

 11                      The deponent is William Heydorn.

 12               Counsel will be noted on the stenographic

 13               record.  The court reporter is Peg Reihl and

 14               will now swear in the witness.

 15                      ... WILLIAM E. HEYDORN, having been duly

 16               sworn as a witness, was examined and testified

 17               as follows ...

 18       BY MR. BAUM:

 19               Q.     Can you please state and spell your full

 20       name for the record.

 21               A.     Sure, it's William E. Heydorn,

 22       H-e-y-d-o-r-n.

 23               Q.     Hi, I'm Michael Baum, I represent the

 24       plaintiffs in this action.

�
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  1               A.     Good morning.

  2               Q.     And we brought a claim against Forest

  3       related to Celexa and Lexapro and its pediatric use and

  4       its promotion for pediatric use.

  5               A.     Okay.

  6               Q.     Are you familiar with that idea?

  7               A.     Yes.

  8               Q.     So what is your current address?

  9               A.     Home address?

 10               Q.     Yes.

 11               A.     Nine Eugene Circle in Lincoln Park, New

 12       Jersey.

 13               Q.     And are you represented by counsel

 14       today?

 15               A.     Yes.

 16               Q.     Did you seek counsel when you were

 17       originally served with a subpoena?

 18               A.     Well, counsel contacted me.

 19               Q.     Okay.  How did you come to be being

 20       represented by this counsel that's here with you today?

 21                      MR. ABRAHAM:  Objection.

 22                      MS. KIEHN:  That calls for privileged

 23               information.

 24                      MR. BAUM:  I'm not sure I understand how

�
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  1               that's a privileged communication.

  2                      MS. KIEHN:  I'm not sure I understand

  3               the question.

  4                      MR. BAUM:  Well, maybe that's a better

  5               objection.

  6       BY MR. BAUM:

  7               Q.     Who is representing you?

  8               A.     Kristin and Rob here.  I must admit, I

  9       forget the name of the firm.

 10                      MR. ABRAHAM:  Debevoise & Plimpton.

 11                      THE WITNESS:  Okay.  Thank you.

 12       BY MR. BAUM:

 13               Q.     Are your attorneys being paid by Forest?

 14               A.     Yes, that's my understanding.

 15               Q.     Okay.  Did you contact Forest?

 16               A.     No.

 17               Q.     And you've been deposed before?

 18               A.     Yes.

 19               Q.     How many times?

 20               A.     At least once.

 21               Q.     And the one time that I am familiar with

 22       was in 2007?

 23               A.     That sounds about right.

 24               Q.     Okay.  Did you have a chance to review

�
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  1       that deposition transcript?

  2               A.     Yes.

  3               Q.     When did you last look at it?

  4               A.     Yesterday.

  5               Q.     Were your answers to the questions in

  6       the 2007 deposition accurate and truthful, to the best

  7       of your ability at the time?

  8               A.     Yes.

  9               Q.     Are there any answers to the questions

 10       in your 2007 deposition that you would want to change

 11       now?

 12               A.     Not that I can recall, no.

 13               Q.     Now, you understand that you're here

 14       under oath, right?

 15               A.     Yes.

 16               Q.     And it's the same oath as if you were

 17       taking -- having your testimony being taken in front of

 18       a jury?

 19               A.     Yes.

 20               Q.     And the court reporter is here to take

 21       down everything we say?

 22               A.     Yes.

 23               Q.     And it's important that we don't talk

 24       over each other or she'll get mad at us.

�
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  1               A.     Okay.

  2               Q.     So it's also important that you give

  3       oral responses that are instead of shaking your head or

  4       nodding your head for yes or no.

  5               A.     I understand.

  6               Q.     And you need to wait until I'm done

  7       rattling off my long-winded questions before you

  8       respond.

  9               A.     Okay.

 10               Q.     And I'll try not to step on your

 11       answers.

 12               A.     All right.

 13               Q.     If there is an objection, that means

 14       that they just don't like my question, they want the

 15       judge to review the way the question is asked, but I'm

 16       still entitled to your answer unless there's some

 17       privilege that's being asserted.

 18               A.     Okay.

 19               Q.     And they'll let you know when that

 20       happens, but, otherwise, they'll just object, and

 21       that's noted for the record and I will expect you to

 22       give a response?

 23               A.     All right.

 24               Q.     And then there will be a record made, a

�
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  1       transcript, and you'll be able to review that and make

  2       any changes.  If you don't understand a question that I

  3       ask, ask and I'll rephrase the question, but,

  4       otherwise, if you respond I'll assume that you

  5       understood and that would be a -- your response that we

  6       would consider to be your valid response.  You'll have

  7       a chance to make changes to your responses after you

  8       review the transcript, but I'll be able to comment on

  9       your having made changes.

 10                      Does that make sense?

 11               A.     Yes.

 12               Q.     So I would like you to give your best

 13       responses, if you can.

 14                      And is there anything that prevents you

 15       from giving accurate testimony today?

 16               A.     No.

 17               Q.     Okay.  Did you meet with Forest

 18       attorneys before this deposition today?

 19               A.     Yes.

 20               Q.     When did you meet?

 21               A.     Yesterday.

 22               Q.     For how long?

 23               A.     About five, five and a half hours.

 24               Q.     Okay.  And did you meet with them again

�
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  1       today?

  2               A.     This morning for breakfast.

  3               Q.     About how long?

  4               A.     About 45 minutes.

  5               Q.     Okay.  And you understand you're here

  6       today in connection with lawsuits involving the drugs

  7       Celexa and Lexapro, correct?

  8               A.     Yes.

  9               Q.     Are you familiar with the allegations in

 10       our Complaint?

 11               A.     In a broad sense, yes.

 12               Q.     What are they?

 13               A.     It relates to inappropriate promotion of

 14       Celexa and Lexapro, off-label use in pediatric and

 15       adolescent patients.

 16               Q.     And you're aware that there have been

 17       legal actions against Forest for off-label marketing of

 18       Celexa to children and adolescents?

 19               A.     Yes.

 20               Q.     Are you aware that depositions of Forest

 21       employees were conducted in a securities case involving

 22       Celexa?

 23               A.     Yes, that does sound familiar.

 24               Q.     Did you speak to any Forest employees
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  1       about those depositions?

  2               A.     No.

  3               Q.     Were you interviewed by the Department

  4       of Justice lawyers in 2007 regarding the off-label

  5       promotion of Celexa in the pediatric population?

  6               A.     Yes.

  7               Q.     Do you recall the subjects matter of

  8       what you discussed?

  9               A.     Not in detail.

 10               Q.     What do you recall generally?

 11               A.     Relating to the promotion of the drug in

 12       pediatric and adolescent patients.

 13               Q.     Did you give them any documents?

 14               A.     I don't believe so.

 15               Q.     Did you sign any declarations?

 16               A.     I don't recall.

 17               Q.     Are you aware that Forest has pled

 18       guilty to misbranding in this case -- in that case?

 19               A.     No, that I was not aware of.

 20               Q.     Have you communicated with any Forest

 21       employees about their depositions?

 22               A.     No.

 23               Q.     Did you review any documents in

 24       preparation for your deposition today?
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  1               A.     Yes.

  2               Q.     What documents did you review?

  3               A.     Well, we met yesterday, went over the

  4       publication of the MD-18 study, the study report, some

  5       e-mail communications regarding the ACNP poster from

  6       2001, I believe it was.

  7               Q.     Anything else?

  8               A.     No.  I saw a copy of the Lundbeck

  9       publication, which I had not seen before, because that

 10       was published after I left Forest, and that's about it.

 11               Q.     So you've brought with you today your

 12       CV?

 13               A.     Yes.

 14               Q.     I'm going to mark that as Exhibit 1 and

 15       hand that to you.

 16               A.     Yes.

 17                      (Document marked for identification as

 18               Heydorn Deposition Exhibit No. 1.)

 19       BY MR. BAUM:

 20               Q.     Is this your current CV?

 21               A.     Yes.

 22               Q.     And I see that since 2003 you've been

 23       working for Lexicon?

 24               A.     Correct.
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  1               Q.     Is that correct?  And what is the

  2       general nature of the work you've been doing there?

  3               A.     So at Lexicon I've been involved in

  4       preclinical development, so studies in -- of our

  5       compounds in animals for efficacy and safety, also

  6       formulation development and clinical supplies

  7       distribution for clinical trials that are being

  8       conducted by Lexicon.

  9               Q.     What type of compounds have you been

 10       working on?

 11               A.     We've taken close to ten compounds into

 12       development based upon a genetic knockout technology

 13       that was developed by the founders of the company.  We

 14       currently have two compounds in -- one compound in

 15       Phase III, one compound we've had an NDA filed.

 16               Q.     What type of drugs are those?

 17               A.     So the compound in Phase III is a

 18       diabetes compound with a unique mechanism of action.

 19       The other compound is for a condition called carcinoid

 20       syndrome, which is an orphan indication, and that's the

 21       compound we filed the NDA on.

 22               Q.     An orphan indication is for the same

 23       compound?

 24               A.     So an orphan indication, so it's a very
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  1       small patient population.

  2               Q.     Yeah, but using the same compound, the

  3       same drug?

  4               A.     Right, that drug is specifically for,

  5       yeah.

  6               Q.     Any central nervous system type drugs?

  7               A.     We took one into development earlier on

  8       in my career there, and then we moved away from the

  9       developing compounds for the CNS area.

 10               Q.     Was that an antidepressant?

 11               A.     No, it was actually a drug for mild to

 12       moderate -- we were hoping, targeting mild to moderate

 13       memory disorders.

 14               Q.     Okay.  And you left Forest in 2003; is

 15       that right?

 16               A.     Correct.

 17               Q.     Why did you leave?

 18               A.     We had had a reorganization in 2002, and

 19       I was offered a position within the organization, but

 20       it was not something that I was particularly interested

 21       in doing or, you know, saw it as a good growth

 22       opportunity in the future.

 23               Q.     What was that position?

 24               A.     So I moved into internal medicine out of
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  1       the CNS area, and it was just a position I wasn't

  2       interested.

  3               Q.     Was there some sort of dissatisfaction

  4       with the work you were doing in the CNS area?

  5               A.     Not that I know of.  And my

  6       understanding was the -- Larry Olanoff decided to

  7       reorganize.  I headed up a medical writing and medical

  8       communications group, and he ended up splitting that

  9       such that the responsibility for that then fell within

 10       the specific therapeutic areas.

 11               Q.     Were there any disagreements that you

 12       had with any Forest personnel before you left?

 13               A.     No.

 14               Q.     And there was no disagreements you had

 15       with them regarding the way Celexa or Lexapro were

 16       being prepared?

 17               A.     What do you mean by "prepared"?

 18               Q.     Being written up?

 19               A.     No, no, not that I recall.

 20               Q.     Do you recall when you stopped working

 21       on the development of the pediatric use of Celexa or

 22       Lexapro?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  When I stopped working.
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  1               Well, I was -- we were reorganized in the fall

  2               of 2002, so it would have been at that point I

  3               moved out of the CNS area.

  4       BY MR. BAUM:

  5               Q.     Did you have any continuing

  6       responsibilities with regard to Celexa or Lexapro?

  7               A.     I continued to support Celexa.  We had

  8       relatively few people left in the organization then who

  9       had any history with Celexa.  People had moved on.  The

 10       company was focusing its efforts on Lexapro, the single

 11       enantiomer compound, and so there were still a few

 12       small projects that I was involved with.

 13               Q.     What little projects were left?

 14               A.     I must admit, I don't remember

 15       specifically.

 16               Q.     When you left Forest, did you sign any

 17       Confidentiality Agreement that prevents you from

 18       discussing in this deposition the work that you did

 19       while at Forest?

 20               A.     I don't believe so.

 21               Q.     Are you subject to any agreement or

 22       requirement to not say anything negative about Forest

 23       or your work at Forest?

 24               A.     No.
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  1               Q.     You've testified that you were

  2       interviewed as part of a Department of Justice

  3       investigation of Forest in connection with off-label

  4       marketing of Celexa and Lexapro; is that correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes.

  7       BY MR. BAUM:

  8               Q.     When did you first become aware of the

  9       department of justice investigation of Forest in

 10       connection with off-label marketing of Celexa and

 11       Lexapro?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  It was probably in the

 14               2005 time frame, 2006.

 15       BY MR. BAUM:

 16               Q.     How did you become aware of it?

 17               A.     I was served a subpoena.  I was

 18       contacted by Forest to inform me that this was -- this

 19       process was going to begin, and then I was served a

 20       subpoena.

 21               Q.     Did you have any interviews with Forest

 22       personnel at that time?

 23               A.     No, not that I recall.

 24               Q.     With Forest lawyers?

�

00021

  1               A.     Yes.

  2               Q.     And what sort of meetings did you have

  3       with them?

  4               A.     There were --

  5                      MR. ABRAHAM:  I would caution the

  6               witness not to discuss the subject matter of

  7               your conversations with Forest attorneys.

  8                      THE WITNESS:  Okay, okay, yeah.

  9                      They were discussions relating to the

 10               Department of Justice action.

 11       BY MR. BAUM:

 12               Q.     Were you given any sort of immunity in

 13       order to talk?

 14               A.     I believe --

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  I believe so.

 17       BY MR. BAUM:

 18               Q.     Are you aware that Forest pled guilty

 19       and agreed to pay $313 million in that action?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  Yes, I'm aware that they

 22               pled guilty.  I didn't know the specific

 23               amount.

 24       BY MR. BAUM:
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  1               Q.     Are you aware of a plea agreement that

  2       the United States -- let me strike that.

  3                      Are you aware of a plea agreement

  4       between the United States and Forest that was entered

  5       in in around September of 2010?

  6               A.     That does sound familiar to me, yes.

  7               Q.     Have you seen it?

  8               A.     No.

  9                      (Document marked for identification as

 10               Heydorn Deposition Exhibit No. 2.)

 11       BY MR. BAUM:

 12               Q.     So I'm going to mark as Exhibit 2, the

 13       plea agreement.  I ask you to take a look at that.

 14               A.     Do you want me to read the whole thing?

 15               Q.     No, I don't.  I'm going to point to a

 16       particular page.

 17               A.     Okay.

 18               Q.     Now, are you aware that Forest pled

 19       guilty to charges of illegal off-label promotion?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  No, I must admit, you

 22               know, since I left the company, I haven't

 23               really followed the details of their legal

 24               issues, aside from maybe seeing something, you
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  1               know, in one of the online newsletters that I

  2               see, but it's not something I followed closely.

  3       BY MR. BAUM:

  4               Q.     Were you ever concerned that you might

  5       have been drawn into it as a party to the charges?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  No, I don't think so.

  8       BY MR. BAUM:

  9               Q.     Okay.  So let's take a look at Page 8.

 10       If you look at the bottom of that page it says, "Forest

 11       expressly and unequivocally further admits that it

 12       committed the offenses charged in the Information and

 13       is in fact guilty of those offenses.  Forest agrees

 14       that it will not make any statements inconsistent with

 15       its explicit admission of guilt to these offenses."

 16                      Do you see that?

 17               A.     Yes.

 18               Q.     And then under -- up at the top here

 19       under "Cooperation," right under that Number 8, you see

 20       that?

 21               A.     Yes.

 22               Q.     It says, Forest shall cooperate

 23       completely and truthfully in any trial or other

 24       proceedings arising out of any ongoing civil, criminal
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  1       or administrative investigation or its current --

  2       sorry -- criminal or administration investigation of

  3       its current and former officers, agents and employees

  4       and customers in connection with the matters described

  5       in the information.

  6                      Do you see that?

  7               A.     Yes.

  8               Q.     Do you think that applies to you?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  I'm really not sure.  I'm

 11               not a lawyer.

 12       BY MR. BAUM:

 13               Q.     Okay.  Do -- you intend to be truthful

 14       and forthcoming today, correct?

 15               A.     Yes.

 16               Q.     Can you tell me what a study protocol

 17       is?

 18               A.     So a study protocol is the preplanned

 19       plan that is developed prior to the initiation of any

 20       study that details what will be done, patient

 21       population, analyses.  It's all kind of the preplanned

 22       information that is given to investigators.

 23               Q.     Why is a study protocol necessary for

 24       the conduct of a trial?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  You want each site in a

  3               study to conduct the trial, you know, as

  4               similar a fashion as possible.  So protocol is

  5               developed so that investigators have the -- you

  6               know, have the instructions basically to

  7               conduct the study as intended.

  8       BY MR. BAUM:

  9               Q.     Is it kind of like a recipe for the

 10       clinical trial?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I guess you could call it

 13               that.

 14                      MS. KIEHN:  I just want to clarify for

 15               the record, Dr. Heydorn is not here as an

 16               expert witness, so his testimony is in his

 17               personal capacity.

 18                      MR. BAUM:  Okay.

 19       BY MR. BAUM:

 20               Q.     Does a study protocol outline a

 21       procedure for the scientific integrity of the study?

 22               A.     I believe so.

 23               Q.     Was Forest expected to follow the study

 24       protocol for CIT-MD-18?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  Yes, I would assume so.

  3       BY MR. BAUM:

  4               Q.     And were you expected to follow the

  5       study protocol for study CIT-MD-18?

  6               A.     Yes.

  7               Q.     If you did not follow the study

  8       protocol, would that invalidate the results of the

  9       study?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Not necessarily.  There

 12               are deviations in every protocol and every

 13               study, and those deviations should be noted as

 14               part of the final study report.

 15       BY MR. BAUM:

 16               Q.     The placebo effect and observer bias

 17       require an experiment to use a double-blind protocol

 18       and a control group, right?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Yes.

 21       BY MR. BAUM:

 22               Q.     What is a double-blind protocol?

 23               A.     So that is a protocol where neither the

 24       subject nor the investigator is aware of the treatment
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  1       being administered.

  2               Q.     Did the protocol for study CIT-MD-18

  3       require a double-blind procedure?

  4               A.     Yes.

  5               Q.     You read the protocol for MD-18,

  6       correct?

  7               A.     I have not read it recently, no.

  8               Q.     But you read it at the time you were

  9       working there?

 10               A.     I assume I had read it, yes.  I can't

 11       recall specifically, but that would be reasonable.

 12               Q.     So the -- and you recall that CIT-MD-18

 13       had a double-blind procedure specified in the protocol?

 14               A.     Yes.

 15               Q.     And the double-blind procedure required

 16       that neither the experimenter nor the experimental

 17       subjects had knowledge of the identity of the

 18       treatments or the results until after the study is

 19       complete, right?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  Correct.

 22       BY MR. BAUM:

 23               Q.     What is a control group?

 24               A.     A control group is the group that
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  1       receives the placebo.

  2               Q.     And MD-18 had a control group?

  3               A.     Yes.

  4               Q.     And they had a placebo group?

  5               A.     That was the control group, the placebo

  6       group.

  7                      (Document marked for identification as

  8               Heydorn Deposition Exhibit No. 3.)

  9       BY MR. BAUM:

 10               Q.     I'm going to hand you Exhibit 3, which

 11       is a subset of the study report for MD-18, which has

 12       the protocol in it.

 13               A.     Okay.

 14               Q.     And this is the section of the study

 15       report that is the protocol for MD-18 dated

 16       September 1, 1999.

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     Does this document look familiar to you?

 20               A.     Vaguely.  As I said, I have not seen it

 21       in many, many years.

 22               Q.     Do you recall this -- I'm just going to

 23       refer to it as MD-18?

 24               A.     That's fine.
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  1               Q.     So do you recall that MD-18 was a

  2       multisite clinical trial?

  3               A.     Yes.

  4               Q.     And each site was expected to follow the

  5       study protocol; is that correct?

  6               A.     Correct.

  7               Q.     Did Dr. Karen Wagner run any of those

  8       sites?

  9               A.     I believe she ran one of the sites, yes.

 10               Q.     Take a look at Page 309, which is the

 11       next -- the second page here.  You see this is signed

 12       by a Paul Tiseo, September 1, 1999?

 13               A.     Yes.

 14               Q.     Do you know what Dr. Tiseo's role was in

 15       the CIT-MD-18?

 16               A.     I believe he was the overall study

 17       monitor.

 18               Q.     What does that mean?

 19               A.     He's the -- he would be the one person

 20       at Forest ultimately responsible for the conduct of the

 21       study.

 22               Q.     Did you interact with him with respect

 23       to CIT-MD-18?

 24               A.     Not on a regular basis.  During the
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  1       conduct of the study, I was not actively involved in,

  2       you know, any of the day-to-day details of the study.

  3               Q.     But when it came around to getting the

  4       poster, study reports, CME type stuff, did you work

  5       with him?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  I believe at that point he

  8               had left the company.

  9       BY MR. BAUM:

 10               Q.     Okay.  Do you know when he left?

 11               A.     Maybe sometime in 2000.  I don't recall

 12       exactly.  I know we overlapped for just a few months.

 13               Q.     Do you know who took his place?

 14               A.     I don't know.

 15               Q.     Was there someone you answered to that

 16       was served in a similar role as the oversight --

 17       overseer of MD-18?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I'm not sure I understand

 20               the question.

 21       BY MR. BAUM:

 22               Q.     Well, what did you say his role was with

 23       respect to MD-18?

 24               A.     He was the -- my recollection is he was
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  1       the study monitor.

  2               Q.     Okay.  So did someone else step into the

  3       shoes of being study monitor for MD-18?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  I assume so.

  6       BY MR. BAUM:

  7               Q.     You don't recall?

  8               A.     I don't recall.  I could speculate.

  9               Q.     What would you speculate?

 10               A.     I would think --

 11                      MR. ABRAHAM:  Objection.

 12                      You can answer.

 13                      THE WITNESS:  Okay.  I would think it

 14               was probably Dr. Flicker.

 15       BY MR. BAUM:

 16               Q.     Okay.  So you see in the next person

 17       down here on that page is Charles Flicker; is that

 18       right?

 19               A.     Yes.

 20               Q.     Then you see Lawrence Olanoff?

 21               A.     Yes.

 22               Q.     What were their roles in MD-18?

 23               A.     As I said, I believe Dr. Flicker took

 24       the role of study monitor after Paul Tiseo left the

�

00032

  1       organization.  Larry Olanoff was overall head of

  2       research and development at Forest.

  3               Q.     Did you interact with either of them?

  4               A.     Yes.

  5               Q.     And then Ivan Gergel?

  6               A.     Yes.

  7               Q.     Who is he?

  8               A.     Well, he's the executive director of

  9       clinical research.  When I first joined Forest my

 10       recollection is that, you know, I answered to Charlie

 11       Flicker.  Charlie reported in to Ivan Gergel.  And then

 12       after a reorganization in, I believe, 2000 I reported

 13       directly to Ivan.

 14               Q.     What happened to Charlie?

 15               A.     I know he left the organization, and I

 16       have lost touch with him.

 17               Q.     Okay.  Have you talked to him since he

 18       left Forest?

 19               A.     No.

 20               Q.     And who is Ed Lakatos?

 21               A.     Senior director of biostatistics and

 22       data management.

 23               Q.     Did you interact with him?

 24               A.     Very little, if at all.
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  1               Q.     And what about Keith Rotenberg?

  2               A.     Rotenberg, he's head of regulatory and

  3       quality.  I interacted somewhat with him, but it's been

  4       many years, and I don't remember how often.

  5               Q.     What happened with regulatory affairs;

  6       what did they do with respect to MD-18?

  7               A.     Well, they're the ones that are

  8       responsible for filing the documents with the Food and

  9       Drug Administration.

 10               Q.     Do you recall an Amy Rubin or Tracey

 11       Varner working in that role?

 12               A.     Yes.

 13               Q.     Were they people you dealt with more

 14       directly?

 15               A.     Yes.

 16               Q.     Let's go to Page 313 of this document,

 17       which is a synopsis.

 18                      Do you see that?

 19               A.     Yes.

 20               Q.     And under the subheading below it says

 21       "Evaluations."

 22                      Do you see that?

 23               A.     Yes.

 24               Q.     And the "Primary Efficacy."

�

00034

  1                      Do you see that?

  2               A.     Yes.

  3               Q.     And the "Children's Depression Rating

  4       Scale - Revised."

  5                      Do you see that?

  6               A.     Yes.

  7               Q.     Was that the primary outcome measure for

  8       determining efficacy in CIT-MD-18?

  9               A.     Yes.

 10               Q.     And then you see there's some Secondary

 11       Efficacy measures, the "Clinical Global Impression

 12       (CGI)."

 13                      Do you see that?

 14               A.     Yes.

 15               Q.     And "Severity and Improvement

 16       subscales."

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     And then you see the K-SADS?

 20               A.     Yes.

 21               Q.     Which is depression module for K-SADS

 22       and then the "Children's Global Assessment Scale

 23       (CGAS)."

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     These primary and secondary efficacy

  3       evaluations are the protocol specified outcome measures

  4       by which the study drug citalopram was determined to be

  5       successful or unsuccessful compared with placebo,

  6       right?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  The primary efficacy

  9               endpoint was the primary determination of

 10               efficacy.

 11       BY MR. BAUM:

 12               Q.     Okay.  And what were the secondary

 13       endpoints there for?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Secondary endpoints are

 16               there to track -- generate additional

 17               information about the efficacy of the compound.

 18       BY MR. BAUM:

 19               Q.     Can you explain how efficacy of the

 20       study drug versus a placebo is demonstrated by an

 21       outcome measure?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  It's not really my area of

 24               expertise.
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  1       BY MR. BAUM:

  2               Q.     Is it the result of a statistical

  3       analysis?

  4               A.     Yes.

  5               Q.     Can you describe that?

  6               A.     Well, again --

  7               Q.     Generally.

  8               A.     I'm not a statistician, but there's a

  9       statistical test that is done to see if there is a

 10       difference between the active group and the control

 11       group.

 12               Q.     And the difference needs to be

 13       statistically significant, correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Yes.

 16       BY MR. BAUM:

 17               Q.     Can you explain what that means,

 18       statistical significance?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Again, I'm not a

 21               statistician.

 22       BY MR. BAUM:

 23               Q.     But from your perspective.

 24               A.     From my perspective, it's generally
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  1       considered that the active and placebo are different if

  2       the probability of a random event is less than 5%, less

  3       than 8.25%.

  4               Q.     That's the P-value?

  5               A.     That's the P-value, yes.

  6               Q.     And that tells you that the difference

  7       didn't happen by chance?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes, that's my

 10               understanding.

 11       BY MR. BAUM:

 12               Q.     Let's go to Page 318, under the Study

 13       Design.

 14               A.     Okay.

 15               Q.     You see there that it says that total of

 16       160 patients will be randomized to double-blind

 17       treatment.

 18                      Do you see that?

 19               A.     Yes.

 20               Q.     Was 160 patients the number needed to

 21       power the study?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  Again, I'm not a

 24               statistician, but that would be my assumption
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  1               if that's what was selected for the -- you

  2               know, the N in the study population.

  3       BY MR. BAUM:

  4               Q.     So they wanted to have at least 160

  5       patients in the analysis in order to have statistically

  6       significant outcomes?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Again, I'm not a

  9               statistician, but my assumption would be yes.

 10       BY MR. BAUM:

 11               Q.     Do you recall whether there was a

 12       problem with recruitment into this study?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  No, I don't recall any

 15               specific problems with recruitment into the

 16               study.

 17       BY MR. BAUM:

 18               Q.     Was the study powered to detect

 19       differences in the efficacy of citalopram in children

 20       and adolescents?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I assume so.

 23       BY MR. BAUM:

 24               Q.     Let's a take a look at Page 321, it's

�

00039

  1       subheading "Study Procedures."

  2                      You see that?

  3               A.     Yes.

  4               Q.     And then if you look below, you see that

  5       there's some efficacy measures.

  6                      Do you see that?

  7               A.     Yes.

  8               Q.     And there's a description again of the

  9       primary, secondary efficacy measures?

 10               A.     Yes.

 11               Q.     Could you describe what the difference

 12       is between the primary and secondary efficacy measure?

 13               A.     So, in my experience, when you do a

 14       clinical study, a double-blind study for purposes of

 15       discussion you pick a single endpoint as your primary

 16       endpoint, and that defines whether the results, if you

 17       reached statistical significance on that primary

 18       endpoint, that defines whether the study was positive

 19       or not.

 20               Q.     So it was important for a study to have

 21       a positive outcome with a statistically significant

 22       number of P-value less than .05 in order to be

 23       positive?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Well, I wouldn't say it's

  2               important.  I mean, that's the goal of the

  3               study.  Some studies are done and no difference

  4               is shown between the two groups.

  5       BY MR. BAUM:

  6               Q.     Do you know why the CRS-R was chosen as

  7       the primary measure?

  8               A.     No, I do not.

  9               Q.     You weren't involved with creating the

 10       protocol; is that correct?

 11               A.     That's correct.

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  I'm sorry.

 14       BY MR. BAUM:

 15               Q.     Let's go to Page 326.  And it has here

 16       under section "9. Study Drug" and "9.1 Study

 17       Medication."

 18                      Do you see that?

 19               A.     Yes.

 20               Q.     And it says there, "Citalopram (20 mg)

 21       and placebo medication will be supplied by Forest

 22       Laboratories as film-coated, white tablets of identical

 23       appearance."

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     And "For the single-blind lead-in

  3       period, patients will be supplied with placebo tablets

  4       only.  For the double-blind treatment period,

  5       identically appearing tablets will contain either 20 mg

  6       of citalopram or placebo."

  7                      Do you see that?

  8               A.     Yes.

  9               Q.     And "Medication will be supplied in

 10       bottles containing either 10 tablets for the lead-in

 11       and the first four weeks of double-blind treatment, or

 12       40 tablets of the remaining four weeks of the treatment

 13       period."

 14                      Do you see that?

 15               A.     Yes.

 16               Q.     Were you familiar with that particular

 17       element of the protocol?

 18               A.     Yes.

 19               Q.     Do you know whether that protocol

 20       procedure was followed for CIT-MD-18?

 21               A.     I do know there was a problem with the

 22       first few patients that were enrolled in the study.

 23               Q.     What was that problem?

 24               A.     These patients received pink colored
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  1       tablets instead of white colored tablets.

  2               Q.     Do you know how many patients?

  3               A.     Somewhere up to nine patients is my

  4       understanding.

  5               Q.     Do you know how much -- they were pink

  6       colored tablets?

  7               A.     That's my recollection, yes.

  8               Q.     Do you know how many pink colored

  9       tablets they received?

 10               A.     No, I do not.

 11               Q.     Let's go to Page 328.  Under Section

 12       "9.7 Unblinding Procedures."

 13                      Do you see that?

 14               A.     Yes.

 15               Q.     What does it mean for a study to be

 16       unblinded?

 17               A.     When a study is unblinded, then the

 18       subjects and the investigators know who was on active

 19       and who was on placebo.

 20               Q.     For it to be double-blinded, both have

 21       to be blind; is that correct?

 22               A.     That is --

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  That is correct.
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  1       BY MR. BAUM:

  2               Q.     And if the investigator knows, for

  3       instance, what patient is receiving, then it's not

  4       double-blind; is that correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes, that's correct.

  7       BY MR. BAUM:

  8               Q.     Would you agree that if a study does not

  9       follow the unblinding procedures as specified in the

 10       study protocol, then the study cannot be a randomized,

 11       placebo-controlled trial?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  I don't feel competent to

 14               answer that question.

 15       BY MR. BAUM:

 16               Q.     What do you know about the effect of

 17       unblinding on a placebo-controlled trial?

 18                      MR. ABRAHAM:  Objection.

 19                      MS. KIEHN:  If anything.

 20                      THE WITNESS:  Occasionally, one needs to

 21               unblind a particular patient in a study for

 22               safety issues, and there's always a mechanism

 23               built in to do that in the event of an adverse

 24               event.
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  1       BY MR. BAUM:

  2               Q.     Have you ever had to do that?

  3               A.     Not that I can recall.

  4               Q.     All right.  So in this subsection

  5       "Unblinding Procedures," you see towards the bottom of

  6       that section it says, "Any patient for whom the blind

  7       has been broken will immediately be discontinued from

  8       the study and no further efficacy evaluations will be

  9       performed."

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     And then if the blind is broken for any

 13       reason, Forest Laboratories must be notified

 14       immediately.

 15                      Do you see that?

 16               A.     Yes.

 17               Q.     Were any patients in study MD-18

 18       unblinded?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I don't know.

 21       BY MR. BAUM:

 22               Q.     Were you ever advised that the patients

 23       that were exposed to the pink tablets were unblinded?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  I don't know.

  2       BY MR. BAUM:

  3               Q.     Were you ever -- did you ever discuss

  4       the patients that had been exposed to the pink tablets

  5       as being unblinded?

  6               A.     I don't specifically recall any -- any

  7       discussions on that.

  8               Q.     You didn't have any discussions with

  9       Charlie Flicker about that?

 10               A.     I don't recall any, no.

 11               Q.     Did you have any discussions with

 12       Lawrence Olanoff about that?

 13               A.     I don't recall any discussions.

 14               Q.     You don't recall any discussions with

 15       anybody about the pink tablets?

 16               A.     It was -- I know it was discussed in the

 17       study report, and that's when I became really aware of

 18       the study.  I was not directly involved in the study

 19       during the conduct of the study.

 20               Q.     When the study report was being drafted,

 21       you became aware of it?

 22               A.     At that point I know I was aware of it,

 23       yes.  I may have heard about it prior to that.

 24               Q.     When do you think you first heard about
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  1       it?

  2               A.     I couldn't say.

  3               Q.     Did you participate in any citalopram

  4       clinical trial meetings?

  5               A.     Yes.

  6               Q.     How often would you attend those?

  7               A.     I believe they were held weekly.

  8               Q.     Who ran them?

  9               A.     I don't recall.

 10               Q.     Was Ivan Gergel involved?

 11               A.     Yes.

 12               Q.     Charlie Flicker?

 13               A.     I believe so, yes.

 14               Q.     For a while Paul Tiseo?

 15               A.     Yes.

 16               Q.     Lawrence Olanoff?

 17               A.     Not on a regular basis, no.

 18               Q.     Did the subject of the pink tablet

 19       dispensing get raised in those meetings?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  I believe it did.

 22       BY MR. BAUM:

 23               Q.     Do you recall whether they were referred

 24       to as unblinded patients in those meetings?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  I don't recall.

  3       BY MR. BAUM:

  4               Q.     Do you recall there being any

  5       discussions about there being a problem with these

  6       patients being unblinded?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  No, I don't recall.

  9       BY MR. BAUM:

 10               Q.     Do you recall any discussions about

 11       whether the investigators were unblinded with respect

 12       to those patients and the pink tablets?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  No, I don't recall any

 15               specific discussions.

 16       BY MR. BAUM:

 17               Q.     Who would have been in charge, you

 18       think, of monitoring whether or not the investigators

 19       or patients were unblinded with respect to those

 20       tablets?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  What ultimately would be

 23               the in-house study monitor.

 24       BY MR. BAUM:
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  1               Q.     And who was that?

  2               A.     Well, it was Paul Tiseo in the

  3       beginning.

  4               Q.     So then it devolved to Charlie Flicker?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I assume so.  As I said, I

  7               don't know for certain who took over after Paul

  8               left.

  9       BY MR. BAUM:

 10               Q.     Was Forest Laboratories notified of any

 11       unblinding in CIT-MD-18?

 12               A.     They were certainly aware of the pink

 13       tablets.

 14               Q.     How did Forest become aware of the pink

 15       tablets?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  I don't know.

 18       BY MR. BAUM:

 19               Q.     Do you know what Forest did in response

 20       to learning about the pink tablets?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I reviewed some documents

 23               yesterday so --

 24       BY MR. BAUM:
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  1               Q.     And what did they say?

  2               A.     I know they replaced the pink tablets

  3       with white tablets.

  4               Q.     And what document did you review that

  5       said that?

  6               A.     It was a fax that Paul Tiseo sent to the

  7       investigator sites.

  8               Q.     That was a March 3rd, 2000 document?

  9               A.     I don't recall the date, but that would

 10       probably be about right.

 11               Q.     Now, was it only nine bottles of pink

 12       tablets that were sent out?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  I don't know.

 15       BY MR. BAUM:

 16               Q.     You don't know whether there were more

 17       bottles sent to other sites that had to be retrieved?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  No, I don't know.

 20       BY MR. BAUM:

 21               Q.     Do you know what information was sent

 22       along with the bottles when they were sent to the

 23       investigator sites?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  No, I do not.

  2       BY MR. BAUM:

  3               Q.     Would there be information identifying

  4       which drug or which medication they were receiving?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I -- what do you mean

  7               by -- can you rephrase it?

  8       BY MR. BAUM:

  9               Q.     Either active medication or placebo?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Well, the investigators

 12               would be aware that it was a double-blind study

 13               so that there -- the patients that they would

 14               enroll into the study, some would be on the

 15               active medication and some would be on placebo,

 16               they would assume that that would be the case.

 17       BY MR. BAUM:

 18               Q.     Now, these pink tablets, was it your

 19       understanding they were actually active medication

 20       Celexa?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I have no way of knowing

 23               that, no.

 24       BY MR. BAUM:
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  1               Q.     You didn't read anything that said that

  2       yesterday?

  3               A.     I don't recall reading anything

  4       yesterday that said that.

  5               Q.     Do you recall having read anything ever

  6       with respect to whether or not the pink pills were

  7       active medication or placebo?

  8               A.     No.

  9               Q.     They could have been placebo, as far as

 10       you knew?

 11               A.     They could have.

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  They could have been.  I

 14               just -- I don't know.

 15       BY MR. BAUM:

 16               Q.     We'll show you some documents in a

 17       little bit --

 18               A.     Okay.

 19               Q.     -- that clarify that, I think.

 20                      So what is your understanding of how

 21       Forest found out about the pink tablets?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  I don't know how they

 24               found out.
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  1       BY MR. BAUM:

  2               Q.     You haven't read anything that told you

  3       how they found out?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Not that I can recall, no.

  6       BY MR. BAUM:

  7               Q.     There was no discussion of those at any

  8       of the citalopram clinical trial meetings?

  9               A.     There may have been.  I just -- I don't

 10       recall.  It was so long ago.

 11               Q.     Okay.  Let's take a look at Page 331.

 12       And under the Section "12.7 Sample Size

 13       Considerations."

 14                      Do you see that?

 15               A.     Yes.

 16               Q.     For a clinical trial, in general, you

 17       need to have enough people in both sides of the placebo

 18       and medicated group to appropriately analyze whether or

 19       not there's going to be a significant performance of

 20       the drug versus placebo, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  That's a statistical

 23               question.  I really can't -- I'm not an expert

 24               in that area.
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  1       BY MR. BAUM:

  2               Q.     Do you know enough to know that you need

  3       to have a certain number of people in order for it to

  4       be a valid trial?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes, I do know that.  I

  7               know there are calculations that are done and

  8               assumptions that are done that drive the

  9               ultimate sample size.

 10       BY MR. BAUM:

 11               Q.     Okay.  So here we have Sample Size

 12       Considerations, and it says, "The primary efficacy

 13       variable is the change from baseline in CDRS-R score at

 14       Week 8."

 15                      Now, if they pick Week 8, that's

 16       important; is that correct, because that's the endpoint

 17       of that -- for the trial; is that right?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Again, I'm not an expert

 20               in clinical trial design, but my understanding

 21               is that you pick a specific measurement at a

 22               specific time as your endpoint to determine

 23               whether the compound is efficacious or not.

 24       BY MR. BAUM:
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  1               Q.     Then going on here it says, "Assuming an

  2       effect size (treatment group difference relative to

  3       pooled standard deviation) of 0.5, a sample size of 80

  4       patients in each treatment group will provide at least

  5       85% power at an alpha level of 0.05 (two-sided)."

  6                      Did I read that right?

  7               A.     Yes.

  8               Q.     Do you know what that means?

  9               A.     Honestly, no.  I have read numerous

 10       protocols over my career, and not being a statistician,

 11       I assume the statisticians have done their job and that

 12       the statement on sample size consideration is accurate.

 13               Q.     Is the general concept of that that you

 14       needed at least 80 patients in each side of the trial

 15       in order for the trial to be sufficiently powered?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  That's my understanding,

 18               given the expected response to the study

 19               medication.

 20       BY MR. BAUM:

 21               Q.     So that 80 patients in each treatment

 22       group would be 160 patients needed to power that trial,

 23       correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  That is my understanding.

  2       BY MR. BAUM:

  3               Q.     So as long as MD-18 had 160 patients'

  4       results in the equations, that was enough to power

  5       statistically significant results, right?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  That's my understanding,

  8               given the assumptions that went into the sample

  9               size consideration.

 10       BY MR. BAUM:

 11               Q.     And you didn't need more than 160 to

 12       power the study for statistical significance purposes,

 13       right?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Again, yes, that's my

 16               assumption, given that this -- given that this

 17               assumption here is accurate.

 18       BY MR. BAUM:

 19               Q.     And per this statement here, the

 20       protocol endpoint for efficacy was Week 8, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes.

 23       BY MR. BAUM:

 24               Q.     And measurements at Weeks 1, 2, 4 or 6
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  1       would not be considered efficacy endpoints for study

  2       MD-18, right?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  They were useful

  5               information, but they would not determine

  6               whether the study showed a significant

  7               difference between the two treatment arms.

  8       BY MR. BAUM:

  9               Q.     And so statistically significant

 10       improvement at Week 8, per this protocol, was the point

 11       at which efficacy was to be determined positive or

 12       negative, right?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes, that's my

 15               understanding.

 16       BY MR. BAUM:

 17               Q.     And it would be inconsistent with the

 18       protocol to suggest that positive results at weeks

 19       earlier than Week 8 indicated a positive trial outcome

 20       for MD-18, right?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  These were interesting and

 23               important observations, but they in and of

 24               themselves would not, as I understand it,
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  1               determine whether the study was efficacious or

  2               not, whether the compound was efficacious or

  3               not.

  4       BY MR. BAUM:

  5               Q.     Omitting the Week 8 result while

  6       highlighting positive results from the earlier weeks

  7       would be inconsistent with the protocol and misleading,

  8       right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  No, not in my opinion.

 11       BY MR. BAUM:

 12               Q.     So it would be okay with you to talk

 13       about Weeks 1, 2, 4 and 6 results as positive but not

 14       mention that Week 8 was negative?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  You would have to include

 17               both.

 18       BY MR. BAUM:

 19               Q.     Otherwise you'd be misleading --

 20                      MR. ABRAHAM:  Objection.

 21       BY MR. BAUM:

 22               Q.     -- about the actual outcome of the

 23       trial, correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Yes.

  2       BY MR. BAUM:

  3               Q.     What is a study report?

  4               A.     The study report is the document that's

  5       generated at the conclusion of the study that

  6       summarizes all of the results of the study.

  7               Q.     You were a director of scientific

  8       communications at Forest; is that correct?

  9               A.     Yes.

 10               Q.     Was the creation of a study report part

 11       of your job?

 12               A.     Yes.

 13               Q.     Who created the study report for MD-18?

 14               A.     I don't recall specifically, but I'm

 15       assuming myself or someone in my group was responsible

 16       for that.

 17               Q.     Did you write any of it?

 18               A.     I believe I wrote the first draft of it.

 19               Q.     According to your 2007 deposition, you

 20       were the primary author of the final study report.

 21                      Does that ring a bell?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  If that's what I testified

 24               then, I'm assuming that was the truth.
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  1       BY MR. BAUM:

  2               Q.     Do you consider yourself to have been

  3       the primary author of the final study report --

  4                      MR. ABRAHAM:  Objection.

  5       BY MR. BAUM:

  6               Q.     -- for MD-18?

  7               A.     No.  The actual final report was a group

  8       effort within the organization.  These reports are not

  9       written by a single individual without significant

 10       review within the organization.

 11               Q.     Who would you consider to have been the

 12       primary author?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  As I said, I generated the

 15               first draft from my memory, and then it was

 16               edited by the clinical team.

 17       BY MR. BAUM:

 18               Q.     Who in particular edited it?

 19               A.     I know Charlie Flicker had a number of

 20       comments on the report.

 21               Q.     Would he inform you of the comments?

 22               A.     Yes.

 23               Q.     How would he do that?

 24               A.     He would -- Charlie didn't use
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  1       computers.  He handwrote on the first draft of the

  2       report and then handed it back to me.

  3               Q.     So he would handwrite on something, a

  4       draft of it, a copy of it, and then come to you and

  5       actually hand it to you?

  6               A.     Yes.

  7               Q.     He wouldn't e-mail it to you?

  8               A.     No.

  9               Q.     Also, according to your 2007 deposition,

 10       you were responsible for ensuring the study report for

 11       MD-18 was accurate and was available for submission to

 12       the FDA.

 13                      Do you recall saying that?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  I assume I did, if it's in

 16               the deposition.

 17       BY MR. BAUM:

 18               Q.     Did you review the MD-18 study report

 19       for accuracy?

 20               A.     I would assume I did, yes.

 21               Q.     What are case report forms?

 22               A.     Again, not my area of expertise, but

 23       they are the documentation that comes from the study

 24       site.  It's a standard form that is filled out at the
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  1       study site.  There's one for each patient that tracks

  2       the individual patient data.

  3               Q.     Did you look at case report forms for

  4       MD-18?

  5               A.     I don't recall ever looking at case

  6       report forms.

  7               Q.     How would you go about verifying the

  8       accuracy of statements that were in the study report

  9       without looking at the case report forms?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Summary tables are

 12               generated by statisticians that pool the data,

 13               pool all the data on a particular endpoint, and

 14               that's what's generally used to generate the

 15               study report.

 16       BY MR. BAUM:

 17               Q.     Did anyone at Forest look at the case

 18       report forms to cross-check the case report form data

 19       against the summary data the statistician has

 20       generated?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I don't know.

 23       BY MR. BAUM:

 24               Q.     Do you know if anybody had the job of
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  1       doing that?

  2               A.     I don't know.

  3               Q.     How do you know whether or not the

  4       summary of data that the statisticians provided was

  5       accurate?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  I would assume it was

  8               accurate.

  9       BY MR. BAUM:

 10               Q.     Why?

 11               A.     The data -- well, I'm assuming the data

 12       came from the case report forms.  It was transferred

 13       into the computer systems that generated the summary

 14       tables that were used to generate the report.

 15               Q.     So, in effect, you were relying on the

 16       accuracy of the summary tables that were provided to

 17       you by the statisticians?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Yes.

 20       BY MR. BAUM:

 21               Q.     Did you review tables for the primary

 22       efficacy outcome data?

 23               A.     Yes.

 24               Q.     Did you verify the accuracy of the
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  1       CIT-MD-18 efficacy data by cross-checking the data

  2       summarized in MD-18's efficacy tables with the case

  3       report forms themselves?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  No, I did not.

  6       BY MR. BAUM:

  7               Q.     Did you look for inconsistencies between

  8       numbers of people who were assigned to placebo versus

  9       citalopram?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I'm not sure I understand

 12               the question.

 13       BY MR. BAUM:

 14               Q.     In the weekly citalopram clinical trial

 15       meetings, there was a report of how many people were

 16       participating in the trial.

 17                      Do you recall that?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Yes, I do recall that.

 20       BY MR. BAUM:

 21               Q.     And they kept track of how many people

 22       were on placebo and how many people were on Celexa; is

 23       that correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  No, no, they would not

  2               have done that.  They would keep track of the

  3               number of patients involved in the study.

  4       BY MR. BAUM:

  5               Q.     So they kept track of the total number

  6       of patients as opposed to which ones were placebo and

  7       which ones were citalopram?

  8               A.     Correct.  Studies are -- you know,

  9       generally we call them double-blind.  They're actually

 10       triple-blind because neither the investigator, the

 11       patient nor the company knows who is on which

 12       medication.

 13               Q.     Did you review the appendices for the

 14       study, MD-18 study report?

 15               A.     Well, there were a significant number of

 16       appendices.

 17               Q.     Did you review the efficacy related

 18       appendices?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Probably not.

 21       BY MR. BAUM:

 22               Q.     Did you review in particular one that

 23       was Appendix 6?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  I don't recall.

  2       BY MR. BAUM:

  3               Q.     Did you review -- you weren't shown

  4       something like that yesterday?

  5                      MR. ABRAHAM:  Objection.

  6                      MS. KIEHN:  Objection.

  7                      THE WITNESS:  I don't recall seeing

  8               Appendix 6.

  9       BY MR. BAUM:

 10               Q.     Do you recall seeing a run that excluded

 11       the patients that had the pink tablets dispensed to

 12       them?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes, I do recall seeing

 15               that.

 16       BY MR. BAUM:

 17               Q.     When did you see it?

 18               A.     I saw that yesterday.  If that was

 19       Appendix 6, then I did see that yesterday.

 20               Q.     Had you seen that before?

 21               A.     I'm sure I had seen that when I was

 22       working on the study report, but I can't recall

 23       specifically.

 24               Q.     Do you recall any discussions when you

�

00066

  1       first -- let me strike that.

  2                      Do you recall any discussions while you

  3       were working on the study report as to whether or not

  4       the data that was in that Appendix 6 ought to have been

  5       used as the primary outcome measure?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  No, I don't recall any

  8               discussions.

  9       BY MR. BAUM:

 10               Q.     Who worked with you on the study report?

 11               A.     It's been so long, I don't recall who I

 12       worked with.

 13               Q.     Charlie Flicker for one, correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Certainly Charlie was one

 16               of the reviewers of the report.

 17       BY MR. BAUM:

 18               Q.     Do you know who Paul Bukerait is?

 19               A.     Yes.

 20               Q.     Who is he?

 21               A.     Paul was in my group.  He was one of the

 22       writers in the group.

 23               Q.     What did he do?

 24               A.     He worked on either study reports or
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  1       publications.

  2               Q.     What did he do on MD-18?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  I can't recall

  5               specifically.

  6       BY MR. BAUM:

  7               Q.     Did he have anything to do with helping

  8       you write it?

  9               A.     He may have.  Again, these reports are

 10       group efforts.  Multiple people contribute as either

 11       writers or reviewers.

 12                      MR. BAUM:  Can we take a break now?

 13               Good point.

 14                      MR. ABRAHAM:  Sure.

 15                      THE VIDEOGRAPHER:  The time is now 10:41

 16               a.m.  We're off the record.

 17                      (Brief recess.)

 18                      THE VIDEOGRAPHER:  The time is now

 19               10:52 a.m.  This is the beginning of Disk 2.

 20               We're on the record.

 21                      (Document marked for identification as

 22               Heydorn Deposition Exhibit No. 4.)

 23       BY MR. BAUM:

 24               Q.     I'm going to hand you what we're marking
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  1       as Exhibit 4, which is MDL-FOREM0002914.  It's an

  2       August 15, 2001 memo from Exner to you.

  3                      Do you see that?

  4               A.     Yes.

  5               Q.     Do you recall this document?  You might

  6       want to flip over.

  7               A.     No, I don't specifically recall this.

  8               Q.     So it says here that there's attached

  9       draft contracts that I sent to PIA, PharmaNet and Mary

 10       Cardinale.  PharmaNet has agreed to their contract as

 11       proposed.  Responses from PIA and Mary Cardinale are

 12       pending for this week.

 13                      And it says for you to take a -- "please

 14       take a look at all three draft contracts and let me

 15       know if you have any administrative changes that you

 16       want included in the final contracts."

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     Do you recall entering into a contract

 20       with PharmaNet with respect to MD-18 study report?

 21               A.     No, I actually don't recall that.

 22               Q.     Do you recall having any interaction

 23       with PharmaNet with regard to the study report, MD-18?

 24               A.     I know we were considering working with
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  1       PharmaNet.

  2               Q.     And what's PIA?

  3               A.     I'm not sure who they are.

  4               Q.     Do you recall who PharmaNet was?

  5               A.     They were a contract research

  6       organization.

  7               Q.     What did they do?

  8               A.     Contract research organizations do work

  9       for what I'm familiar with is pharmaceutical companies.

 10               Q.     Do you recall working with PharmaNet to

 11       help draft the study report for MD-18?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  No, I don't specifically

 14               recall that.

 15       BY MR. BAUM:

 16               Q.     If you flip through a couple of pages

 17       here, you'll come to page -- the fourth page in.  It

 18       has a consultant agreement between Pharmaceutical

 19       Information Associates Limited.

 20                      Do you see that?

 21               A.     Yes.

 22               Q.     Does that refresh your recollection with

 23       regard to what PIA might be?

 24               A.     Yes, yes.
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  1               Q.     So who are these guys?

  2               A.     Again, they're a -- they were a smaller

  3       consulting firm that would do work for pharmaceutical

  4       companies.

  5               Q.     Do you recall what kind of work they

  6       did?

  7               A.     I know they -- I believe they

  8       specialized in writing.

  9               Q.     Okay.  So looking at this e-mail it

 10       looks like between Robert Exner and you on August 15,

 11       2001.

 12                      Do you see that?

 13               A.     Yes.

 14               Q.     Does that appear to have been something

 15       that was produced in the ordinary course of Forest

 16       business?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  Yes.

 19       BY MR. BAUM:

 20               Q.     Do you recall working with anybody in

 21       particular at PharmaNet?

 22               A.     No.

 23               Q.     Do you recall providing any information

 24       to PharmaNet?
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  1               A.     No.

  2               Q.     Do you recall that the MD-18 study

  3       report was submitted to the FDA?

  4               A.     Yes.

  5               Q.     Do you recall approximately when?

  6               A.     I think we looked at that yesterday,

  7       2002.

  8               Q.     Did Forest receive a six-month patent

  9       extension for Celexa for doing clinical trials on

 10       pediatric depression?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I believe so.

 13                      MR. BAUM:  Let's go to the next exhibit.

 14               Mark this as Exhibit 5.

 15                      (Document marked for identification as

 16               Heydorn Deposition Exhibit No. 5.)

 17       BY MR. BAUM:

 18               Q.     Okay.  This appears to be a study report

 19       for protocol CIT-MD-18?

 20               A.     Yes.

 21               Q.     Do you see that?

 22               A.     Yes.

 23               Q.     Do you recognize it?

 24               A.     Yes.
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  1               Q.     Have you seen it before?

  2               A.     Yes.

  3                      MS. KIEHN:  Michael, just to clarify, is

  4               this a final copy?

  5                      MR. BAUM:  I think this one is.

  6                      MS. KIEHN:  It says Version 1 at the

  7               bottom, that's why I asked.

  8                      MR. BAUM:  As far as I know, this is the

  9               final.

 10                      MS. KIEHN:  The typeface looks weird on

 11               the front too.

 12                      MR. BAUM:  Well, if it's not the final,

 13               it would be news to me.

 14                      MS. KIEHN:  Okay, well, we'll just

 15               proceed with it.

 16                      MR. BAUM:  It's dated April 8, 2002.

 17                      MS. KIEHN:  We'll proceed with the

 18               reservation we're not sure that it's final.

 19                      MR. BAUM:  Okay.

 20       BY MR. BAUM:

 21               Q.     Well, looking at the front page of this

 22       document, do you see that the initial date is

 23       January 31, 2000.

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     Is that the date that the trial started?

  3               A.     I don't know.

  4               Q.     You don't know what initiation date

  5       means?

  6               A.     Different companies have different

  7       definitions of that.

  8               Q.     Do you know what Forest's definition

  9       was?

 10               A.     No, I do not.

 11               Q.     What is a -- do you think that might be

 12       when patients first started being screened for entering

 13       the CIT-MD-18?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  That would be one

 16               definition companies use for initiation date.

 17       BY MR. BAUM:

 18               Q.     And you see the completion date is

 19       April 10, 2001?

 20               A.     Yes.

 21               Q.     And is that the date that the -- well,

 22       what date would that have been?

 23               A.     That's -- my understanding is that's

 24       generally last patient, last visit.
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  1               Q.     So that would be the point when the last

  2       patient comes in, gets their last evaluation, and then

  3       that would close off collecting more data; is that

  4       correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  More efficacy data, yes.

  7       BY MR. BAUM:

  8               Q.     Let's go to the next page, which is the

  9       synopsis.  And you see again under the "criteria for

 10       evaluation" sort of repetition what we saw in the

 11       protocol for the efficacy measures?

 12               A.     Yes.

 13               Q.     So we've got some various efficacy

 14       measures.  Can you explain how the efficacy of this

 15       study drug versus placebo is demonstrated by an outcome

 16       measure?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  I'm not an expert on the

 19               design of clinical studies.

 20       BY MR. BAUM:

 21               Q.     But given what you do know with your

 22       work on a study report like MD-18, what would be your

 23       understanding?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  So my understanding would

  2               be -- can you repeat the question, sorry.

  3       BY MR. BAUM:

  4               Q.     Yeah.  Can you explain how efficacy of

  5       the study drug versus placebo is demonstrated by an

  6       outcome measure?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  So my understanding is one

  9               outcome measure is selected as the primary

 10               outcome measure and a specific time point

 11               following the initiation of treatment is

 12               selected as the time point at which that

 13               primary outcome measure is evaluated in all

 14               patients in the study, and then a statistical

 15               test is applied to evaluate whether there is a

 16               statistical difference between placebo and

 17               active patients, patients on active and

 18               patients on placebo.

 19                      MS. KIEHN:  Michael, could we go off the

 20               record for one second.

 21                      MR. BAUM:  Yeah.

 22                      THE VIDEOGRAPHER:  The time is now

 23               11:03 a.m.  We're off the record.

 24                      (Pause.)
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  1                      THE VIDEOGRAPHER:  The time is now

  2               11:10 a.m.  We're on the record.

  3       BY MR. BAUM:

  4               Q.     Can you explain the difference between

  5       statistical significance and clinical significance?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Statistical significance

  8               is a test that's done.  Clinical significance

  9               is an assessment by individual patients or

 10               caregivers on whether any beneficial effect

 11               that is seen from the administering the

 12               compound is of value to the patient receiving

 13               the compound.

 14       BY MR. BAUM:

 15               Q.     So it's whether there's -- clinical

 16       significance would be whether there's any observable

 17       difference?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Any difference that's

 20               meaningful to the patient.

 21       BY MR. BAUM:

 22               Q.     Okay.  So let's -- in this exhibit,

 23       which we've marked as Exhibit 5, let's take a look at

 24       Page 69.
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  1                      MS. KIEHN:  And, again, for the record,

  2               this is an excerpted document so it doesn't

  3               have all of the pages.

  4                      MR. BAUM:  That's correct.

  5       BY MR. BAUM:

  6               Q.     And have you found Page 69?

  7               A.     Yes, I have.

  8               Q.     Okay.  And this is Section 10, Efficacy

  9       Evaluation, and under 10.1 you'll see that in this

 10       first paragraph where it says "Table 3.1 and Panel 11

 11       presents the results from the LOCF analysis for the

 12       change from baseline to Week 8."

 13                      Do you see that?

 14               A.     Yes.

 15               Q.     So according to this page, CDRS is

 16       positive for efficacy; is that correct?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  Yes.

 19       BY MR. BAUM:

 20               Q.     Okay.  So let's just go over to the next

 21       page, which is Page 70, and you see Panel 11 there at

 22       the top?

 23               A.     Yes.

 24               Q.     And for the P-value over on the right it
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  1       says .038.

  2                      Do you see that?

  3               A.     Yes.

  4               Q.     That's a statistically significant

  5       P-value; is that correct?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  That's my understanding.

  8       BY MR. BAUM:

  9               Q.     It's less than .05?

 10               A.     Yes.

 11               Q.     Which would be the cutoff for

 12       statistical significance?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes.

 15       BY MR. BAUM:

 16               Q.     If it was over .05, it wouldn't be

 17       statistically significant, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  That's my understanding.

 20       BY MR. BAUM:

 21               Q.     Then further down on the page, you see

 22       below Panel 12 it says Appendix Table 6.

 23                      Do you see that?

 24               A.     Yes.
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  1               Q.     And Appendix Table 6 presents the

  2       results from the LOCF analysis for the change from

  3       baseline to Week 8 excluding data from 9 patients for

  4       whom the study blind was potentially compromised (see

  5       Section 5.3.4).

  6                      Did I read that correctly?

  7               A.     Yes.

  8               Q.     Did you write that sentence?

  9               A.     I don't recall.

 10               Q.     Do you know who wrote it?

 11               A.     No, I do not.

 12               Q.     So let's turn to Page 244 in this

 13       exhibit.

 14                      Did you find that?

 15               A.     Yes.

 16               Q.     And that's Appendix Table 6.

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     And it's entitled "Change from Baseline

 20       in CDRS-R after 8 weeks, ITT Sub-population - LOCF."

 21                      Do you see that?

 22               A.     Yes.

 23               Q.     So the change from baseline CDRS-R after

 24       8 weeks was the primary efficacy measure for MD-18; is
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  1       that correct?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  Yes.

  4       BY MR. BAUM:

  5               Q.     So this is an evaluation of CDRS-R after

  6       8 weeks without the nine patients involved, correct?

  7               A.     Yes.

  8               Q.     And if you look at the upper right

  9       there, it says September 12, 2001.

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     Would that have been the date that this

 13       table was run?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  I don't know.

 16       BY MR. BAUM:

 17               Q.     Do you know what any of these dates on

 18       these tables meant?

 19               A.     I could speculate that they were the

 20       dates on which the tables were run.

 21               Q.     Is that a reasonable speculation on your

 22       part, based on your experience?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  Yes.
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  1       BY MR. BAUM:

  2               Q.     It would be like an estimate as opposed

  3       to a guess?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Not sure what you mean.

  6       BY MR. BAUM:

  7               Q.     That's a bad question.

  8                      Do you know who generated this table?

  9               A.     No, I do not.

 10               Q.     Do you remember if it was a

 11       biostatistician for Forest?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  There was a

 14               biostatistician who worked on the project.

 15       BY MR. BAUM:

 16               Q.     Do you recall who the primary

 17       biostatistician was?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Jin.

 20       BY MR. BAUM:

 21               Q.     James Jin?

 22               A.     Yes, that sounds familiar.

 23               Q.     Did you work with him on this study

 24       report?
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  1               A.     Yes.

  2               Q.     And what sort of interaction did you

  3       have with him?

  4               A.     So it was a iterative interaction where

  5       data would be generated for inclusion in the report and

  6       then among the people reviewing the report, writing the

  7       report, additional analyses would be requested.

  8               Q.     Did you ever request additional analyses

  9       from James Jin on MD-18?

 10               A.     No, that's not something I would do.

 11               Q.     Who would do that?

 12               A.     That would be -- well, I don't know.  I

 13       could speculate that it would be Charlie Flicker and/or

 14       Ivan Gergel.

 15               Q.     Do you recall Charlie Flicker or Ivan

 16       Gergel requesting additional analyses of MD-18 tables?

 17               A.     Not specifically.

 18               Q.     Do you know that it was done?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I don't know.  I don't

 21               know that it was done.

 22       BY MR. BAUM:

 23               Q.     You haven't seen any draft tables or

 24       anything like that?
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  1               A.     No.

  2               Q.     None were shown to you?

  3                      MS. KIEHN:  Objection.

  4                      THE WITNESS:  Well, this table was shown

  5               to me yesterday, in very tiny print.

  6       BY MR. BAUM:

  7               Q.     Any other vers -- in very tiny print?

  8               A.     Yes.

  9               Q.     Okay.  Yes, it is tiny print.

 10               A.     No, this is much more readable, believe

 11       me.

 12               Q.     Oh, great.

 13                      Okay.  So the footnote at the bottom of

 14       the page says "Report Generated by Program:

 15       /sasprog/cit/citmd18/programs/tables/apndx.6.sas."

 16                      Do you know what any of that stuff

 17       means?

 18               A.     No.

 19               Q.     I would need to talk to someone like

 20       James Jin to get that information?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I would assume so.

 23       BY MR. BAUM:

 24               Q.     It wasn't in your wheelhouse to know
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  1       that?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  No, it was not.

  4       BY MR. BAUM:

  5               Q.     Now, there is a note just above that

  6       says, "Patients (105, 113, 114, 505, 506, 507, 509,

  7       513, 514) with drug dispensing error are excluded."

  8                      Did I read that correctly?

  9               A.     Yes.

 10               Q.     These were the nine patients in

 11       CIT-MD-18 who were unblinded in the study; is that

 12       correct?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  These are the nine

 15               patients that received the pink colored tablets

 16               is my understanding.

 17       BY MR. BAUM:

 18               Q.     Do you think there was actual or

 19       potential unblinding with respect to those patients?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  I don't know.

 22       BY MR. BAUM:

 23               Q.     What do you think?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  There's a potential, yes.

  2       BY MR. BAUM:

  3               Q.     Why?

  4               A.     They received different colored tablets.

  5               Q.     What would happen as a result of that?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  We don't know what the

  8               patients or the -- at least I'm not aware of

  9               what the patients or the physicians, the

 10               investigators knew.

 11       BY MR. BAUM:

 12               Q.     Would the investigators have seen the

 13       pink tablets too?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  I don't know.

 16       BY MR. BAUM:

 17               Q.     Would the investigators have known which

 18       patients received pink tablets?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I don't know.

 21       BY MR. BAUM:

 22               Q.     So the P-value that results from

 23       excluding these nine unblinded patients is .052.

 24                      Do you see that?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  Yes, I see that.

  3       BY MR. BAUM:

  4               Q.     And that P-value is not statistically

  5       significant, correct?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  That's my understanding.

  8       BY MR. BAUM:

  9               Q.     Because it's greater than .05?

 10               A.     Yes, that's my understanding.

 11               Q.     So it was negative, not in favor of

 12       Celexa's efficacy, correct?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Again, I'm not a

 15               statistician, but it shows there's not a

 16               statistical difference between the two groups.

 17       BY MR. BAUM:

 18               Q.     For the primary endpoint?

 19               A.     For the primary endpoint.

 20                      MR. ABRAHAM:  Object.

 21       BY MR. BAUM:

 22               Q.     By excluding these nine patients, the

 23       P-value went from a statistically significant .038 to a

 24       statistically insignificant .052 on the CDRS-R rating
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  1       scale after 8 weeks, correct?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  Yes.

  4       BY MR. BAUM:

  5               Q.     So, in other words, this P-value shows

  6       citalopram versus placebo was negative for the primary

  7       outcome measure for MD-18, right?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes.

 10       BY MR. BAUM:

 11               Q.     And that's the difference between MD-18

 12       being positive or negative, right?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes.

 15       BY MR. BAUM:

 16               Q.     So with the dispensing error, patients

 17       excluded from MD-18 -- excuse me.  Let me read that

 18       again.

 19                      So with the dispensing error patients

 20       excluded from the MD-18 primary efficacy outcome

 21       measure, Celexa failed to significantly outperform

 22       placebo in treating pediatric depression, right?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  That appears to be the
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  1               case.

  2       BY MR. BAUM:

  3               Q.     That would be an important substantial

  4       difference, wouldn't it?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes.

  7       BY MR. BAUM:

  8               Q.     That analysis was done on the

  9       subpopulation of 166 patients, 81 in the placebo group

 10       and 85 in the citalopram group, right?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  Yes.

 13       BY MR. BAUM:

 14               Q.     And the 166 patients were greater than

 15       the 160 patients needed to power MD-18, right?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Yes.

 18       BY MR. BAUM:

 19               Q.     So let's go back to Page 70 of the study

 20       report.  So it says that "Appendix Table 6 presents the

 21       results from the LOCF analysis for the change from

 22       baseline to Week 8 excluding data from the 9 patients

 23       for whom the study blind was potentially compromised."

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     Going back over that, do you know

  3       whether you or Charlie Flicker drafted that, now that

  4       we've looked at it again?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  No, I don't recall.

  7       BY MR. BAUM:

  8               Q.     Okay.  It says here, "The results from

  9       Week 8 LOCF analysis comparing mean change from

 10       baseline in CDRS-R in citalopram and placebo groups was

 11       not substantially affected by the exclusion of those

 12       patients; the LSM difference decreased from 4.6 to 4.3

 13       and the P-value increased from 0.038 to 0.052."

 14                      Did I read that correctly?

 15               A.     Yes.

 16               Q.     And going from a P-value of .038 to .052

 17       crosses the MD-18 protocol's prespecified and industry

 18       accepted statistical significance cutoff of .050,

 19       right?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  Yes.

 22       BY MR. BAUM:

 23               Q.     So it wasn't suggesting that the result

 24       was not substantially affected by exclusion of those
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  1       patients incorrect?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  Potentially, yes.

  4       BY MR. BAUM:

  5               Q.     It was, in fact, a shift from

  6       statistically significant to statistically

  7       insignificant, right?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes.

 10       BY MR. BAUM:

 11               Q.     And that's a substantial shift, isn't

 12       it?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes.

 15       BY MR. BAUM:

 16               Q.     Who was the target audience for the

 17       MD-18 study report?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Target audience.

 20       BY MR. BAUM:

 21               Q.     Who was intended to receive it?

 22               A.     Well, the Food and Drug Administration.

 23               Q.     And that would have been the FDA medical

 24       reviewer and Tom Laughren deciding whether to approve
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  1       Forest's request for a pediatric major depressive order

  2       indication; is that correct?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  Yes.

  5       BY MR. BAUM:

  6               Q.     If they accepted this characterization

  7       of the P-value shift from .038 to .052 not being

  8       substantial, they would have been misled, right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  I don't know.

 11       BY MR. BAUM:

 12               Q.     They would have drawn an incorrect

 13       conclusion, correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Just based on this

 16               potentially, but I don't know.  FDA reviewers

 17               don't rely on the -- what the company has

 18               written as a thorough review.  I spent two

 19               years at the FDA.  There's a thorough review of

 20               the data starting with the raw data and working

 21               their way up to the conclusions of the study.

 22       BY MR. BAUM:

 23               Q.     When you say raw data, you mean case

 24       report forms?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  They can go back as far as

  3               case report forms.

  4       BY MR. BAUM:

  5               Q.     Do you know whether the FDA had the case

  6       report forms with respect to the MD-18?

  7               A.     I do not know.

  8               Q.     Do they have the case report forms for

  9       the nine patients that received the pink tablets?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I don't know.

 12       BY MR. BAUM:

 13               Q.     If the FDA reviewer and Dr. Laughren

 14       echoed this language from the study report in their

 15       evaluation, would that indicate that they accepted the

 16       characterization of Forest in the study report?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  I wouldn't be able to

 19               comment on what they were thinking.

 20       BY MR. BAUM:

 21               Q.     Do you know Tom Laughren?

 22               A.     I worked with him many years ago.  I

 23       doubt he would remember me.

 24               Q.     In what capacity did you work with him?
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  1               A.     I started my career after my

  2       post-doctoral training as a reviewer at the

  3       neuropharmacology division of FDA, and he was the team

  4       leader for, I believe, the psychopharmacology products.

  5               Q.     What drug did you work on?

  6               A.     Primarily anti-depressants.

  7               Q.     Which anti-depressants?

  8               A.     I'm not sure I'm able to reveal that

  9       information.

 10               Q.     Was it Celexa?

 11               A.     No, I don't believe so.

 12               Q.     Why aren't you able to reveal that

 13       information?

 14               A.     I'm not sure whether the drugs I worked

 15       on at the FDA is confidential information or not.

 16               Q.     If I go to the FDA website on most

 17       drugs, I think I can get most of the medical reviewer

 18       reports, and if I do FOIAs, I can get most of those.  I

 19       don't think that's confidential.

 20                      MS. KIEHN:  If he's not comfortable

 21               giving the information, he's not going to give

 22               the information.

 23                      THE WITNESS:  No, you might be right.  I

 24               just wasn't sure, but you make a good point,
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  1               and I don't remember which drugs I worked on

  2               specifically.  Again, that was 30 years ago.

  3       BY MR. BAUM:

  4               Q.     All right.  So but it wasn't citalopram?

  5               A.     I don't believe so, no.

  6               Q.     Did you ever have any interaction with

  7       Forest while you were working at the FDA?

  8               A.     Not that I recall.

  9               Q.     Okay.  So let's take a look at Page 71,

 10       and -- I'm going to come back to that in a little bit.

 11                      Let's go to Page 100, and this is "Table

 12       3.1 Primary Efficacy."

 13                      Do you see that?

 14               A.     Yes.

 15               Q.     Change from baseline in CDRS after 8

 16       weeks.

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     ITT population - LOCF.

 20                      Do you see that?

 21               A.     Yes.

 22               Q.     All right.  So this Table 3.1 is also

 23       for change in baseline CDRS after 8 weeks, correct?

 24               A.     Yes.
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  1               Q.     And this analysis included 174 patients,

  2       85 patients in the placebo group and 89 patients in the

  3       citalopram group.

  4                      Do you see that?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes.

  7       BY MR. BAUM:

  8               Q.     And that's a difference of eight

  9       patients from the table -- Appendix Table 6, which had

 10       166 patients.

 11                      Do you recall that?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  Yes, apparently.  I didn't

 14               do the math, but I'll trust you on that.

 15       BY MR. BAUM:

 16               Q.     Here, I'll just pull that out.

 17                      MS. KIEHN:  What is that?

 18                      MR. BAUM:  That's the same one.  That's

 19               Table 6, Appendix Table 6.

 20                      THE WITNESS:  Yeah, you're right.

 21       BY MR. BAUM:

 22               Q.     So that's eight patient difference, not

 23       nine patient difference?

 24               A.     Yes.
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  1               Q.     Do you know why there's a difference;

  2       it's one patient short?

  3               A.     No, I do not.

  4               Q.     You don't recall that being discussed?

  5               A.     No.

  6               Q.     So looking over to like the middle right

  7       section, you see the P-value is .038.

  8                      Do you see that?

  9               A.     Yes.

 10               Q.     And that's a statistically significant

 11       P-value, correct?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  Yes.

 14       BY MR. BAUM:

 15               Q.     And the P-value in Table 6 show the

 16       citalopram versus placebo was not statistically

 17       significant, but Table 3.1 shows that citalopram versus

 18       placebo is statistically significant, correct?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Yes.

 21       BY MR. BAUM:

 22               Q.     And do you know why the earlier

 23       analysis -- well, first off, take a look at the date up

 24       at the top right.  It says October 30th, 2001.
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  1                      Do you see that?

  2               A.     Yes.

  3               Q.     And if you look at the date on Table 6,

  4       I'll just hand you this, it's quicker for you, what's

  5       the date?

  6               A.     September 12th, 2001.

  7               Q.     So this Table 6 appears to have been run

  8       earlier; is that right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  It appears to have been

 11               run earlier, yes.

 12       BY MR. BAUM:

 13               Q.     Do you know why the earlier run wasn't

 14       used?

 15                      MS. KIEHN:  Objection.

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Well, what do you mean

 18               "used"?

 19       BY MR. BAUM:

 20               Q.     Why it was placed in the appendix and

 21       not used as Table 3.1 for the primary efficacy measure?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  No, I do not.

 24       BY MR. BAUM:
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  1               Q.     Was that a judgment call you didn't

  2       make?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  No, that's not a judgment

  5               call I would have made.

  6       BY MR. BAUM:

  7               Q.     Do you know who would have made that

  8       judgment call?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  I do not know.

 11       BY MR. BAUM:

 12               Q.     Would it have been Charlie Flicker?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  It may have been.

 15       BY MR. BAUM:

 16               Q.     Ivan Gergel?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  It may have been.

 19       BY MR. BAUM:

 20               Q.     Lawrence Olanoff?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  It may have been.

 23       BY MR. BAUM:

 24               Q.     Were you involved in any discussions
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  1       with them about whether or not to use 3.1 as the -- the

  2       present 3.1 as the primary efficacy measure versus the

  3       Appendix Table 6?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  I don't recall any

  6               discussions.

  7       BY MR. BAUM:

  8               Q.     Can you think of anyone else that might

  9       have been responsible for making that decision?

 10                      MS. KIEHN:  Objection.

 11                      THE WITNESS:  No.

 12       BY MR. BAUM:

 13               Q.     Those three guys that we just went

 14       through, Charlie Flicker, Ivan Gergel, Lawrence

 15       Olanoff?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  I can't think of anyone

 18               else besides one of those three that would have

 19               made that decision.

 20       BY MR. BAUM:

 21               Q.     It wouldn't have been Solomon?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  I don't know.

 24       BY MR. BAUM:
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  1               Q.     Amy Rubin or Tracey Varner, they

  2       wouldn't have anything to do with that?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  I wouldn't think so, but I

  5               have no direct knowledge of that.

  6       BY MR. BAUM:

  7               Q.     But it wasn't you?

  8                      MS. KIEHN:  Objection.

  9                      THE WITNESS:  It was not me.  I was

 10               responsible for writing the study report given

 11               the data that was generated.

 12       BY MR. BAUM:

 13               Q.     You were responsible for its being

 14       accurate too, correct?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  Yes.

 17       BY MR. BAUM:

 18               Q.     All right.  So let's go to Page 44 of

 19       the study report excerpt we have here, and we have

 20       Section 5.34 blinding.

 21                      Do you see that?

 22               A.     Yes.

 23               Q.     And in that last paragraph it says, "No

 24       double-blind treatment assignment was unblinded by this

�

00101

  1       procedure before database lock."

  2                      Do you see that?

  3               A.     Yes.

  4               Q.     And then it says, because of a drug

  5       packaging error, the citalopram or placebo tablets

  6       initially dispensed to 9 patients at 3 study centers

  7       were distinguishable in color, although otherwise

  8       unblinded -- otherwise blinded (see section 7.0).

  9                      Do you see that?

 10               A.     Yes, yes.

 11               Q.     And "when this error was identified at

 12       the beginning of the study period, all study medication

 13       shipments were replaced in full with tablets of

 14       identical color to remove any potential for

 15       unblinding."

 16                      Did I read that correctly?

 17               A.     Yes.

 18               Q.     So now if we go to Section 7.0 on Page

 19       63, which I think is the next page over on the exhibit.

 20               A.     Yeah.

 21               Q.     It says, "Changes in the Conduct of the

 22       Study and Planned Analyses."

 23                      Do you see that?

 24               A.     Yes.
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  1               Q.     Okay.  So what is -- do you know what

  2       that section is about?

  3               A.     Well, as the title says, it's -- well,

  4       it appears to focus on changes in the planned analysis.

  5               Q.     We mentioned earlier or you mentioned

  6       earlier that sometimes there might be variations in a

  7       protocol.  Is that -- is this where those variations

  8       would be entered?

  9               A.     Right, yes, that would be my

 10       understanding.

 11               Q.     Did you draft this section?

 12               A.     I don't remember.

 13               Q.     Okay.  So the last paragraph it says,

 14       Nine patients (Patients 105, 113, 114, 505, 506, 507,

 15       509, 513, and 514) were mistakenly dispensed 1 week of

 16       medication with potentially unblinding information

 17       (tablets had an incorrect coating).  Therefore, in

 18       addition to the analysis specified in Section 6.4.1 for

 19       the primary efficacy parameter, a post-hoc analysis was

 20       performed on an ITT subpopulation that excluded these 9

 21       patients.

 22                      Do you see that?

 23               A.     Yes.

 24               Q.     That post-hoc analysis was Table 6 in
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  1       the appendix, correct?

  2               A.     Yes, I believe that was the number.

  3               Q.     Was the analysis in Table 6 actually a

  4       post-hoc analysis, or was the analysis in Table 6

  5       actually the first analysis that was done by Forest

  6       statisticians?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  I don't know.

  9       BY MR. BAUM:

 10               Q.     The date on the Table 6 was earlier than

 11       the date on Table 3.1, wasn't it?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  Correct.

 14       BY MR. BAUM:

 15               Q.     Would that suggest that it was not a

 16       post-hoc analysis at all?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  I would have no way of

 19               knowing.  These analyses are run -- can be run

 20               multiple times.

 21       BY MR. BAUM:

 22               Q.     Do you know why Forest conducted the

 23       post-hoc analysis at all?

 24               A.     Because of the potential for unblinding,
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  1       they wanted to evaluate whether inclusion of those

  2       patients had any impact on the overall outcome of the

  3       study.

  4               Q.     And it did, right?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  It appears to have, yes.

  7       BY MR. BAUM:

  8               Q.     Okay.  Do you recall that the study

  9       protocol stated in Paragraph 9.7 on Page 16, "If the

 10       blind is broken for any reason, Forest Laboratories

 11       must be notified immediately.  Any patient for whom the

 12       blind has been broken will immediately be discontinued

 13       from the study and no further efficacy evaluations will

 14       be performed."

 15                      Do you see that?

 16                      MS. KIEHN:  Hold on.

 17       BY MR. BAUM:

 18               Q.     Sorry, seeing that, do you recall that?

 19                      MS. KIEHN:  Where is that?

 20                      MR. BAUM:  That's at Page 16 I think of

 21               Exhibit --

 22                      MS. KIEHN:  We don't have Page 16.

 23                      THE WITNESS:  It's in the protocol.

 24                      MR. ABRAHAM:  Are you referring to a
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  1               previous exhibit?

  2                      MR. BAUM:  Protocol.  It's Page 16.

  3                      MR. ABRAHAM:  328, Page 16.

  4                      MR. BAUM:  Or 328.

  5                      MR. ABRAHAM:  Two page numbers.

  6       BY MR. BAUM:

  7               Q.     It has all sorts of page numbers on

  8       here.  Of Exhibit 3.  Do you have it there?

  9               A.     Yep, I've got, yep.

 10               Q.     So did I read that off correctly?

 11                      MS. KIEHN:  I think you'll need to read

 12               it again.

 13       BY MR. BAUM:

 14               Q.     Okay.  So in the middle, third paragraph

 15       that's bolded, do you see that?

 16               A.     Yes.

 17               Q.     And the last sentence of that starts --

 18       says, "If the blind is broken for any reason, Forest

 19       Laboratories must be notified immediately."

 20                      Do you see that?

 21               A.     Yes.

 22               Q.     And "Any patient for whom the blind has

 23       been broken will immediately be discontinued from the

 24       study and no further efficacy evaluations will be
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  1       performed."

  2                      Do you see that?

  3               A.     Yes.

  4               Q.     That makes sense, right?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes, it makes sense.

  7       BY MR. BAUM:

  8               Q.     It shouldn't include patients that have

  9       potential unblinding problems in efficacy measures,

 10       correct?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  This says unblinded, not

 13               potential unblinded.

 14       BY MR. BAUM:

 15               Q.     Shouldn't include patients who are

 16       unblinded in efficacy measures, right?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  That would be my

 19               understanding, yes.

 20       BY MR. BAUM:

 21               Q.     And if these nine patients were, in

 22       fact, unblinded or the investigators were unblinded,

 23       you should not include those patients in the efficacy

 24       measures, correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  From what I've seen, we

  3               don't know if those patients were unblinded.

  4       BY MR. BAUM:

  5               Q.     So -- okay.  We'll come back to that.

  6                      MR. BAUM:  You want to take a break.

  7                      THE VIDEOGRAPHER:  The time is now

  8               11:42 a.m.  We're off the record.

  9                      (Brief recess.)

 10                      THE VIDEOGRAPHER:  The time is now

 11               11:54 a.m.  We're on the record.

 12       BY MR. BAUM:

 13               Q.     So if these eight patients or nine

 14       patients were unblinded or if the investigators working

 15       with them were unblinded, the efficacy scores for those

 16       individuals should not have been included in the

 17       primary outcome measure, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Yeah, apparently from the

 20               wording in the protocol, if they were indeed

 21               unblinded.

 22       BY MR. BAUM:

 23               Q.     Okay.  So let's go to Page 83.

 24                      MR. ABRAHAM:  Of which document?
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  1                      THE WITNESS:  Which document?  Yes.

  2       BY MR. BAUM:

  3               Q.     All right.  So let's go back to --

  4                      MS. KIEHN:  Exhibit 5.

  5       BY MR. BAUM:

  6               Q.     -- the study report.

  7               A.     Okay.

  8               Q.     And we're in Section "13.0 Discussion

  9       and Overall Conclusions."

 10               A.     Yep, yes.

 11               Q.     And under the subheading "Validity," do

 12       you see that?

 13               A.     Yes.

 14               Q.     "The study was designed to provide a

 15       valid, prospectively randomized, double-blind

 16       comparison of the treatment effects of citalopram and

 17       placebo.  A medication packaging error partially

 18       compromised the study blind for 9 of the 174 patients.

 19       Post-hoc analysis excluding these patients supported

 20       the results from the intent-to-treat analysis.  It is

 21       concluded that the study results are valid and

 22       interpretable."

 23                      Did I read that correctly, more or less?

 24               A.     Yes.
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  1               Q.     Did you write this part of the study

  2       report?

  3               A.     I do not recall.

  4               Q.     Now, it says here "post-hoc analysis

  5       excluding these patients supported the results from the

  6       intent-to-treat analysis."  That's actually untrue,

  7       isn't it?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  I don't feel competent

 10               enough to answer.  That's a statistical

 11               question.

 12       BY MR. BAUM:

 13               Q.     Well, the post-hoc analysis had a

 14       P-value of .052, correct?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  Correct.

 17       BY MR. BAUM:

 18               Q.     And it was not statistically

 19       significant, correct?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  Correct.

 22       BY MR. BAUM:

 23               Q.     So it's being not statistically

 24       significant does not support the results of the intent
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  1       to treat analysis, does it?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  The trend is still in the

  4               same direction.

  5       BY MR. BAUM:

  6               Q.     It exceeds .050, correct?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Yes.

  9       BY MR. BAUM:

 10               Q.     So it's not statistically significant?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  Yes.

 13       BY MR. BAUM:

 14               Q.     It's negative for the primary outcome

 15       measure, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  It would appear to be

 18               negative, yes.

 19       BY MR. BAUM:

 20               Q.     And its being negative for the primary

 21       outcome measure does not support its being positive for

 22       the primary input, correct?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  Yes.
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  1       BY MR. BAUM:

  2               Q.     Do you think that's why the results

  3       reported in Appendix 6 were relegated to the appendix

  4       and were not reported as the primary outcome results?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I don't know.

  7       BY MR. BAUM:

  8               Q.     Do you recall any discussions about

  9       that?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  No.

 12       BY MR. BAUM:

 13               Q.     Again, the people that would have made

 14       those decisions would have been Flicker or Olanoff or

 15       Gergel?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  I don't know.

 18       BY MR. BAUM:

 19               Q.     It would have been their responsibility

 20       to make that type of decision?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes.

 23       BY MR. BAUM:

 24               Q.     But not yours?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  No, not mine.

  3       BY MR. BAUM:

  4               Q.     What was your responsibility with

  5       respect to something like that?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  My role was to generate

  8               the study report based upon the data that was

  9               generated in the study.

 10       BY MR. BAUM:

 11               Q.     Was it part of your job to make sure the

 12       statements in here were true?

 13               A.     Yes.

 14               Q.     Appendix Table 6's results undermine the

 15       assertions that Study 18's outcome was positive for

 16       showing Celexa significantly improved major depression

 17       disorder in children and adolescents, right?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Assuming those patients

 20               were unblinded, yes.

 21       BY MR. BAUM:

 22               Q.     But Table 6's results undermined the

 23       assertion that citalopram outperformed placebo with

 24       respect to major depression disorder among children and
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  1       adolescents, correct?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  It appears to, yes.

  4       BY MR. BAUM:

  5               Q.     Would you agree that if a study was

  6       partially compromised -- it says here a medication

  7       packager partially compromised the study blind.

  8                      Would you agree that that's a

  9       significant problem?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Again, I'm not an expert

 12               from a statistical perspective, if that's how

 13               you're asking the question.

 14       BY MR. BAUM:

 15               Q.     Well, from your perspective as a person

 16       responsible for truthful communications to the FDA

 17       regarding the outcome of a study, do you think that's a

 18       significant statement?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  As long as all of the

 21               information was included in the study report, I

 22               would be comfortable.

 23       BY MR. BAUM:

 24               Q.     Even if it was mischaracterized?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  As I said, the agency, to

  3               be perfectly honest, probably doesn't even read

  4               this.  They start with the data and work their

  5               way forward from there.  At least that's how I

  6               was taught to do my reviews.

  7       BY MR. BAUM:

  8               Q.     So it didn't matter what you said in the

  9       study report?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  In many respects, it

 12               doesn't, it's the truth, if the review was done

 13               appropriately.

 14       BY MR. BAUM:

 15               Q.     Did you review study reports when you

 16       were working at the FDA?

 17               A.     I was on the nonclinical side, so I

 18       reviewed nonclinical study reports, results from animal

 19       studies.

 20               Q.     And those would be written up kind of

 21       like this?

 22               A.     Similar, yes.

 23               Q.     Did you read them?

 24               A.     I would start with the data and the
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  1       tables, the summary tables, come to my conclusion and

  2       then read what the company wrote.

  3               Q.     Did you ever encounter blinding

  4       problems?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Well, we -- it's different

  7               in animal studies.  It's impossible to

  8               unblind -- everyone knows who is getting what.

  9               It's not a blinding.  We don't blind

 10               nonclinical studies.  They're a lot easier to

 11               do, too.

 12       BY MR. BAUM:

 13               Q.     Okay.  Now, it says here that the

 14       conclusion of the study results are valid -- rather is

 15       the -- here it says that the study results are valid

 16       and interpretable.

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     What does that mean?

 20               A.     Basically, it means what it says, that

 21       the results are valid and you're able to draw a

 22       conclusion from the study results.

 23               Q.     That's what interpretable means?

 24               A.     Yes, to me.
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  1               Q.     Do you think that statement was true?

  2               A.     Yes.

  3               Q.     If the -- if internally Forest had

  4       concluded, in fact, that these patients were actually

  5       unblinded, they should have been excluded; is that

  6       correct?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  That would be my

  9               interpretation from the wording in the

 10               protocol.

 11       BY MR. BAUM:

 12               Q.     And if those patients were excluded, the

 13       conclusion regarding the citalopram outperformed

 14       placebo with respect to the primary outcome measure

 15       would have changed, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Yes.

 18       BY MR. BAUM:

 19               Q.     Do you know whether either Table 3.1 or

 20       Table 6 evidenced clinical significance?

 21               A.     No.

 22               Q.     You don't know; is that what you're --

 23               A.     I don't know.

 24               Q.     Do you know whether there was clinical
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  1       significance measure administered with respect to

  2       MD-18?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  I don't know.

  5       BY MR. BAUM:

  6               Q.     Do you know how to do it?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  No, I don't.

  9       BY MR. BAUM:

 10               Q.     Do you recall that a clinical

 11       significance metric was added to the manuscript for

 12       MD-18 that was published in the American Journal of

 13       Psychiatry?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  No, I don't recall.

 16       BY MR. BAUM:

 17               Q.     You don't recall the 2.9 number?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I saw that yesterday.

 20       BY MR. BAUM:

 21               Q.     Did you have anything to do with having

 22       that number added to the manuscript?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  No.
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  1       BY MR. BAUM:

  2               Q.     But you're an author of the manuscript,

  3       correct?

  4               A.     Yes.

  5               Q.     Did you have to approve that being added

  6       to the manuscript?

  7               A.     I don't recall.

  8               Q.     You reviewed it before it got sent in

  9       for publication?

 10               A.     Yes.

 11               Q.     And you reviewed it for accuracy?

 12               A.     Yes.

 13               Q.     Wouldn't you have wanted to know whether

 14       that 2.9 was accurate or not?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  I must admit, I don't

 17               remember the context in which the 2.9 was

 18               discussed.  I know we discussed it yesterday.

 19               It was a statistical measure, I believe, and if

 20               that's the case, I relied on the statistician

 21               to accurately present the data.

 22       BY MR. BAUM:

 23               Q.     So independent of discussions you had

 24       with counsel yesterday, back when the manuscripts were
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  1       being prepared and the manuscripts were being submitted

  2       for publication, do you recall having discussions about

  3       clinical significance?

  4               A.     No.

  5               Q.     Whose job was that?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  I don't know whose job

  8               that was.

  9       BY MR. BAUM:

 10               Q.     It would be important to know whether a

 11       drug actually had a clinical effect, correct?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  I would say so to the

 14               individual patient, yes.

 15       BY MR. BAUM:

 16               Q.     It's not important enough just for it to

 17       slightly outperform placebo on a scale.  It needs to be

 18       something that actually makes a difference, correct?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Yes.

 21       BY MR. BAUM:

 22               Q.     And you want to have something that

 23       makes a difference because there might be side effects

 24       that are negative that you have to weigh as a physician
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  1       whether you're going to prescribe it to someone, right?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  Yes.

  4       BY MR. BAUM:

  5               Q.     And you're aware that there was a

  6       suicidality problem with respect to antidepressants

  7       being administered to children, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes.

 10       BY MR. BAUM:

 11               Q.     You saw the black box warning?

 12                      MR. ABRAHAM:  Objection.

 13       BY MR. BAUM:

 14               Q.     Have you read it?

 15               A.     I don't know if I've ever seen the black

 16       box warning.

 17               Q.     You know that there is a black box

 18       warning regarding suicidality?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I know there is an issue

 21               with suicidality and depression in children.  I

 22               don't know for a fact whether there's a black

 23               box warning in the package insert.

 24       BY MR. BAUM:
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  1               Q.     Okay.  You are aware that there is a

  2       suicidality problem with respect to Celexa from the

  3       94404 study, correct?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  That was -- it was a

  6               different population.

  7       BY MR. BAUM:

  8               Q.     But there was an elevated rate -- an

  9       elevated number of suicidal behavior or suicidality in

 10       the patients exposed to citalopram, correct?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  Yes, that's my

 13               recollection.

 14       BY MR. BAUM:

 15               Q.     So this is all coming back to you had

 16       wanted to make sure that you had a clinical benefit to

 17       outweighing any of these potential risks, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Yes.

 20       BY MR. BAUM:

 21               Q.     Do you know whether or not Celexa had a

 22       small or large or trivial clinical significance?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  I don't know.
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  1       BY MR. BAUM:

  2               Q.     Do you know whether or not someone

  3       observing children who were given citalopram or placebo

  4       would have been able to tell the difference?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I don't know.

  7       BY MR. BAUM:

  8               Q.     Do you know if -- okay.

  9               A.     I'm not a child psychologist or

 10       psychiatrist.

 11               Q.     What is the -- well, do you recall

 12       whether the secondary outcome measures for MD-18

 13       demonstrated statistical significance?

 14               A.     I recall they did not at Week 8.

 15               Q.     What is the purpose of secondary outcome

 16       measures in a clinical trial?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  Again, I'm not -- I'm not

 19               an expert in the design of clinical trials, but

 20               my understanding is it's additional measures

 21               that are looked at to evaluate the overall

 22               efficacy of the compound.

 23       BY MR. BAUM:

 24               Q.     They're kind of like cross-checks

�

00123

  1       against the main result?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  I wouldn't quite put it

  4               that way.

  5       BY MR. BAUM:

  6               Q.     Helpful information, I guess?  How would

  7       you characterize it?

  8               A.     You know, it's, as I said, additional

  9       information that helps you interpret the overall

 10       efficacy of the compound.

 11               Q.     Are they important at all?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  They're certainly less

 14               important than the primary efficacy endpoint.

 15       BY MR. BAUM:

 16               Q.     Would it be important that they were all

 17       negative at Week 8?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  If the primary efficacy is

 20               demonstrated at Week 8, then it's irrelevant is

 21               my understanding.

 22       BY MR. BAUM:

 23               Q.     Okay.  So but the outcome with the eight

 24       patients was negative, correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  The P-value is .052, yes.

  3       BY MR. BAUM:

  4               Q.     And that's more or less consistent with

  5       the secondary outcome measures, right?

  6                      MR. ABRAHAM:  Objection.

  7       BY MR. BAUM:

  8               Q.     They were negative as well?

  9               A.     Yes.

 10               Q.     Do you know what the observed cases

 11       outcome was for the CDRS-R?

 12               A.     No.

 13               Q.     Do you know whether or not it was

 14       negative?

 15               A.     No, I don't know.

 16               Q.     You know that observed cases was also

 17       evaluated for MD-18, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I believe so.

 20       BY MR. BAUM:

 21               Q.     What are observed cases?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  I'm not sure.

 24       BY MR. BAUM:
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  1               Q.     Do you know what LOCF is?

  2               A.     Yes.

  3               Q.     What is LOCF?

  4               A.     Last observation carried forward.

  5               Q.     What does that mean?

  6               A.     So if a patient drops out and you don't

  7       have a measurement at Week 8, you take whatever the

  8       last observation was and apply that to the Week 8

  9       analysis.

 10               Q.     And observed cases is the people who

 11       actually finished the trial; does that ring a bell?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  It may be, yes.

 14       BY MR. BAUM:

 15               Q.     Do you know why studies wouldn't just

 16       use the observed cases if people actually finished?

 17       It's kind of artificial to use the last observations

 18       carried forward, isn't it?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Again, not an expert in

 21               the area, but my understanding is that you want

 22               to -- you don't want to risk excluding

 23               patients -- data from patients who maybe drop

 24               out due to adverse events or for administrative

�

00126

  1               reasons.  Patients have a number of reasons why

  2               they drop out of studies.

  3       BY MR. BAUM:

  4               Q.     If you use an LOCF, that's not actually

  5       what the patients' reports were at -- and results were

  6       at the endpoint for the study, correct?

  7                      MR. ABRAHAM:  Objection.

  8       BY MR. BAUM:

  9               Q.     It's an artificially imposed set of

 10       numbers from Weeks 2 or 3 or 4, right?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I would have to defer to a

 13               statistician.

 14       BY MR. BAUM:

 15               Q.     Well, they are artificially imposed

 16       numbers.  They're not the actual results from the

 17       patient having been administered the rating scales at

 18       Week 8, correct?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Well, it's correct that

 21               the patients were not administered the rating

 22               scales at Week 8.

 23       BY MR. BAUM:

 24               Q.     Used rating scales from earlier weeks,
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  1       right?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  Yes.

  4       BY MR. BAUM:

  5               Q.     Rating scale results, rather?

  6               A.     Yeah.

  7               Q.     Now, with respect to MD-18, secondary

  8       endpoints, you recall that per the protocol, the

  9       secondary endpoints were the CGI improvement score

 10       change from baseline and CGI severity, K-SADS,

 11       depression module, CGI score at Week 8, correct?

 12                      MR. ABRAHAM:  Objection.

 13                      MS. KIEHN:  If he needs to look at a

 14               document to confirm that.

 15                      THE WITNESS:  Yeah, I think --

 16       BY MR. BAUM:

 17               Q.     It's protocol, Page 2.

 18               A.     Yeah, CGI-S, CGI-I, CGAS, Kiddie

 19       schedule and the K-SADS depression module, yes, those

 20       appear to be the secondary endpoints.

 21               Q.     And in Exhibit 5, the study report,

 22       let's turn to Page 101.  And this is a statistical

 23       table reflecting the secondary endpoint of CGI

 24       Improvement after 8 weeks, correct?
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  1               A.     Yes.

  2               Q.     And what was the P-value there?

  3               A.     0.257.

  4               Q.     And that's not statistically

  5       significant, correct?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Correct.

  8       BY MR. BAUM:

  9               Q.     So citalopram failed to outperform

 10       placebo with respect to -- significant -- let me say it

 11       again.

 12                      Citalopram failed to significantly

 13       outperform placebo on the CGI Improvement scale,

 14       correct?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  That would appear to be

 17               the case.

 18       BY MR. BAUM:

 19               Q.     So it was negative for efficacy,

 20       correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes.

 23       BY MR. BAUM:

 24               Q.     Let's go to Page 102, which is, I
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  1       believe, Table 3.3 from the study report, and it's

  2       again secondary efficacy measure, change from baseline

  3       in CGI Severity after 8 weeks.

  4                      Do you see that?

  5               A.     Yes.

  6               Q.     And it has P-value of .266.

  7                      Do you see that?

  8               A.     Yes.

  9               Q.     And that's not statistically

 10       significant, is it?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  No, it is not.

 13       BY MR. BAUM:

 14               Q.     So the secondary endpoint of CGI

 15       Severity was negative for efficacy, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  At Week 8, yes.

 18       BY MR. BAUM:

 19               Q.     At Week 8, correct.

 20                      Let's go to the next table in the

 21       exhibit, and it's Table 3.4 on Page 103.

 22                      Do you see that?

 23               A.     Yes.

 24               Q.     And this is another secondary efficacy
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  1       measure, change from baseline in CGAS after 8 weeks in

  2       the intent-to-treat population - LOCF.

  3                      Do you see that?

  4               A.     Yes.

  5               Q.     And the P-value there is .309.

  6                      Do you see that?

  7               A.     Yes.

  8               Q.     And that wasn't statistically

  9       significant either, right?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  No, it was not.

 12       BY MR. BAUM:

 13               Q.     So the secondary endpoint for CGAS was

 14       negative for efficacy as well, right?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  At Week 8, yes.

 17       BY MR. BAUM:

 18               Q.     At Week 8, right.

 19                      And going to the next one, Table 3.5 on

 20       Page 104, which is another secondary efficacy measure,

 21       change from baseline in K-SADS-P Depression Module

 22       after 8 weeks.

 23                      Do you see that?

 24               A.     Yes.
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  1               Q.     And the P-value there is .105; is that

  2       correct?

  3               A.     Yes.

  4               Q.     And that's greater than .05 as well,

  5       right?

  6               A.     Correct.

  7               Q.     So that's not statistically significant

  8       either, right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  At Week 8.

 11       BY MR. BAUM:

 12               Q.     At Week 8, correct?

 13               A.     Correct.

 14               Q.     So the secondary endpoint of K-SADS

 15       Depression Module was negative for efficacy at Week 8,

 16       correct?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  Yes.

 19       BY MR. BAUM:

 20               Q.     So isn't it true that all of the

 21       prespecified secondary endpoints as listed in MD-18's

 22       protocol were negative for efficacy, right, correct?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  At Week 8.
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  1       BY MR. BAUM:

  2               Q.     At Week 8, correct.

  3                      Let's go to Page 72 of the study report,

  4       under "10.5 Efficacy Conclusions."

  5                      Do you see that?

  6               A.     Yes.

  7               Q.     And it says in the second paragraph,

  8       significant differences (P less than 0.05), indicative

  9       of greater improvement in citalopram patients than

 10       placebo patients, were also observed in the CGI-I

 11       CGI-S, and CGAS.

 12                      Do you see that?

 13               A.     Yes.

 14               Q.     Now, you see above there the first

 15       paragraph it says that the primary efficacy parameter

 16       change from baseline CDRS at Week 8, citalopram

 17       produced significantly greater improvement than

 18       placebo, P value -- P equals 0.038 in the LOCF

 19       analysis.

 20                      Do you see that?

 21               A.     Where are you?

 22               Q.     In the first paragraph under Efficacy

 23       Conclusions, just above the one we were just talking

 24       about?
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  1               A.     Oh, I'm sorry, yes.

  2               Q.     So you see that first sentence that says

  3       that the P value was .038?

  4               A.     Yes.

  5               Q.     And "the citalopram group exhibited

  6       significantly greater improvement than the placebo

  7       group at Week 1 and subsequent clinical visits."

  8                      Do you see that?

  9               A.     Yes.

 10               Q.     Then it shifts down to there were also

 11       significant differences in the -- greater improvement

 12       in the secondary outcome measures, right?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes.

 15       BY MR. BAUM:

 16               Q.     Then it says, statistically significant

 17       effects were not found as consistently across study

 18       time points for the secondary efficacy parameters as

 19       for the primary efficacy parameter, but numerically

 20       greater improvement in citalopram group was observed on

 21       every efficacy parameter at every clinic visit in both

 22       LOCF and OC analysis, correct?

 23               A.     Yes.

 24               Q.     So those two or three sentences there
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  1       suggests that the outcomes for the secondary outcome

  2       measures were positive as opposed to negative, correct?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  Well, we know they were

  5               positive at the earlier time points.

  6       BY MR. BAUM:

  7               Q.     But there's no reference here that it

  8       was negative at the Week 8, which is the endpoint,

  9       correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Correct.

 12       BY MR. BAUM:

 13               Q.     And so this suggests, you know, that

 14       there were positive results, but, in fact, there was

 15       actually a negative result at the endpoint, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Yes, but this should not

 18               be read in isolation, because I know this was

 19               discussed earlier in the study report.

 20       BY MR. BAUM:

 21               Q.     Well, this is the conclusions.

 22       Shouldn't the conclusions say what happened at Week 8?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  It obviously could have
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  1               been worded differently.

  2       BY MR. BAUM:

  3               Q.     As a reviewer for the FDA, did sometimes

  4       you just looked at the conclusions to see what the

  5       outcomes were?

  6               A.     No.

  7               Q.     You wouldn't have done that, okay?

  8               A.     That's not what I would do, no.

  9               Q.     All right.  So, in any case, there's no

 10       reference here in the conclusions to the Week 8

 11       outcomes being negative for the secondary endpoints,

 12       correct?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Correct.

 15       BY MR. BAUM:

 16               Q.     And do you know who drafted this

 17       language?

 18               A.     I do not know.

 19               Q.     Do you know why the Week 8 outcomes were

 20       left out?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  No, I don't know.

 23       BY MR. BAUM:

 24               Q.     They were negative, so they didn't want
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  1       to focus on them; is that right?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  I don't know.

  4       BY MR. BAUM:

  5               Q.     Do you recall a plan that there was

  6       discussed to have the secondary outcome measures for

  7       the earlier weeks emphasized, in the Week 8 outcomes

  8       de-emphasized?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  No, I don't recall.

 11       BY MR. BAUM:

 12               Q.     That would be improper, wouldn't it?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  I don't know.

 15       BY MR. BAUM:

 16               Q.     Do you think it's appropriate to focus

 17       on the positive and deflect attention from the negative

 18       if the negative is the week eight outcome?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  These were secondary

 21               outcomes, so the emphasis on them is less.

 22       BY MR. BAUM:

 23               Q.     So is it appropriate to exclude the

 24       actual Week 8 outcome which was negative and focus on
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  1       the prior week's positive outcomes?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  As I said, it could have

  4               been worded differently.

  5       BY MR. BAUM:

  6               Q.     And by that you mean that it -- how

  7       would you -- do you think it ought to have been worded?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  The Week 8 negative

 10               outcomes on the secondary endpoints should have

 11               been mentioned in the efficacy conclusions.

 12       BY MR. BAUM:

 13               Q.     Okay.  Let's go to Page 69 and it's

 14       under Section 10.1, which is part of the efficacy

 15       evaluations again.  Part way down, like the next to the

 16       last paragraph says "analyses using."

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     It says, analyses using the OC, that

 20       would be observed cases?

 21               A.     Yes.

 22               Q.     Approach likewise demonstrated

 23       significantly greater improvement in the citalopram

 24       group compared to the placebo group, with significant
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  1       citalopram differences (pn0.05) observed at Weeks 1, 4

  2       and 6, (Table 4.1B).

  3                      Do you see that?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Yes.

  6       BY MR. BAUM:

  7               Q.     Did you write that section?

  8               A.     I don't recall.

  9               Q.     You don't recall whether the OC data was

 10       negative or positive?

 11               A.     To be honest, no, I don't.  I did not

 12       recall that.

 13               Q.     Okay.  So let's take a look at Page 110,

 14       Table 4.1B.  It's actually Page 111, the next page down

 15       for the Week 8.  You see the P-value there for Week 8?

 16               A.     Yes.

 17               Q.     And it's .167?

 18               A.     Yes.

 19               Q.     And so that's not statistically

 20       significant, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I would say not.

 23       BY MR. BAUM:

 24               Q.     And so the difference at Week 8 between
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  1       Celexa and placebo for the primary endpoint using

  2       observed cases is not statistically significant,

  3       correct?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  It would appear not to be,

  6               yes.

  7       BY MR. BAUM:

  8               Q.     So referring back to Page 69 of the

  9       study report, if you'd like, you want to take the

 10       stapler out of those.

 11               A.     No, no, I'll get them all mixed up then.

 12       I don't like the double-sided, I know, trying to save

 13       the environment.  Okay.

 14               Q.     So let's go back to Page 69 on the

 15       efficacy evaluation.  So that says, analysis using the

 16       OC approach likewise demonstrated significantly greater

 17       improvement in the citalopram group compared to the

 18       placebo group, and it leaves -- with significant

 19       citalopram differences .05 observed at 1, 4 and 6,

 20       weeks 1, 4 and 6, leaves out Week 8, right?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes.

 23       BY MR. BAUM:

 24               Q.     At Week 8 it was negative, correct?
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  1               A.     I would conclude that from reading this

  2       paragraph, yes.

  3               Q.     And so this phrase here suggesting that

  4       the OC -- the observed cases results were positive is

  5       misleading because it leaves out Week 8, right?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Well, we didn't go over

  8               the data from all of the weeks, but I'm sure if

  9               we did, we would find it was positive at Weeks

 10               1, 4 and 6.

 11       BY MR. BAUM:

 12               Q.     But it suggests that the Week 8 endpoint

 13       for observed cases demonstrated significantly greater

 14       improvement, when it actually didn't, right?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  No, it doesn't suggest

 17               that at all.

 18       BY MR. BAUM:

 19               Q.     Doesn't even mention Week 8, right?

 20               A.     Correct.

 21               Q.     And so focusing on the positive 1, 4 and

 22       6 weeks and not mentioning the negative Week 8 was a

 23       material omission; don't you think?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  In this case, no.  I think

  2               a competent reviewer would read this paragraph

  3               and would say it was positive at Weeks 1, 4 and

  4               6 and, therefore, was not positive at Weeks 2

  5               and 8.

  6       BY MR. BAUM:

  7               Q.     But isn't Week 8 the important week?

  8                      MR. ABRAHAM:  Objection.

  9       BY MR. BAUM:

 10               Q.     It's the endpoint, right?

 11               A.     Yes, it's the endpoint.

 12               Q.     And that's where you determine whether

 13       it's positive or negative for the trial, correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Yes, but this was the

 16               observed cases analysis, not the LOCF.

 17       BY MR. BAUM:

 18               Q.     Yeah, but the Week 8 is the endpoint,

 19       correct?

 20               A.     I have no problem with the way this

 21       paragraph is worded, I'll be perfectly honest.  I've

 22       been honest all along.

 23               Q.     Well, I appreciate that.

 24                      Why do you think that that's correct to
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  1       omit the Week 8 negative results in this section?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  It's implied here.

  4       BY MR. BAUM:

  5               Q.     Okay.

  6               A.     I mean, it's obvious to me.

  7               Q.     Okay.  All right.  So let's go to Page

  8       84.  This is the overall conclusion.

  9                      Do you see that?

 10               A.     Yes.

 11               Q.     The results of this study support the

 12       conclusion that citalopram 2-4 -- oh, that's probably

 13       20 to 40 milligrams a day?

 14               A.     Yeah.

 15               Q.     Is safe and efficacious in the treatment

 16       of major depressive disorder in children and

 17       adolescents.

 18                      Did I read that correctly?

 19               A.     Yes, you did.

 20               Q.     Is that actually true?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Certainly, in the primary

 23               endpoint.

 24       BY MR. BAUM:
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  1               Q.     So that would be a result, correct?

  2               A.     Well, that was the prespecified primary

  3       endpoint, the whatever --

  4               Q.     Including -- if you included the --

  5               A.     The nine patients.

  6               Q.     The nine patients, right?

  7               A.     Correct.

  8               Q.     So that's the only positive endpoint

  9       amongst any of the endpoints measuring efficacy in

 10       MD-18, correct?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  It was the primary

 13               endpoint.

 14       BY MR. BAUM:

 15               Q.     It was the only one?  If you took out

 16       the eight patients, it was negative, correct?

 17               A.     The P-value was greater than .5, yes.

 18                      MR. ABRAHAM:  Objection.

 19       BY MR. BAUM:

 20               Q.     And so that was negative, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes.

 23       BY MR. BAUM:

 24               Q.     And all four of the secondary endpoints
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  1       were negative, correct?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  At Week 8, yes.

  4       BY MR. BAUM:

  5               Q.     At Week 8, right.

  6                      And observed cases was negative at Week

  7       8, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes.

 10       BY MR. BAUM:

 11               Q.     So five, six of the results were

 12       negative, and one was positive, correct?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  At Week 8, yes.

 15       BY MR. BAUM:

 16               Q.     And here it says the results of this

 17       study support the conclusion -- there's only one result

 18       that was positive, and it was the Table 3.1 that

 19       included the eight unblinded patients, correct?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  Well, at Week 8, yes.

 22       BY MR. BAUM:

 23               Q.     So I guess, in other words, whether one

 24       used Table 3.1 with the unblinded patients in or Table
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  1       6 with them out made a difference in the outcome of the

  2       MD-18s being negative or positive, correct?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  It appears to, yes.

  5       BY MR. BAUM:

  6               Q.     And even with those patients included,

  7       all four of the secondary outcome measures were

  8       negative at Week 8, right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes.

 11       BY MR. BAUM:

 12               Q.     And with them included, with those eight

 13       patients included, the observed cases at Week 8 had a

 14       nonsignificant P-value as well, correct, so it was

 15       negative?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Yes.

 18       BY MR. BAUM:

 19               Q.     And Lundbeck's 94404 study was negative

 20       for efficacy as well, right?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes.

 23       BY MR. BAUM:

 24               Q.     So do you think it's accurate to say,
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  1       overall, the results of study MD-18 support the

  2       conclusion that Celexa is efficacious in the treatment

  3       of the major depressive disorder in children and

  4       adolescents?

  5               A.     The study met its primary endpoint.

  6               Q.     Overall?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  There was positive effects

  9               at earlier weeks on multiple secondary

 10               endpoints, the observed cases were positive at

 11               earlier weeks.

 12       BY MR. BAUM:

 13               Q.     Multiple endpoints?  There was only one

 14       endpoint that was positive, right?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  I'm sorry.  Let me

 17               rephrase.

 18                      On the secondary outcome measures.

 19       BY MR. BAUM:

 20               Q.     At Weeks 1, 4, 6?

 21               A.     Yes, yeah.

 22               Q.     And Weeks 1, 4, 6 are not the endpoint,

 23       correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Those are secondary

  2               endpoints, those are secondary measures.

  3       BY MR. BAUM:

  4               Q.     They're secondary measures, but they're

  5       not endpoints, are they?

  6                      MR. ABRAHAM:  Objection.

  7       BY MR. BAUM:

  8               Q.     The endpoint was Week 8?

  9               A.     Yes.

 10               Q.     And determining whether or not a trial

 11       is positive or negative occurs at the endpoint,

 12       correct?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes, that's my

 15               understanding.

 16       BY MR. BAUM:

 17               Q.     And there was only one measure that was

 18       positive at Week 8, and the rest were all negative,

 19       correct?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  Yes, the primary outcome

 22               measure was positive at Week 8.

 23       BY MR. BAUM:

 24               Q.     So is it accurate to say, overall, the
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  1       results were positive when, you know, most of them were

  2       negative?

  3                      MR. ABRAHAM:  Objection, asked and

  4               answered.

  5                      THE WITNESS:  Do I have to answer?

  6                      MR. ABRAHAM:  You can answer.

  7                      THE WITNESS:  Can you repeat it?

  8       BY MR. BAUM:

  9               Q.     Is it accurate to say that, overall, the

 10       results were positive, when most of them were actually

 11       negative?

 12                      MR. ABRAHAM:  Objection, asked and

 13               answered.

 14                      THE WITNESS:  Across all of the time

 15               points, there was multiple positive indications

 16               of efficacy with the compound.

 17       BY MR. BAUM:

 18               Q.     But not overall, what's overall mean?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Multiple measures were

 21               taken at multiple time points.  The secondary

 22               measures were positive at Weeks 1, 2, 4 and 6.

 23       BY MR. BAUM:

 24               Q.     Would you -- if you were responsible for
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  1       drafting this all by yourself, would you change the way

  2       that was worded?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  Potentially, yes.

  5                      MR. BAUM:  Okay.  So let's move on to

  6               the next exhibit.

  7                      (Document marked for identification as

  8               Heydorn Deposition Exhibit No. 6.)

  9       BY MR. BAUM:

 10               Q.     Six, and this is MDL-FORP0175697, an

 11       e-mail from Paul Tiseo to Joan Barton dated March 2nd,

 12       2000, Re: CIT-18, and this is what we were discussing

 13       earlier today.

 14                      You've seen this before, correct?

 15               A.     I saw it yesterday for the first time.

 16               Q.     Oh, you had never seen it before?

 17               A.     No.

 18               Q.     Do you see in the CC line the name

 19       Tracey Varner?

 20               A.     Yes.

 21               Q.     Do you recall her position at Forest?

 22               A.     I believe she was in regulatory affairs.

 23               Q.     What does that mean?

 24               A.     Regulatory affairs is the group that's
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  1       responsible for interactions with the regulatory

  2       authorities.

  3               Q.     They're responsible for making sure that

  4       there's accurate and truthful communications between

  5       the company and the FDA?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Yes, I would say so.

  8       BY MR. BAUM:

  9               Q.     So this -- did you see e-mails and

 10       correspondence like this while you were working at

 11       Forest regarding like interactions between staff

 12       regarding correspondence to investigators in the

 13       conduct of trials?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  I'm sure I saw some, but

 16               it was not the primary focus of my job so --

 17               but I'm sure I saw some.

 18       BY MR. BAUM:

 19               Q.     So you never saw this in your

 20       preparation of the study report?

 21               A.     I don't recall seeing this, no.

 22               Q.     Okay.  So the e-mail says, "Dear all,

 23       for your information, a copy of the fax that went out

 24       to all CIT-MD-18 Pediatric Investigational sites this
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  1       morning is attached.  All sites have also been

  2       contacted by telephone and given verbal instructions on

  3       how to proceed with both drug shipment, as well as

  4       their patients who have been screened and/or

  5       randomized.

  6                      I would also like to that everyone

  7       involved in this process for their input and their

  8       assistance in rectifying this situation in such a

  9       timely manner."

 10                      Did I read that right?

 11               A.     Yes.

 12               Q.     So this is March 2nd, 2000, right?

 13               A.     Yes.

 14               Q.     And that's before the trial concluded,

 15       correct?

 16               A.     I believe so.

 17               Q.     Do you want to look at the study report?

 18       Look at the start dates.

 19               A.     Okay, started January 31st and completed

 20       April 10th, this is March 2000, yes, so it's --

 21               Q.     So it's a couple months into the

 22       initiation date, following the initiation?

 23               A.     Just over a month, yeah.

 24               Q.     So let's -- Dr. Tiseo says, this went
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  1       out to all the CIT-MD-18 investigational sites,

  2       correct?

  3               A.     Yes.

  4               Q.     Do you know who would have received the

  5       fax at the sites?

  6               A.     I have no idea.

  7               Q.     Okay.  So let's go to the next page,

  8       which says transmission -- a fax transmission cover

  9       sheet.

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     And it's dated March 2nd, 2000?

 13               A.     Yes.

 14               Q.     And it says "Urgent Message," do you see

 15       that, and it's in bold, large with asterisks around it?

 16               A.     Yes.

 17               Q.     So that was an important message,

 18       correct?

 19               A.     I would say so.

 20               Q.     It says, "It has come to our attention

 21       that an error was made during the packaging of the

 22       clinical supplies for the above-noted study," which is

 23       CIT-MD-18, right?

 24               A.     Yes.
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  1               Q.     A number of bottles of active medication

  2       were mistakenly packed with the pink-colored commercial

  3       Celexa tablets instead of the standard white citalopram

  4       tablets used for blinded clinical trials -- clinical

  5       studies.

  6                      Do you see that?

  7               A.     Yes.

  8               Q.     So that's saying they were actually

  9       given the active medication, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I don't know.

 12       BY MR. BAUM:

 13               Q.     It says, a number of bottles of active

 14       medication were mistakenly packed with the pink-colored

 15       commercial Celexa tablets, correct?

 16               A.     Yes, it does say that.

 17               Q.     So the pink tablets weren't placebo,

 18       they were active medication?

 19                      MR. ABRAHAM:  Objection.

 20       BY MR. BAUM:

 21               Q.     They were Celexa?

 22               A.     I don't know.  I guess that's one

 23       interpretation of this, yes.

 24               Q.     Was there any other interpretation you

�

00154

  1       can make from the language a number of bottles of

  2       active medication were mistakenly packed with the

  3       pink-colored commercial Celexa tablets?

  4                      MR. ABRAHAM:  Objection.

  5       BY MR. BAUM:

  6               Q.     Pink-colored Celexa -- pink-colored

  7       commercial Celexa tablets active medication means they

  8       were given Celexa, right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  It appears from this, yes.

 11       BY MR. BAUM:

 12               Q.     So it goes on and says, "as a result,

 13       dispensing these tablets would automatically unblind

 14       the study."

 15                      Do you see that?

 16               A.     Yes.

 17               Q.     So that says it was dispensing those

 18       tablets would automatically unblind the study?

 19               A.     Yes, it says that.

 20               Q.     That's pretty clear, isn't it?  Didn't

 21       say potentially unblind, does it?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  It says would

 24               automatically unblind the study.
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  1       BY MR. BAUM:

  2               Q.     So with respect to the nine patients who

  3       received the pink tablets, the study was unblinded with

  4       respect to them automatically, correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Can we talk?

  7       BY MR. BAUM:

  8               Q.     No, you can't.

  9               A.     Okay.  Can you repeat the question.

 10                      MR. BAUM:  Can you read it back.

 11                      (The court reporter read back the record

 12               as requested.)

 13                      THE WITNESS:  This is inconsistent with

 14               what is in the data tables.

 15       BY MR. BAUM:

 16               Q.     Okay.  So that's -- I like your saying

 17       that, I think that's true, that's not exactly an answer

 18       to my question.

 19                      Can you answer my question?

 20                      THE WITNESS:  Can you repeat the

 21               question one more time.

 22                      (The court reporter read back the record

 23               as requested.)

 24                      THE WITNESS:  I guess yes.
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  1       BY MR. BAUM:

  2               Q.     So then it says, "This medication needs

  3       to be replaced with the appropriate white tablets

  4       immediately to maintain the study blind."

  5                      Did I read that correctly?

  6               A.     Yes.

  7               Q.     Do you agree with this memo's statement

  8       that it was important to replace these tablets

  9       immediately?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I don't know.

 12       BY MR. BAUM:

 13               Q.     Now, at this point the investigators

 14       have been advised that the tablets that were pink that

 15       they received were active medication, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Yes.

 18       BY MR. BAUM:

 19               Q.     So they would know which patients were

 20       actually assigned active medication, wouldn't they?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  If they were unblinded,

 23               yes.

 24       BY MR. BAUM:
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  1               Q.     Well, if they received the pink tablets

  2       and they're being told just now that they were active

  3       medication, those patients were being given active

  4       medication, correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes, I would assume so,

  7               yeah.

  8       BY MR. BAUM:

  9               Q.     And the investigators would know that?

 10                      MR. ABRAHAM:  Objection.

 11       BY MR. BAUM:

 12               Q.     They would know which patients received

 13       them, right?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  I would have no direct

 16               knowledge, but I would assume so.

 17       BY MR. BAUM:

 18               Q.     So they were unblinded as well, correct?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  With respect to those

 21               patients, I would assume so.

 22       BY MR. BAUM:

 23               Q.     So those patients should have been

 24       counted in the efficacy measures, should they?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  I defer to the

  3               statistician on that.

  4       BY MR. BAUM:

  5               Q.     What do you think?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  You can make arguments

  8               either way on this one.  As I said, this

  9               appears to be inconsistent with the data tables

 10               that suggest there were pink placebo tablets

 11               that were also out there.

 12       BY MR. BAUM:

 13               Q.     So you think there might have been pink

 14       placebo tablets?

 15               A.     Based on the data tables you showed me,

 16       there were four patients in each of the active and

 17       placebo group that were excluded in the reanalysis.

 18               Q.     So here it says that they received

 19       active medication packed with pink-colored commercial

 20       Celexa tablets instead of the standard white citalopram

 21       tablets?

 22               A.     Yes.

 23               Q.     Do you think they made pink placebo

 24       tablets?

�

00159

  1               A.     I don't know.

  2               Q.     It doesn't say that here, does it?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  No, it doesn't say that

  5               here.

  6       BY MR. BAUM:

  7               Q.     Okay.  Do you know who Paul Tiseo was,

  8       right?

  9               A.     Yes.

 10               Q.     Do you think he would have known more

 11       about this than you?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  Yes, far more.

 14       BY MR. BAUM:

 15               Q.     And he's saying right here that they

 16       were conveyed active medication, pink-colored

 17       commercial Celexa tablets, instead of the standard

 18       white citalopram tablets used for blinded clinical

 19       trials, that says that there was active medication,

 20       commercial Celexa administered, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  That's what it says, yes.

 23       BY MR. BAUM:

 24               Q.     So if it turned out that some of these
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  1       patients were randomized to placebo, they would have

  2       been placebo patients given active medication, right?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  I have no way of knowing

  5               that.

  6       BY MR. BAUM:

  7               Q.     It kind of messes up with the protocol

  8       of the trials, so it's better just not to count them,

  9       right?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I would defer to a

 12               statistician on that.

 13       BY MR. BAUM:

 14               Q.     Well, what do you think?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  There are concerns about

 17               these nine patients, yes.

 18       BY MR. BAUM:

 19               Q.     And they shouldn't have been counted,

 20       correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I think you can make

 23               arguments both ways.

 24       BY MR. BAUM:
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  1               Q.     What do you think?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  The analysis was done both

  4               with and without those patients.

  5       BY MR. BAUM:

  6               Q.     Okay.  And the one without those

  7       patients -- well, let's go to the next paragraph down.

  8                      "For those sites that have already

  9       randomized patients, please be advised that this error

 10       in packaging does not affect the safety of your

 11       patients in any way."

 12                      Do you see that?

 13               A.     Yes.

 14               Q.     And then "The medication used in both

 15       the white and the pink tablets is exactly the same.

 16       Only the color of the tablets is different," correct?

 17               A.     Correct.

 18               Q.     So it's essentially advising them that

 19       even though they were pink tablets, it was safe because

 20       they were the same old Celexa that's used on -- only

 21       the color of the tablets is different, correct?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  The first concern with any

 24               medication error during a clinical trial is
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  1               patient safety.

  2       BY MR. BAUM:

  3               Q.     And so they were saying, you know, they

  4       weren't given a poison, they were given Celexa, so

  5       don't worry about it; is that essentially what it's

  6       saying?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Yeah, essentially what

  9               it's saying is they were given an FDA approved

 10               medication.

 11       BY MR. BAUM:

 12               Q.     Okay.  Now, there was -- appears that

 13       there were bottles of pink tablets that had been

 14       assigned to patients who had not actually started

 15       taking them yet, and they want those bottles sent back,

 16       correct?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  I don't know from this

 19               memo, I can't tell.

 20       BY MR. BAUM:

 21               Q.     Well, they sent this to a whole bunch of

 22       sites to every single investigator, and it wasn't just

 23       the three that had the nine unblinded patients,

 24       correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  When there's a concern

  3               about a medication error in a clinical study,

  4               all of the medication is routinely replaced.

  5       BY MR. BAUM:

  6               Q.     Okay.  Do you know how many bottles of

  7       active medication were actually sent out to the

  8       investigator sites?

  9               A.     No.

 10               Q.     Do you know how many came back?

 11               A.     No.

 12               Q.     Do you know who would know?

 13                      MR. ABRAHAM:  Objection.

 14                      You can answer.

 15                      THE WITNESS:  There should be a clinical

 16               supply group at Forest that would track this

 17               information.

 18       BY MR. BAUM:

 19               Q.     Do you know who was in the clinical

 20       supply -- what did you call it again?

 21               A.     Well, companies call it different

 22       things.  In our company it's called the clinical supply

 23       unit.

 24               Q.     Did you interact with anybody in the
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  1       clinical supply unit at Forest?

  2               A.     No.

  3               Q.     Do you know if Dr. Flicker or Tiseo did?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  I do not know.

  6       BY MR. BAUM:

  7               Q.     When the investigators sent back the

  8       bottles of pink pills, weren't they aware at that point

  9       that specific patients of theirs received active

 10       medication, Celexa?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I don't know what the

 13               investigators knew.

 14       BY MR. BAUM:

 15               Q.     Well, they would know they had bottles

 16       assigned to patients, correct?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  They had bottles assigned

 19               to patients -- I'm not sure I follow.

 20       BY MR. BAUM:

 21               Q.     They had bottles of tablets that had

 22       been assigned to their particular patients and then

 23       they had to return some that were pink, correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Well, as patients come

  2               into a trial, they get assigned to a

  3               specific -- they get a patient number and they

  4               get assigned to a specific treatment group, so

  5               the ones that had the nine patients had already

  6               been assigned to a treatment group.

  7       BY MR. BAUM:

  8               Q.     Well, with respect to those nine

  9       patients, the investigators returning those pink pills

 10       that weren't used with them would have known then that

 11       their patients were receiving pink pills, correct?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  I don't know what the

 14               investigators knew.

 15       BY MR. BAUM:

 16               Q.     Well, they knew what was in this memo,

 17       correct, because they were all sent it, right?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I don't know who read this

 20               memo at the sites.

 21       BY MR. BAUM:

 22               Q.     It says, this fax went out to all

 23       CIT-MD-18 Pediatric Investigational sites.

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     So you know it went out to those

  3       investigational sites, correct?

  4               A.     It went out --

  5                      MR. ABRAHAM:  Objection.

  6       BY MR. BAUM:

  7               Q.     You just don't know who read it?

  8               A.     Based on this e-mail, it says it went

  9       out to the investigational sites.  I have no idea who

 10       at the site read the memo.

 11               Q.     So if the investigators who were

 12       administering the pills and the CDRS rating scale with

 13       these patients, if they had seen the pink tablets, they

 14       would have been exposed to knowing that those patients

 15       were receiving Celexa while they were conducting the

 16       investigation, correct?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  There's a number of

 19               assumptions built into that question.

 20       BY MR. BAUM:

 21               Q.     Okay.  But answer it anyway.

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  If the investigators knew

 24               about the pink tablets, which is not a given,
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  1               the investigators are oftentimes removed from

  2               the actual day-to-day administration of the

  3               trial.  Study coordinators are the ones that

  4               interact with the patients.  The pharmacy is

  5               the group, of course, that handles the

  6               medication.

  7                      So I have no idea of whether the

  8               investigators even knew this was an issue.

  9               This could have been handled -- I'm speculating

 10               now, but this is real clinical research, these

 11               investigators oftentimes rely on their study

 12               coordinators and nurses to handle the

 13               day-to-day operations of the clinical trial.

 14                      So I do not know what the investigators

 15               knew.  They may not have even seen this fax.

 16       BY MR. BAUM:

 17               Q.     Who would have seen it?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I don't know.

 20                      MS. KIEHN:  Michael, it's almost 1:00,

 21               whenever you think it's appropriate to break

 22               for lunch.

 23                      MR. BAUM:  It's 1:00 already?

 24                      MS. KIEHN:  Almost.
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  1                      MR. BAUM:  Time flies when you're having

  2               fun.

  3                      I've probably got another 20 questions

  4               or so related to this document before we move

  5               on to the next one.

  6                      MS. KIEHN:  Is that okay, Mr. Heydorn?

  7                      THE WITNESS:  Yes, that's okay, yeah.

  8                      MR. BAUM:  If you want to go through and

  9               finish off like my addressing this particular

 10               document, then go do lunch, does that sound

 11               good?

 12                      THE WITNESS:  Yep, that would be fine,

 13               yeah.

 14                      THE VIDEOGRAPHER:  I've only got about

 15               15 minutes left on this disk.

 16                      MR. BAUM:  That's probably about --

 17               sounds about right.

 18       BY MR. BAUM:

 19               Q.     When we looked at that Table Appendix 6

 20       and you saw there were 166 patients?

 21               A.     Correct.

 22               Q.     85 and 81, do you remember that?

 23               A.     Yep.

 24               Q.     So that was enough patients to power the
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  1       study without the unblinded patients having been

  2       included, correct?

  3                      MR. ABRAHAM:  Objection, asked and

  4               answered.

  5                      THE WITNESS:  Yes.

  6       BY MR. BAUM:

  7               Q.     And based on the date of this memo,

  8       March 2nd, 2000, is it fair to assume that the

  9       dispensing error was discovered by Forest near

 10       March 2nd, 2000?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I don't have any firsthand

 13               knowledge of that, but that would be a

 14               reasonable assumption.

 15       BY MR. BAUM:

 16               Q.     Forest wouldn't have delayed notifying

 17       the investigators of the dispensing error?

 18               A.     No.

 19                      MR. ABRAHAM:  Objection.

 20       BY MR. BAUM:

 21               Q.     And you don't know how Forest found out

 22       about the dispensing error?

 23               A.     No, I do not.

 24               Q.     I suppose it was investigators told
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  1       Forest about some pink tablets that were being

  2       administered?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  I don't know.

  5       BY MR. BAUM:

  6               Q.     If you look back at the study report at

  7       Page 63, that's the Section "7.0 Changes in the Conduct

  8       of the Study and Plan Analysis."

  9                      Do you see that?

 10               A.     Yes.

 11               Q.     We went over that a little earlier.  It

 12       says -- it lists patients 105, 113, 114, 505, 506, 507,

 13       509, 513 and 514 as the patients who were mistakenly

 14       dispensed one week of medication with potentially

 15       unblinding information.

 16                      Is that what it says?

 17               A.     Yes.

 18               Q.     Is it your understanding that these

 19       patients only received one week of medication with

 20       potentially unblinding information?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  That's what it says here,

 23               yes.

 24       BY MR. BAUM:
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  1               Q.     If it were more than one week, that

  2       would be inaccurate, correct?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  Yeah, it would be

  5               inaccurate, yeah.

  6       BY MR. BAUM:

  7               Q.     So if some of these patients received

  8       two or three or four weeks of medication by March 2nd,

  9       this paragraph would be inaccurate, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Yeah, I guess so.

 12       BY MR. BAUM:

 13               Q.     In the study report section, let's turn

 14       to Page 1214, this is a listing, it's towards the back

 15       here.

 16               A.     What page is this?

 17               Q.     It says -- wait a second.  Oh, crud,

 18       copied off the wrong page.  It's Page 1215.

 19               A.     Do I have this?

 20                      MR. ABRAHAM:  Yeah, it should be --

 21                      THE WITNESS:  1215, okay, yeah.

 22       BY MR. BAUM:

 23               Q.     So this says "Listing 8 Efficacy

 24       Parameters."
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  1                      Do you see that?

  2               A.     Yes.

  3               Q.     And patient 105 was one of the patients

  4       who was subject to the dispensing error.

  5                      Do you see that?

  6               A.     Yes, that sounds familiar.

  7               Q.     And there's 105 is listed here, he was

  8       at Center 2, he was on citalopram, and he was in the

  9       children age group.

 10                      You see that?

 11               A.     Correct.

 12               Q.     And his date of assessment -- so stop

 13       dealing with 105 for a second, let's move to next

 14       patient down, 113.

 15               A.     Okay.

 16               Q.     113 was one of the patients that were

 17       dispensed the pink tablets, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I assume so.  I don't

 20               remember specifically.

 21       BY MR. BAUM:

 22               Q.     If you look at Table 6, it lists them

 23       out.

 24               A.     I know there is a list in section --
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  1                      MS. KIEHN:  Page 63.

  2                      THE WITNESS:  Page 63.  Okay, yes, 113

  3               was one of the patients.

  4       BY MR. BAUM:

  5               Q.     Okay.  And this patient's Week 2 visit

  6       was February 23rd, 2000.

  7                      Do you see that?

  8               A.     Yes.

  9               Q.     And his Week 4 visit was March 9.

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     So this patient was nearly four weeks

 13       into the study when Dr. Tiseo's memo was sent out,

 14       right?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  It would appear to be,

 17               yes.

 18       BY MR. BAUM:

 19               Q.     So patient 13 was not dispensed just one

 20       week of medication, they had about four weeks, nearly

 21       four weeks at that point, correct?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  Yes, it would appear to be

 24               that way.
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  1       BY MR. BAUM:

  2               Q.     Let's go to the Page 1237 of the study

  3       report, which is the next one over.

  4               A.     Okay.

  5               Q.     If you look at patient 513.

  6               A.     Okay.

  7               Q.     That's one of the patients that's listed

  8       as having been administered the pink tablets.

  9               A.     Okay.

 10                      MR. ABRAHAM:  Objection.

 11       BY MR. BAUM:

 12               Q.     This is a patient that was in the

 13       citalopram group, and do you see the patient was

 14       randomized on February 9th; that's baseline.

 15                      Do you see that?

 16               A.     Yes.

 17               Q.     And his Week 1 visit was February 16.

 18                      Do you see that?

 19               A.     Yes.

 20               Q.     And the Week 2 visit was February 23rd.

 21                      Do you see that?

 22               A.     Yes.

 23               Q.     And the Week 4 visit was March 9.

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     So like patient 113, patient 513 was

  3       nearly four weeks into the study when Dr. Tiseo sent

  4       the March 2nd memo out, correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  That appears to be the

  7               case, yes.

  8       BY MR. BAUM:

  9               Q.     So patient 513 was dispensed more than

 10       one week of medication at the point that the unblinding

 11       was discovered, correct?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  Appears to be, yes.

 14       BY MR. BAUM:

 15               Q.     So yet the study report says at Page 44,

 16       Section 5.3.4, "When this error was identified at the

 17       beginning of the study period, all study medication

 18       shipments were replaced in full with tablets of

 19       identical color to remove any potential for

 20       unblinding."

 21                      Do you see that?

 22               A.     Where are you now?

 23               Q.     Page 44.

 24               A.     44 of the study report.
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  1               Q.     Section 5.3.4.

  2               A.     Okay.

  3               Q.     It says, when this error was identified

  4       at the beginning of the study period, all medication

  5       shipments were replaced in full with tablets of

  6       identical color to remove any potential for unblinding,

  7       correct?

  8               A.     Yes, I see that.

  9               Q.     And that earlier statement that I read

 10       to you said that it was in first week, correct?

 11                      MS. KIEHN:  Objection.

 12                      MR. ABRAHAM:  Objection.

 13       BY MR. BAUM:

 14               Q.     It's Section 7.0, Page 63.

 15               A.     It does say one week of medication, yes.

 16               Q.     So that's not actually true, right, with

 17       respect to patients 113 and 513, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  It would appear not to be

 20               true, yes.

 21                      MR. BAUM:  We can take a break now.

 22                      THE VIDEOGRAPHER:  The time is now

 23               approximately 1:05 p.m.  This is the end of

 24               Disk 2.  We're off the record.
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  1                      (Luncheon recess.)

  2                      THE VIDEOGRAPHER:  The time is now

  3               approximately 2:19 p.m.  This is the beginning

  4               of Disk Number 3.  We're on the record.

  5                      (Document marked for identification as

  6               Heydorn Deposition Exhibit No. 7.)

  7       BY MR. BAUM:

  8               Q.     So we're going to move on to the next

  9       exhibit, which is Exhibit 7, MDL-FORP0020561, and this

 10       is a letter from Forest employee Tracey Varner to

 11       Russell Katz of the FDA dated March 20th, 2000, and

 12       it's Re: IND 22,368, Serial No. 217, General

 13       Correspondence.

 14                      Have you seen this letter before?

 15               A.     I saw it yesterday for the first time.

 16               Q.     Okay.  And you see it's on Forest

 17       letterhead?

 18               A.     Yes.

 19               Q.     And it's to Russell Katz.

 20                      Do you know who Russell Katz is?

 21               A.     Yes.

 22               Q.     Who is he?

 23               A.     Well, he's the director of division of

 24       neuropharmacological drug products, and I worked with
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  1       him when I was at the FDA.

  2               Q.     And we saw in the previous Exhibit

  3       Number 6, which I want you to keep handy, by the way.

  4               A.     Which one is 6?

  5               Q.     It's the -- yeah, that March 2nd one.

  6               A.     Right, the Tiseo fax, okay.

  7               Q.     Yeah, the Tiseo, yeah.  That Ms. Varner

  8       was on the e-mail correspondence about the unblinding

  9       problem dated March 2nd, you see that?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Yeah.

 12       BY MR. BAUM:

 13               Q.     So and do you agree that Ms. Varner was

 14       in the regulatory affairs department for Forest?

 15               A.     Yes.

 16               Q.     And a letter like this going to the FDA

 17       to someone like Russell Katz from Forest would be

 18       written with the knowledge of other Forest management,

 19       right?

 20               A.     Yes.

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Sorry.  Yes.  That would

 23               be my assumption.

 24       BY MR. BAUM:
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  1               Q.     She wouldn't do it on her own?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  No, I can't imagine that

  4               to be the case.

  5       BY MR. BAUM:

  6               Q.     This is an important communication,

  7       right?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes, any communication

 10               with the FDA is an important communication.

 11       BY MR. BAUM:

 12               Q.     And needs to be truthful?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes.

 15       BY MR. BAUM:

 16               Q.     Need to be forthright?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  Yes.

 19       BY MR. BAUM:

 20               Q.     Up front?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes.

 23       BY MR. BAUM:

 24               Q.     So this says, Dear Dr. Katz, we are
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  1       taking this opportunity to notify the division of

  2       clinical -- of a clinical supply packaging error for

  3       study -- let me start over again, sorry.

  4                      Dear Dr. Katz, we are taking this

  5       opportunity to notify the division of a clinical supply

  6       packaging error for study CIT-MD-18 (site #2 -

  7       Dr. Busner and site #16 - Dr. Wagner).  Due to this

  8       error, medication was dispensed to eight randomized

  9       patients in a fashion that had the potential to cause

 10       patient bias.

 11                      Do you see that?

 12               A.     Yes.

 13               Q.     Did I read that correctly?

 14               A.     Yes.

 15               Q.     In the next one says -- couple

 16       paragraphs down, the third paragraph from the end

 17       starting with "for reporting."

 18                      Do you see that?

 19               A.     Yes.

 20               Q.     It says, "For reporting purposes, the

 21       primary efficacy analysis will exclude the eight

 22       potentially unblinded patients, with a secondary

 23       analysis including them also to be conducted."

 24                      Did I read that correctly?
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  1               A.     Yes, you did.

  2               Q.     So according to Ms. Varner, the primary

  3       analysis is the one excluding the potentially unblinded

  4       patients, and the one including them is the secondary

  5       analysis, right?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Yes.

  8       BY MR. BAUM:

  9               Q.     And that's the scientifically correct

 10       thing to do, right?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I would say the

 13               appropriate thing to do would be to do both

 14               analyses, which is what was apparently planned

 15               here.

 16       BY MR. BAUM:

 17               Q.     Which one should have been primary?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Well, she's committing to

 20               the primary being done without the -- excluding

 21               the potentially unblinded patients.

 22       BY MR. BAUM:

 23               Q.     That's what she and Forest told the FDA

 24       they were going to do, right?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  Yes.

  3       BY MR. BAUM:

  4               Q.     And this is before they had actually the

  5       trial results, correct; this is before the clinical

  6       trial was concluded?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Yes.

  9       BY MR. BAUM:

 10               Q.     And it was consistent with the MD-18

 11       protocols on blinding procedure too, to not include

 12       them in any efficacy analysis, right?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes, if indeed they were

 15               unblind.

 16       BY MR. BAUM:

 17               Q.     But Forest didn't actually do what

 18       Ms. Varner reported to the FDA here, right?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Well, they did an analysis

 21               including and excluding the patients.

 22       BY MR. BAUM:

 23               Q.     Which one was primary?

 24               A.     In the report it was one including
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  1       blinded -- potentially unblinded patients.

  2               Q.     So in the report to the FDA, they did

  3       not do what they said they were going to do in this

  4       letter here, did they?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes.

  7       BY MR. BAUM:

  8               Q.     So just to be clear, the analysis

  9       excluding the potentially unblinded patients

 10       reported -- was reported in the study report as the

 11       primary, right?

 12               A.     Yes.

 13               Q.     And -- no, that's not right.

 14                      The study including the potentially

 15       unblinded patients was reported as primary, which is

 16       the opposite of what this letter said it would do?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  Yes.

 19       BY MR. BAUM:

 20               Q.     Okay.  Was the analysis excluding the

 21       potentially unblinded patients reported as the primary

 22       analysis as conveyed in this letter what was conveyed

 23       to the general medical community in posters presented

 24       at medical conferences?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  All of the patients were

  3               included in the posters presented at medical

  4               conferences.

  5       BY MR. BAUM:

  6               Q.     So that again was the opposite of what

  7       was done pursuant to what this letter said, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes.

 10       BY MR. BAUM:

 11               Q.     And was the analysis excluding the

 12       potentially unblinded patients reported as the primary

 13       analysis as conveyed to the general medical community

 14       in articles published in medical journals like the HAP?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  Can you rephrase the

 17               question.

 18       BY MR. BAUM:

 19               Q.     Was the analysis that was presented in

 20       the manuscript publication in the American Journal of

 21       Psychiatry based on the table that had the patients

 22       included or the patients excluded?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  The table with the
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  1               patients included.

  2       BY MR. BAUM:

  3               Q.     That's the opposite of what this letter

  4       said they were going to do to with the FDA from March

  5       2nd, 2000, correct?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  So reporting purposes

  8               here, I would assume relates to reporting to

  9               the FDA.

 10       BY MR. BAUM:

 11               Q.     Okay.  So here they said the primary

 12       efficacy analysis was going to be the analysis without

 13       the patients with the dispensing error, correct?

 14               A.     Correct.

 15               Q.     And that primary analysis with the

 16       patients excluded was not what was conveyed in the

 17       manuscript that was published in the American Journal

 18       of Psychiatry, correct?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  Correct.

 21       BY MR. BAUM:

 22               Q.     And any CME presentations that the

 23       Dr. Wagner did, correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  I don't have any knowledge

  2               of what was presented in CME procedures --

  3               or -- well, CME?  Continuing medical education?

  4       BY MR. BAUM:

  5               Q.     Yeah, continuing medical education.

  6       Didn't you help prepare some slides with Natasha

  7       Mitchner that were used in CME?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  I prepared slides, but my

 10               recollection is that was for an internal

 11               advisory board meeting.  I don't recall if they

 12               were used in CME presentations what I'm talking

 13               about.

 14       BY MR. BAUM:

 15               Q.     Well, let's just refer to those slides

 16       that you do recall?

 17               A.     Yeah.

 18               Q.     In those slides, the primary efficacy

 19       presentation that you used was based on the table that

 20       had the patients with the dispensing error included,

 21       correct?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  Yes, that's my

 24               recollection.

�

00187

  1       BY MR. BAUM:

  2               Q.     And the posters that were presented at

  3       ACNP, those had the primary efficacy analysis based on

  4       Table 3.1 that had the dispensing error patients

  5       excluded, correct?

  6                      MR. ABRAHAM:  Objection.

  7                      MR. BAUM:  Included, excuse me.

  8                      THE WITNESS:  Included.

  9                      MR. BAUM:  Let me start over.  I need to

 10               ask that question again.

 11       BY MR. BAUM:

 12               Q.     The ACNP posters included as its primary

 13       efficacy analysis data analyses that had included the

 14       unblinded patients, correct?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  Yes.

 17       BY MR. BAUM:

 18               Q.     And that's also inconsistent with what

 19       this letter to the FDA from Tracey Varner said,

 20       correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Correct, but, as I said,

 23               the reporting in here I would interpret as

 24               reporting to the FDA.
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  1       BY MR. BAUM:

  2               Q.     But MD-18 Study Report, Appendix 6 was

  3       not used as a primary efficacy outcome measure for

  4       study MD-18, correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  That's the appendix

  7               excluding the eight or nine patients, correct?

  8                      MR. BAUM:  Right.

  9                      THE WITNESS:  Then I would say yes.

 10                      MS. KIEHN:  Can the phone people mute

 11               themselves.

 12       BY MR. BAUM:

 13               Q.     Using Table 3.1 with the unblinded

 14       patients included made study MD-18 look positive so

 15       Celexa and Lexapro could be marketed to children,

 16       right?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  There's a big jump from

 19               results from a study report to actually being

 20               able to market compounds to that population.

 21       BY MR. BAUM:

 22               Q.     Are you aware of Study 18's manuscript

 23       and the posters being circulated to physicians and

 24       shown to physicians?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  Well, I certainly know the

  3               manuscript and the poster were generated.  I

  4               don't have any specific knowledge of what was

  5               done on the sales force as far as distribution

  6               of those posters and manuscripts.

  7       BY MR. BAUM:

  8               Q.     The posters were presented at

  9       conventions?

 10                      MR. ABRAHAM:  Objection.

 11       BY MR. BAUM:

 12               Q.     Medical conventions?

 13               A.     Yeah, I would assume so, yes, yes.

 14               Q.     And so some physicians saw those there,

 15       didn't they?

 16               A.     Yes.

 17                      MR. ABRAHAM:  Objection.

 18       BY MR. BAUM:

 19               Q.     And wasn't the purpose to convey the

 20       positive results of CIT-MD-18 to them?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Well, the purpose was to

 23               convey the results of the study, both the

 24               efficacy and the safety results.
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  1       BY MR. BAUM:

  2               Q.     And that was intended to affect sales at

  3       some point, correct?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  I really can't comment on

  6               that.  I don't know.

  7       BY MR. BAUM:

  8               Q.     They weren't doing that, these studies

  9       just for fun, were they?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  The studies -- in my

 12               opinion, the studies were being done primarily

 13               to educate physicians who were already using

 14               Celexa in children, the appropriate dosing and

 15               safety procedures.

 16       BY MR. BAUM:

 17               Q.     To let them know whether there was

 18       enough efficacy to justify prescribing it despite some

 19       possible negative side effects, correct?

 20                      MR. ABRAHAM:  Objection.

 21       BY MR. BAUM:

 22               Q.     They had to be able to weigh the pros

 23       and cons?

 24               A.     Correct.
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  1               Q.     And this was conveying positive things

  2       in order to outweigh the negative things to encourage

  3       prescription, correct?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Right.  It was conveying

  6               the results of the study, including the

  7               potentially unblinded patients.

  8       BY MR. BAUM:

  9               Q.     So it gave a positive spin on the data,

 10       correct?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  Yes, you could say that.

 13       BY MR. BAUM:

 14               Q.     If the -- Appendix 6 had actually been

 15       used as the primary efficacy measure, would that have

 16       encouraged physicians to prescribe Celexa to children

 17       and adolescents?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I don't know how

 20               physicians make a decision on what medications

 21               to use in their patients.  I'm not a practicing

 22               child psychiatrist.

 23       BY MR. BAUM:

 24               Q.     But it was a negative outcome, correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  It was not statistically

  3               significant.

  4       BY MR. BAUM:

  5               Q.     And it was not negative, correct?  I

  6       mean, it was not positive, it was negative, correct?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Yeah, yes.

  9       BY MR. BAUM:

 10               Q.     Do you know how much money Forest made

 11       selling Celexa and Lexapro for use by kids based on the

 12       allegedly positive outcome asserted in Table 3.1?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  No.

 15       BY MR. BAUM:

 16               Q.     You know they did make money from it,

 17       though, right?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I would assume so, yes.

 20       BY MR. BAUM:

 21               Q.     Do you know why the primary and

 22       secondary analyses -- so let me make sure I don't get

 23       these confused.

 24               A.     Okay.
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  1               Q.     So here the primary efficacy analysis

  2       will be the one with the eight potentially unblinded

  3       patients excluded, correct?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Yes.

  6       BY MR. BAUM:

  7               Q.     And the secondary analysis would be the

  8       one including them, correct?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes.

 11       BY MR. BAUM:

 12               Q.     Do you know why that got reversed in the

 13       study report?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  No, I do not.

 16       BY MR. BAUM:

 17               Q.     Do you know who would have made that

 18       decision?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  No, I do not.

 21       BY MR. BAUM:

 22               Q.     Do you know whose responsibility it

 23       might have been to make that decision?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  I could assume.

  2       BY MR. BAUM:

  3               Q.     Who would you assume?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Either Dr. Flicker,

  6               Dr. Gergel or Dr. Olanoff.

  7       BY MR. BAUM:

  8               Q.     Dr. Olanoff?

  9               A.     Olanoff.

 10               Q.     Do you know whether or not reporting the

 11       positive P-value with the patients included was part of

 12       a corporate objective of Forest management?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  I do not know.

 15       BY MR. BAUM:

 16               Q.     That was above your pay grade?

 17               A.     Yes.

 18                      (Document marked for identification as

 19               Heydorn Deposition Exhibit No. 7A.)

 20       BY MR. BAUM:

 21               Q.     We're going to mark this as 7A.  We're

 22       going to have like three or four of these that are like

 23       related to this Exhibit 7.

 24                      And so what I've handed you is
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  1       MDL-FOREM0030386; is that correct?

  2               A.     Yes.

  3               Q.     And it's from Paul Tiseo to Lawrence

  4       Olanoff, Ivan Gergel, Amy Rubin, Anjana Bose, Tracey

  5       Varner, Julie Kilbane and Charles Flicker.

  6                      Do you see that?

  7               A.     Yes.

  8               Q.     Okay.  Have you seen this document

  9       before?

 10               A.     No, I don't believe so.

 11               Q.     As you can see, this is an e-mail from

 12       Tiseo to the group I just read off, and the subject of

 13       the e-mail reads "Letter to FDA for CIT-18," right?

 14               A.     Yes.

 15               Q.     And it's dated March 8, 2000, which was

 16       a few days after Dr. Tiseo sent the memorandum, in

 17       fact, to the clinical trial investigators informing

 18       them of the dispensing error?

 19               A.     Yes.

 20               Q.     So that letter was March 2nd, this is

 21       March 8, about six days later, correct?

 22               A.     Yes.

 23               Q.     So in this e-mail dated March 8,

 24       Dr. Tiseo states, "Attached please find the letter that
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  1       Charlie and I put together for the purpose of informing

  2       the FDA of our packaging mishap in the citalopram

  3       pediatric study."

  4                      Do you see that?

  5               A.     Yes.

  6               Q.     And then Dr. Tiseo was talking about

  7       Charlie Flicker, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes, that would be my

 10               assumption.

 11       BY MR. BAUM:

 12               Q.     And then attached to the e-mail, if you

 13       go to the other side, is a document titled letter to

 14       FDA - draft, right?

 15               A.     Yes.

 16               Q.     And if you look through the letter, this

 17       appears to be an early draft of the letter that was

 18       ultimately sent to the FDA by Tracey Varner concerning

 19       the dispensing error that we just read in a prior

 20       exhibit, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  Yes, that's what I would

 23               assume.

 24       BY MR. BAUM:
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  1               Q.     So it's another letter -- it's addressed

  2       to Dr. Katz, correct?

  3               A.     Correct.

  4               Q.     At the FDA, and it's regarding this same

  5       problem of the eight randomized patients at two

  6       investigational sites who had a dispensing error,

  7       correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes.

 10       BY MR. BAUM:

 11               Q.     So we haven't seen any other earlier

 12       drafts of this e-mail?

 13               A.     No.

 14               Q.     I'm going to mark this as 7B.

 15                      (Document marked for identification as

 16               Heydorn Deposition Exhibit No. 7B.)

 17       BY MR. BAUM:

 18               Q.     I'm handing you what has been marked as

 19       Exhibit 7B, and this is a letter to the FDA draft dated

 20       March 8, 2000, Re: clinical supplies for the Pediatric

 21       Depression Study CIT-MD-18.

 22                      You see that?

 23               A.     Yes.

 24               Q.     Have you seen that before?
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  1               A.     This particular exhibit?

  2               Q.     Yeah.

  3               A.     No.

  4               Q.     Do you see that handwriting on the upper

  5       part of it?

  6               A.     Yes.

  7               Q.     Do you recognize that handwriting?  Is

  8       that Charlie Flicker's handwriting?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes, I recognize the

 11               handwriting.

 12       BY MR. BAUM:

 13               Q.     Is it Charlie Flicker's?

 14               A.     Yes.

 15               Q.     Okay.  So in the typed portion of the

 16       letter it says, "Dear Dr. Katz, the purpose of this

 17       letter is to inform the agency that an error was made

 18       during the packaging of the clinical supplies for the

 19       above-noted study."

 20                      Do you see that?

 21               A.     Yes.

 22               Q.     "Two of our investigational sites called

 23       in to report that some of their patients were receiving

 24       white tablets and others were receiving pink tablets."
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  1                      Do you see that?

  2               A.     Yes.

  3               Q.     "These reports were passed on to Forest

  4       Clinical Packaging where it was discovered that a

  5       number of bottles of 'active' medication were

  6       mistakenly packed with the pink-colored commercial

  7       Celexa tablets instead of the standard white citalopram

  8       tablets used for blinded clinical studies."

  9                      Did I read that correctly?

 10               A.     Yes.

 11               Q.     So based on this letter, it appears the

 12       dispensing error was discovered after two clinical

 13       investigators called Forest inquiring about why some of

 14       their patients were receiving white tablets and others

 15       were receiving pink ones, right?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Well, two investigational

 18               sites.

 19       BY MR. BAUM:

 20               Q.     Okay.  Does that provide a little bit

 21       more information about how Forest found out about the

 22       dispensing error?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  Yeah.  I was not aware of
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  1               this, yeah, apparently a couple sites contacted

  2               Forest about this.

  3       BY MR. BAUM:

  4               Q.     The letter also indicates that a number

  5       of bottles given to patients were mistakenly packed

  6       with pink-colored commercial Celexa tablets, right?

  7               A.     Yes.

  8                      MS. KIEHN:  Where is that?

  9       BY MR. BAUM:

 10               Q.     It says, "Two of our investigational

 11       sites called in to report that some of their patients

 12       were receiving white tablets and others were receiving

 13       pink tablets.  These reports were passed on to Forest

 14       Clinical Packaging where it was discovered that a

 15       number of bottles of 'active' medication were

 16       mistakenly packed with pink-colored commercial Celexa

 17       tablets," so that's correct?

 18               A.     Yes.

 19               Q.     So they were provided pink-colored

 20       commercial Celexa tablets, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  That's what it says here,

 23               yeah.

 24       BY MR. BAUM:
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  1               Q.     So there was a question that we had a

  2       little earlier whether they were pink placebo versus

  3       pink Celexa; is that correct?  Do you remember that?

  4               A.     Yes.

  5               Q.     This says it was pink Celexa, correct?

  6               A.     This would appear to say that, yes.

  7               Q.     So anybody who got those pink tablets

  8       and consumed them received commercial Celexa at the

  9       time, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Any patient that got a

 12               pink tablet apparently got commercial Celexa

 13               tablets, yes.

 14       BY MR. BAUM:

 15               Q.     Okay.  And if an investigator sees that

 16       some patients are receiving white tablets and others

 17       are receiving pink tablets, pink-colored commercial

 18       Celexa tablets, wouldn't that, at the very least,

 19       compromise the investigator's blind?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  I don't know what the

 22               investigators were thinking.  There's no

 23               reason -- there's potential that they would

 24               just notice that there were two different
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  1               colored tablets and that they wouldn't know

  2               which were the active and which were the

  3               placebo.

  4       BY MR. BAUM:

  5               Q.     Well, by the time they got the March 2nd

  6       letter, they probably knew, didn't they?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Well, obviously, I don't

  9               know what any of the investigators were

 10               thinking, but that would not be an unreasonable

 11               conclusion.

 12       BY MR. BAUM:

 13               Q.     Okay.  If an investigator knows which

 14       patients are taking branded Celexa and which ones are

 15       taking white pills, doesn't that mean the integrity of

 16       the blind was mistakenly -- unmistakenly compromised?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  It does raise questions

 19               about the integrity of the blind, yes.

 20       BY MR. BAUM:

 21               Q.     Okay.  So the letter continues, "On

 22       March 2nd, all sites were notified of this error by

 23       telephone and by fax."

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     And that appears to be referring to

  3       the -- you know, this other exhibit that we just were

  4       talking about, correct?

  5               A.     Yes, Dr. Tiseo's fax.

  6               Q.     Dated March 2nd.

  7                      And in the fax memorandum, Dr. Tiseo

  8       states that dispensing the pink-colored medication

  9       would automatically unblind the study.

 10                      Do you recall that?

 11               A.     Yes.

 12               Q.     Now, if you look at the bottom of this

 13       page, the last paragraph, next to last paragraph says,

 14       "As only 8 of 160 patients had been randomized at the

 15       time this error was discovered, the impact upon the

 16       integrity of the study is suggested to be minimal.  In

 17       addition, these eight patients were restricted to only

 18       two investigational sites (a total of 19 sites are

 19       involved)."

 20                      Do you see that?

 21               A.     Yes.

 22               Q.     So in this draft there's no statement

 23       that Forest will exclude unblinded patients from the

 24       primary efficacy analysis, right?
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  1               A.     Yes.

  2               Q.     Okay.  Now, if you go up to the top

  3       here, you see the handwriting?

  4               A.     Yes.

  5               Q.     Okay.  So it says "reconsider, no

  6       letter.  Otherwise I recommend much less narrative,

  7       more concise."

  8                      Do you see that?

  9               A.     Yes.

 10               Q.     And then colon, due to a packing error,

 11       8 randomized patients at 3 investigational sites had

 12       access to potentially unblinding information.

 13                      Do you see that?

 14               A.     Yes.

 15               Q.     Drug has been repackaged and a full

 16       complement after 160 additional patients will be

 17       enrolled under standard double-blind conditions.  For

 18       reporting purposes, the primary efficacy analysis will

 19       exclude the potentially unblinded patients, and

 20       secondary analysis including them will be conducted.

 21       These patients will be included in all safety analyses.

 22                      Do you see that?

 23               A.     Yes.

 24               Q.     So it would appear that Dr. Flicker is
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  1       suggesting that the letter specify that the unblinded

  2       patients will be excluded from the primary efficacy

  3       analysis, correct?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  That would be a conclusion

  6               from this letter, yes.

  7       BY MR. BAUM:

  8               Q.     Okay.  So let's go back to Deposition

  9       Exhibit 7A, and if you look at the draft, do you see

 10       that the language about excluding the 8 potentially

 11       unblinded patients -- oh, wait a second.

 12                      Yes, if you look on this draft that's on

 13       the back of Exhibit 7A.

 14               A.     Yes.

 15               Q.     If you look at the second paragraph,

 16       "For reporting purposes, the primary efficacy analysis

 17       will exclude the eight potentially unblinded patients,

 18       with a secondary analysis including them also to be

 19       conducted.  All patients will be included in the safety

 20       analysis."

 21                      Do you see that?

 22               A.     Yes.

 23               Q.     So that appears to be a typed-up version

 24       of what Dr. Flicker was recommending, correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  It would appear to be

  3               that, yes.

  4       BY MR. BAUM:

  5               Q.     And so on 7A, the second paragraph where

  6       it says, dear all, I mean it says, "Please review and

  7       send your comments back to me within the next few days.

  8       I will compile the corrections here and then send this

  9       final letter to NJO for final regulatory review."

 10               A.     Yes.

 11               Q.     Do you know who -- what NJO refers to?

 12               A.     The New Jersey office.

 13                      (Document marked for identification as

 14               Heydorn Deposition Exhibit No. 7C.)

 15       BY MR. BAUM:

 16               Q.     Okay.  I'm going to mark the next

 17       exhibit as 7C, and this is Bates numbered

 18       MDL-FOREM0030384, and it's from Amy Rubin to Lawrence

 19       Olanoff, Ivan Gergel, Anjana Bose, Paul Tiseo, Tracey

 20       Varner, Julie Kilbane and Charles Flicker, correct?

 21               A.     Yes.

 22               Q.     And you recognize all those names as

 23       Forest employees?

 24               A.     Yes.
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  1               Q.     Forest executives?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  They were not all Forest

  4               executives.

  5       BY MR. BAUM:

  6               Q.     Who were the Forest executives?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Well, Lawrence Olanoff was

  9               the overall head of research and development.

 10       BY MR. BAUM:

 11               Q.     Okay.  Ivan Gergel?

 12               A.     Ivan Gergel was vice president of

 13       clinical research, something like that, don't know,

 14       don't remember.

 15               Q.     So he was a vice president?

 16               A.     I believe so.  I am not sure.

 17               Q.     All right.  So this one is dated

 18       March 9th, 2000.

 19                      Do you see that?

 20               A.     Yes.

 21               Q.     And that's the day after this other one

 22       that was sent out 7B, correct?

 23               A.     Correct.

 24               Q.     This appears to be an e-mail response to
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  1       Dr. Tiseo's e-mail from Amy Rubin, right?

  2               A.     Yes.

  3               Q.     So Dr. Tiseo was soliciting comments,

  4       and then this is Amy Rubin's response to his request

  5       for comments?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Yes, it appears to be that

  8               way.  Taking a step back, I have no idea when

  9               Exhibit 7B was sent out.

 10       BY MR. BAUM:

 11               Q.     Okay.  7A.  Sorry.

 12               A.     7A, okay, yes.

 13               Q.     7A requested?

 14               A.     Yes, yes.

 15               Q.     Thanks for clarifying.

 16               A.     Okay, okay.

 17               Q.     So here Ms. Rubin states, "Paul, I have

 18       taken the liberty of editing your letter as follows:

 19       Please make any other changes you feel are necessary."

 20                      Do you see that?

 21               A.     Yes.

 22               Q.     So Amy Rubin was in regulatory affairs;

 23       is that correct?

 24               A.     That's my recollection, yes.
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  1               Q.     And that again was a person who was

  2       involved with sending and receiving correspondence or

  3       communicating with the FDA between Forest and the FDA,

  4       correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Well, the regulatory

  7               affairs group is responsible for that.  What

  8               each individual within the department did, I

  9               don't specifically recall.

 10       BY MR. BAUM:

 11               Q.     But they were responsible for making

 12       sure that the information that was conveyed to the FDA

 13       was accurate, truthful, forthcoming, up front, correct?

 14               A.     Yes.

 15                      MR. ABRAHAM:  Objection.

 16       BY MR. BAUM:

 17               Q.     And so as you look down, you see she

 18       appears to have like pasted in some edits, and so it

 19       starts with -- at the bottom of Page 1, it goes, "Dear

 20       Dr. Katz, we are taking this opportunity to notify the

 21       division of a clinical supply packaging error."

 22                      Do you see that?

 23               A.     Yes.

 24               Q.     Then below she appears -- and she leaves
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  1       the sites kind of blank, right; do you notice that?

  2               A.     Yes.

  3               Q.     And then it goes, due to this error,

  4       medication was dispensed to eight randomized patients

  5       in a fashion that had the potential to cause patient

  6       bias.

  7                      Do you see that?

  8               A.     Yes.

  9               Q.     Now, if you compare that sentence with

 10       the sentence that was in the first draft sent by

 11       Dr. Tiseo, which is 7A?

 12               A.     Okay.

 13               Q.     It appears Ms. Rubin changed the

 14       sentence from eight randomized patients at two

 15       investigational sites were dispensed medication that

 16       could have potentially unblinded the study, that's what

 17       the 7A says, correct, the earlier Dr. Tiseo's draft?

 18               A.     Yes.

 19               Q.     And switched that to medication was

 20       dispensed to eight randomized patients in a fashion

 21       that had the potential to cause patient bias.

 22                      Do you see that?

 23               A.     Yes.

 24               Q.     That phrase "potential to cause patient
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  1       bias" is misleading; isn't it?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  No, I don't necessarily

  4               think so.  I'm not sure.

  5       BY MR. BAUM:

  6               Q.     Well, isn't it true that the integrity

  7       of the blind was unmistakenly violated?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  I don't know.

 10       BY MR. BAUM:

 11               Q.     Well, Dr. Tiseo's March 2nd letter said

 12       it was automatically unblinded for those patients that

 13       received those tablets, correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  That's what Dr. Tiseo

 16               said, yes.

 17       BY MR. BAUM:

 18               Q.     So by using the phrase potential to

 19       cause patient bias, Forest is not exactly being up

 20       front with the FDA, are they?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  No, I wouldn't agree

 23               there.  I think causing patient bias is

 24               potentially an accurate description of what
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  1               happened here.

  2       BY MR. BAUM:

  3               Q.     Well, that's quite a bit different than

  4       saying it was automatically unblinded, right?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  If you compare it to the

  7               facts, yes, that's a different statement.

  8       BY MR. BAUM:

  9               Q.     So wouldn't a potential to cause patient

 10       bias be a euphemism for automatically unblinded?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I don't know what Amy

 13               meant when she wrote this.

 14       BY MR. BAUM:

 15               Q.     It's quite a bit different than

 16       automatically unblinded, correct?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  I don't know if it's quite

 19               a bit different.

 20       BY MR. BAUM:

 21               Q.     But it's different?

 22               A.     It's different.

 23               Q.     And it's different to say unmistakenly

 24       unblinded versus potentially unblinded, correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  I would say yes.

  3       BY MR. BAUM:

  4               Q.     So if it was unmistakenly unblinded,

  5       that would mean that those patients should not be

  6       included in an analysis for the primary efficacy

  7       measure, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  I would defer to a

 10               statistician on that.

 11       BY MR. BAUM:

 12               Q.     Well, as a person of your background in

 13       FDA review and your experience in the pharmaceutical

 14       industry, what would be the right thing to do?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  Well, the analysis should

 17               be done both including and excluding those

 18               patients.

 19       BY MR. BAUM:

 20               Q.     And the primary efficacy measure should

 21       exclude those patients, correct?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  I think you can make an

 24               argument either way.  I think you can make the
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  1               argument either way.

  2       BY MR. BAUM:

  3               Q.     Well, they told the FDA they were going

  4       to exclude them, correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes.

  7       BY MR. BAUM:

  8               Q.     Isn't that the appropriate thing to have

  9       done?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Well, they were excluded

 12               in the analysis that was done in the -- that

 13               analysis was included in the CIT-MD-18 study

 14               report.

 15       BY MR. BAUM:

 16               Q.     But in the study report, it wasn't part

 17       of the primary efficacy measure.  They made the primary

 18       efficacy measure include them; that's different, isn't

 19       it?

 20               A.     Yes.

 21                      MR. ABRAHAM:  Objection.

 22       BY MR. BAUM:

 23               Q.     And if they followed what they said and

 24       if they followed what should have been done with
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  1       unmistakenly unblinded patients, they ought not to have

  2       included them in the primary efficacy measure, right?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  Yes, certainly what was

  5               communicated to the FDA and what was done in

  6               the study report are not consistent.

  7                      MR. BAUM:  Let's go to the next exhibit,

  8               7D.

  9                      (Document marked for identification as

 10               Heydorn Deposition Exhibit No. 7D.)

 11       BY MR. BAUM:

 12               Q.     And this is MDL Bates number

 13       FOREM0030359 from Charles Flicker to Amy Rubin and cc'd

 14       to Paul Tiseo.  It's dated March 14, 2000.

 15                      You see that?

 16               A.     Yes.

 17               Q.     Have you seen that document before?

 18               A.     No, I have not.

 19               Q.     This is -- this looks to be Charlie

 20       Flicker's response to Rubin's edits to the FDA letter.

 21                      Do you see that?

 22               A.     Yes.

 23               Q.     All right.  So in this e-mail,

 24       Dr. Flicker writes, "Although 'potential to cause bias'
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  1       is a masterful stroke of euphemism, I would be a little

  2       more upfront about the fact that the integrity of the

  3       blind was unmistakenly violated."

  4                      Do you see that?

  5               A.     Yes.

  6               Q.     So Dr. Flicker has directly involved --

  7       was directly involved in the resolving -- let me say

  8       that again.

  9                      Dr. Flicker was directly involved in

 10       resolving the dispensing error issue, wasn't he?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  What do you mean by

 13               "resolving the dispensing error"?

 14       BY MR. BAUM:

 15               Q.     He's helping write what's going to be

 16       sent to the FDA, right?

 17               A.     Yes.

 18               Q.     And he was closer to the situation than

 19       you were, right?

 20               A.     Yes.

 21               Q.     According to Dr. Flicker, using the

 22       phrase potential to cause patient bias in the letter to

 23       the FDA is a masterful stroke of euphemism, isn't it?

 24               A.     Yes.
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  1               Q.     And according Dr. Flicker, use of the

  2       phrase "potential to cause bias" is not being up front

  3       with the FDA, is it?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  I don't know what he was

  6               thinking, but that's what's written here, yes.

  7       BY MR. BAUM:

  8               Q.     And, according to Dr. Flicker, Forest

  9       should just be upfront about the fact that the

 10       integrity of the blind was unmistakenly violated,

 11       right?

 12               A.     Yes.

 13               Q.     And, ultimately, the phrase "potential

 14       to cause bias" ended up in the letter that Forest sent

 15       to the FDA; isn't that true?

 16               A.     Yes.

 17               Q.     Now, if there was unmistakenly -- if the

 18       blind was unmistakenly violated, those patients should

 19       not have been included in the primary efficacy measure,

 20       correct?

 21                      MR. ABRAHAM:  Objection, asked and

 22               answered.

 23                      THE WITNESS:  Yes.

 24       BY MR. BAUM:
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  1               Q.     You've got the Varner letter there in

  2       front of you, right?

  3               A.     Yes.

  4               Q.     That's Exhibit 7?

  5               A.     Seven, yes.

  6               Q.     Now, having seen this e-mail from

  7       Dr. Flicker and the fax from Dr. Tiseo, would you agree

  8       that the patients who were subject to the dispensing

  9       error were actually unblinded?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I don't know for a fact,

 12               but that's the implication from these letters,

 13               yes.

 14       BY MR. BAUM:

 15               Q.     Does it concern you that the clinical

 16       medical director at the time, Dr. Flicker, believes

 17       that the letter being sent to the FDA contains a

 18       masterful stroke of euphemism?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I don't know what his

 21               frame of mind was when he wrote that.

 22       BY MR. BAUM:

 23               Q.     But they had the obligation to be

 24       upfront, truthful and honest with the FDA, correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  Yes.

  3       BY MR. BAUM:

  4               Q.     And this shows that they weren't,

  5       correct?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  He apparently had some

  8               concerns about this, yes.

  9       BY MR. BAUM:

 10               Q.     Well, it was more than just concerns.

 11       He said it was unmistakenly unblinded, and they said it

 12       had the potential for bias; that's a misrepresentation,

 13       isn't it?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  It's a misrepresentation

 16               of what Charlie Flicker thought should be

 17               communicated to the FDA.

 18       BY MR. BAUM:

 19               Q.     Did Dr. Flicker ever tell you directly

 20       that the integrity of the blind was unmistakenly

 21       violated because of the dispensing error?

 22               A.     No.

 23               Q.     In all your interactions with him while

 24       working on the study report, he never said that to you?
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  1               A.     I don't recall him ever saying that to

  2       me, no.

  3               Q.     Does it bother you that Forest never

  4       told the FDA that the integrity of the blind was

  5       unmistakenly violated because of the dispensing error?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  No, I think this is

  8               nuances around words, to be perfectly honest.

  9       BY MR. BAUM:

 10               Q.     Was it Amy Rubin's job to create

 11       masterful euphemisms in letters to the FDA?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  I do not know Amy Rubin's

 14               job description.

 15       BY MR. BAUM:

 16               Q.     Well, she was in regulatory affairs,

 17       right?

 18               A.     Yes.

 19               Q.     Isn't it true that she uses the phrase

 20       potential to cause patient bias because it is her job

 21       to protect marketing and medical using masterful

 22       euphemisms?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  I don't know why she used

�

00221

  1               those terms.

  2                      MR. BAUM:  I'm going to mark this as 7E.

  3                      (Document marked for identification as

  4               Heydorn Deposition Exhibit No. 7E.)

  5       BY MR. BAUM:

  6               Q.     And this is MDL-FOREM0030382, and it's

  7       from Amy Rubin to Charlie Flicker and CC to Paul Tiseo.

  8       It's dated March 15th, 2000, "Re[3]: Letter to FDA for

  9       CIT-18."

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     This appears to be Ms. Rubin's response

 13       to Dr. Flicker's e-mail to her, right?

 14               A.     Yes.

 15               Q.     And she says -- it's dated right the

 16       next day, actually, correct?

 17               A.     It's dated the 15th.

 18               Q.     I think the other was the 14th?

 19               A.     Fourteenth, okay, yes, all right.

 20               Q.     Ms. Rubin responds, "Thanks for the

 21       compliment.  Part of my job is to create 'masterful'

 22       euphemisms to protect Medical and Marketing."

 23                      Do you see that?

 24               A.     Yes.
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  1               Q.     In your opinion, do you think it is

  2       appropriate for Ms. Rubin to be creating masterful

  3       euphemisms to protect medical and marketing in her

  4       communications with the FDA?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  No, it's not part of her

  7               job.

  8       BY MR. BAUM:

  9               Q.     Ms. Rubin is bragging about misleading

 10       the FDA, isn't she?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I don't know what her

 13               frame of mind was when she wrote this.

 14                      MR. BAUM:  Just we have -- we're going

 15               to put this version of the study report that

 16               Kristin provided to us earlier, MDL-FORP0073423

 17               into the record as 5A.

 18                      (Document marked for identification as

 19               Heydorn Deposition Exhibit No. 5A.)

 20                      MR. BAUM:  Okay.  We're going to hand

 21               you what we're going to mark as Exhibit 8.

 22                      (Document marked for identification as

 23               Heydorn Deposition Exhibit No. 8.)

 24       BY MR. BAUM:
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  1               Q.     And this is MDL-FORP0168046.

  2                      Do you see that?

  3               A.     Yes.

  4               Q.     And this is an e-mail from Joan Barton

  5       to Paul Tiseo, Charles Flicker, Joan Howard, Jane Wu,

  6       Carlos Cobles, dated December 6, 2000, Re: CIT-MD-18

  7       Study Drug.

  8                      Have you seen this document before?

  9               A.     I saw it yesterday.

 10               Q.     Who is Joan Barton?

 11               A.     I believe she was in clinical operations

 12       at Forest.

 13               Q.     What was her job?

 14               A.     I don't know specifically what her job

 15       was.

 16               Q.     She had something to do with MD-18

 17       though?

 18               A.     Yes.

 19               Q.     Something to do with the statistics

 20       related to MD-18 and reporting?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  If indeed she was in

 23               operations, she was -- she would have played a

 24               role in the overall management of the clinical
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  1               trial.

  2       BY MR. BAUM:

  3               Q.     Okay.

  4               A.     I don't believe she was in statistics.

  5               Q.     Oh, okay.  But overall management of the

  6       conduct of the trial?

  7               A.     Yes.

  8               Q.     So unblinding would be a problem that

  9       she would want to have to deal with, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I don't know for a fact.

 12       BY MR. BAUM:

 13               Q.     Or making sure that there were enough

 14       patients to power the study, for instance?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  Ensuring enrollment,

 17               making sure appropriate supplies and study drug

 18               were available.

 19       BY MR. BAUM:

 20               Q.     Do you know who Joan Howard is?

 21               A.     The name is familiar, but I can't recall

 22       what her exact role was.

 23               Q.     Jane Wu?

 24               A.     Again, the name is familiar.  I can't
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  1       recall what her direct role was.

  2               Q.     Carlos Cobles?

  3               A.     That name is just very vaguely familiar.

  4               Q.     A statistician of some form?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I don't know.

  7       BY MR. BAUM:

  8               Q.     Does this appear to have been a standard

  9       or a routine e-mail produced in the ordinary course of

 10       Forest business?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  It appears to be, yes.

 13       BY MR. BAUM:

 14               Q.     Okay.  So here this e-mail says,

 15       "Attached is a table showing which patients were

 16       randomized when the problem was discovered that the

 17       study drug was unblinded.  A total of 6 adolescents and

 18       3 children had already been randomized.  Please let me

 19       know if this will alter the total number of children or

 20       adolescent patients to be randomized for this trial."

 21                      Did I read that correctly?

 22               A.     Yes.

 23               Q.     Ms. Barton says that the study drug was

 24       unblinded, not potentially unblinded, correct?
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  1               A.     Yes.

  2               Q.     And when Ms. Barton asked if the

  3       unblinded patients will alter the total number of child

  4       or adolescent patients to be randomized for this trial,

  5       she is questioning whether unblinded patients should be

  6       excluded from the trial, correct?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  I don't know what she was

  9               exactly asking.

 10       BY MR. BAUM:

 11               Q.     Well, she's asking if it will alter the

 12       total number of child or adolescent patients to be

 13       randomized for this trial, correct?

 14               A.     Yes.

 15               Q.     What does that mean, to alter the total

 16       number; that means that she's finding out whether we're

 17       going to count these guys or not, right?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I don't know what she

 20               meant by that.  I could speculate that she

 21               wanted to know whether the enrollment should be

 22               increased to compensate for the -- here it's

 23               apparently nine patients who were potentially

 24               unblinded.

�

00227

  1       BY MR. BAUM:

  2               Q.     Now, she doesn't say potentially

  3       unblinded, does she?

  4               A.     Unblinded, she said unblinded.

  5               Q.     And per the protocol, it would have been

  6       the correct procedure at that point to not include

  7       those patients for the efficacy measures, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Yes, if they were

 10               unblinded.

 11       BY MR. BAUM:

 12               Q.     Well,this says unblinded, correct?

 13               A.     Yes.

 14               Q.     Charlie Flicker said they were

 15       unblinded, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  What did he say?  He said

 18               potentially unblinded.

 19       BY MR. BAUM:

 20               Q.     No, go back to the other -- this 7D.

 21               A.     7D.  Yeah.

 22               Q.     He says, the blind was unmistakenly

 23       violated, correct?

 24               A.     Yes.
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  1               Q.     And you have Dr. Tiseo saying they were

  2       automatically unblinded, correct?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  That's what he put in his

  5               fax, yes.

  6       BY MR. BAUM:

  7               Q.     So these three people were closer to

  8       this than you were, correct?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes.

 11       BY MR. BAUM:

 12               Q.     And they said it was unblinded, correct?

 13                      MR. ABRAHAM:  Objection.

 14       BY MR. BAUM:

 15               Q.     Those patients were unblinded, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  That's what they're saying

 18               here, yes.

 19       BY MR. BAUM:

 20               Q.     And per the protocol, those patients

 21       should have been excluded because they were unblinded,

 22       correct?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  Yes.
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  1       BY MR. BAUM:

  2               Q.     Now, when you helped draft the MD-18

  3       study report, the MD-18 posters, any PowerPoints that

  4       were used for CME and the publication in the American

  5       Journal of Psychiatry on MD-18, were you aware that

  6       Forest personnel like Tiseo and Joan Barton and Charlie

  7       Flicker viewed these patients as unblinded as opposed

  8       to potentially unblinded?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  No, not to my

 11               recollection.

 12       BY MR. BAUM:

 13               Q.     Do you think academics and physicians

 14       exposed to the poster CME and the MD-18 journal article

 15       ought to have been apprised of the unblinding issue in

 16       order to fully weigh the pros and cons of prescribing

 17       Celexa or Lexapro to kids?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Probably, yes.

 20       BY MR. BAUM:

 21               Q.     The unblinding issue is at least a

 22       factor a physician should weigh in evaluating whether

 23       the questionable efficacy was worth the risks, right?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Yes.

  2       BY MR. BAUM:

  3               Q.     If you turn to the attachment on the

  4       next page, you will see that there's a listing of

  5       patients there -- there's a listing of investigators

  6       rather and then it's identifying which investigators

  7       received study packaging error, right, and then how

  8       many of them had randomized patients.

  9                      Do you see that?

 10               A.     Yes.

 11               Q.     Do you recall patients 113 and 513 that

 12       we went over earlier were around three to four weeks

 13       into the study when the dispensing error was

 14       discovered?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  Yes.

 17       BY MR. BAUM:

 18               Q.     And this list here is generated March 1,

 19       2000.

 20                      Do you see that?

 21               A.     I see that's the date on here.  I don't

 22       know when it was generated.

 23               Q.     So the site tracking -- Study Drug

 24       Packaging Error, Site Tracking - March 1, 2000.
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  1                      Do you see that?

  2               A.     Right, so that was the status as of

  3       March 1, 2000 is what I would interpret.

  4               Q.     And CIT-MD-18, according to the study

  5       report we examined earlier began on January 31, 2000

  6       and finished on April 10, 2001.

  7                      Do you recall that?

  8               A.     Yes.

  9               Q.     So Dr. Wagner knew that four patients

 10       from her site were unblinded, didn't she?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I don't know what

 13               Dr. Wagner knew.

 14       BY MR. BAUM:

 15               Q.     Well, she's on this list, and her site

 16       received the letter from Tiseo and shows here that two

 17       adolescent patients, 513 and 514, and two children, 113

 18       and 114, were amongst those that received the pink

 19       Celexa tablets, correct?

 20               A.     Yes.

 21               Q.     Did she know about -- do you know

 22       whether or not she knew about the five other patients

 23       from the other sites who were unblinded?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  No.  I don't know if she

  2               knew about the four patients at her site.  As

  3               we discussed earlier, the investigators are not

  4               necessarily involved in the day-to-day

  5               activities of the study.

  6       BY MR. BAUM:

  7               Q.     So a letter from Paul Tiseo to each of

  8       the investigator sites with large, bolded urgent sent

  9       to each of the investigator sites would not have gone

 10       to someone like Dr. Wagner who ended up being the

 11       primary author?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  I have no idea.

 14       BY MR. BAUM:

 15               Q.     You think it's the type of thing she

 16       ought to have known about?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  She should have known

 19               about it, yeah.

 20       BY MR. BAUM:

 21               Q.     Shouldn't all of the authors of the

 22       publication for MD-18 in the American Journal of

 23       Psychiatry known about this?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Yes.

  2       BY MR. BAUM:

  3               Q.     And shouldn't they all have known that

  4       Tiseo, Flicker and Barton considered the patients to

  5       have been unblinded?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  I don't know if they

  8               needed to know who within the organization

  9               considered the patients unblinded.

 10       BY MR. BAUM:

 11               Q.     Well, that some of the scientists

 12       closest to the data considered it to have been

 13       unblinded?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Yes.

 16                      MR. BAUM:  Okay.  Let's take a break.

 17                      THE VIDEOGRAPHER:  The time is now

 18               approximately 3:17 p.m.  We're off the record.

 19                      (Brief recess.)

 20                      THE VIDEOGRAPHER:  The time is now

 21               3:41 p.m.  This is the beginning of Disk Number

 22               4.  We're on the record.

 23                      (Document marked for identification as

 24               Heydorn Deposition Exhibit No. 9.)
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  1       BY MR. BAUM:

  2               Q.     Okay.  I'm handing to you what's marked

  3       as Exhibit Heydorn-9, MDL-FOREM0028291, and it's an

  4       e-mail exchange involving you and Natasha Mitchner and

  5       Evelyn Kopke, Gundula LaBadie and then Charles Flicker,

  6       James Jin, Jane Wu.

  7                      And there's -- the top e-mail says it's

  8       from you to Natasha Mitchner.

  9                      Have you seen this before?

 10               A.     Since I wrote it, I assume I have.

 11               Q.     Does it appear to have been produced in

 12       the ordinary course of Forest business?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  Yes.

 15       BY MR. BAUM:

 16               Q.     Do you recall who Natasha Mitchner was?

 17               A.     She was one of the writers at BSMG, then

 18       Prescott Communications, a medical communications firm

 19       that we worked with.

 20               Q.     In her deposition she said she was a

 21       ghost writer for the MD-18 drafts.

 22                      Would you agree with that

 23       characterization?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  I don't agree with the

  2               term ghost writers.  They assisted us in

  3               drafting the first draft of the manuscript.

  4       BY MR. BAUM:

  5               Q.     But if she characterized herself as

  6       being a ghost writer, you would let her do that?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  I have no way of knowing

  9               how she feels, but if that's how she feels, I

 10               wouldn't argue with her.

 11       BY MR. BAUM:

 12               Q.     So you're sending an e-mail to Natasha

 13       Mitchner regarding notes from a conference call on

 14       October 4, 2001, it looks like.

 15                      Do you recall having a telephone

 16       conference with PharmaNet personnel and Forest

 17       personnel regarding the MD-18 study report draft around

 18       October of 2001?

 19               A.     Not specifically but --

 20               Q.     You want to look that over and

 21       refamiliarize yourself with it.

 22               A.     (Witness reviews document.)

 23                      MR. BAUM:  That doesn't look like he has

 24               a complete exhibit.  I have all this.
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  1                      MS. KIEHN:  Two pages.

  2                      MR. BAUM:  I've got three.  Can I see

  3               what you've got there?

  4                      THE WITNESS:  Sure.

  5                      MR. BAUM:  It's missing this page.  All

  6               right.  Sorry, I'm going to have to -- we're

  7               going to take a break.  We're going to have to

  8               go get a copy of this.

  9                      THE VIDEOGRAPHER:  The time is 3:44 p.m.

 10                We're off the record.

 11                      (Brief recess.)

 12                      THE VIDEOGRAPHER:  The time is 3:48 p.m.

 13                We're on the record.

 14       BY MR. BAUM:

 15               Q.     Okay.  So we're going to go back again

 16       to what we've marked as Exhibit 9.  And now that you've

 17       had a chance to look this over, do you recognize it --

 18       is your recollection refreshed as to your having

 19       drafted that?

 20               A.     Yes.

 21               Q.     Can you describe to me what this

 22       document summarizes?

 23               A.     This was a discussion among the

 24       attendees at the call on points that we were going to
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  1       make in the CIT-MD-18 study report.

  2               Q.     And the conversation was occurring

  3       between you and Charlie Flicker and James Jin, Jane Wu

  4       and then at PharmaNet Evelyn Kopke and Gundula LaBadie,

  5       right?

  6               A.     Yes.

  7               Q.     Does this refresh your recollection that

  8       maybe a first draft of the report was being written by

  9       PharmaNet?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Yes.

 12       BY MR. BAUM:

 13               Q.     That's actually what you said in your

 14       prior deposition.

 15               A.     Okay.

 16               Q.     All right.  So at this time, Natasha

 17       Mitchner was working for BSMG Communications, right?

 18               A.     Yes.

 19               Q.     Do you know why you were sending this

 20       e-mail to her?

 21               A.     I can't recall specifically, but I could

 22       venture a guess that it was probably in preparation for

 23       drafting the CIT-MD-18 manuscript.

 24               Q.     She did the first draft, right?
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  1               A.     That's my recollection, yes.

  2               Q.     And she wrote the poster?

  3                      MR. ABRAHAM:  Objection.

  4       BY MR. BAUM:

  5               Q.     For ACNP?

  6               A.     I can't recall specifically, but that

  7       wouldn't surprise me.

  8               Q.     Okay.  So you say, "Attached are my

  9       notes from the conference call with the CRO on the peds

 10       study," right?  That's pediatric study?

 11               A.     Yes.

 12               Q.     And at the bottom of this page, you send

 13       this to Evelyn Kopke and Gundula LaBadie, right?

 14               A.     Yes.

 15               Q.     And then Wu and Jin, they were Forest

 16       statisticians; is that correct?

 17               A.     Certainly know Jin was, and I think Wu

 18       was also.

 19               Q.     Okay.  So if you go over to the next

 20       page, you have the notes from the conference call with

 21       PharmaNet, October 4, 2001.

 22                      Do you see that?

 23               A.     Yes.

 24               Q.     And you were an attendee to that
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  1       conference call, correct?

  2               A.     Yes.

  3               Q.     And this was produced in the ordinary

  4       course of Forest business?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes.  If my memory is

  7               correct, I was primarily there as the scribe to

  8               take notes.

  9       BY MR. BAUM:

 10               Q.     But you wrote this, correct?

 11               A.     I believe so, yes.

 12               Q.     Do you recall how many conferences you

 13       had with PharmaNet regarding CIT-MD-18?

 14               A.     No.

 15               Q.     And then you write, "Points of note in

 16       the study report for CIT-MD-18."

 17                      Do you see that?

 18               A.     Yes.

 19               Q.     What did you mean by that?

 20               A.     This was a summary of the discussions

 21       that we had on this conference call, and I was putting

 22       together a summary of the high level points that Forest

 23       felt should be included in the CIT-MD-18 study report.

 24               Q.     Okay.  So if you look, there's a
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  1       paragraph that starts note that study, you see that,

  2       was not powered?

  3               A.     Yes.

  4               Q.     And the second sentence there says, "The

  5       sample size was calculated based on the anticipated

  6       effect size for the primary efficacy variable."

  7                      Do you see that?

  8               A.     Yes.

  9               Q.     What does that mean?

 10               A.     Well, I'm not a statistician, but, in my

 11       mind, that means the number of patients to be enrolled

 12       in the study was calculated based on the anticipated

 13       effect, the response that we would get for the primary

 14       efficacy variable, that the study was powered

 15       appropriately.

 16               Q.     What's an effect size?

 17               A.     At this point I'm not sure.

 18               Q.     Would it be something related to

 19       clinical efficacy?

 20               A.     I believe so, yes.

 21                      MR. ABRAHAM:  Objection.

 22       BY MR. BAUM:

 23               Q.     So the next paragraph says, the results

 24       from the CDRS-R looked strong at every visit.
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  1       Emphasize the positive effect early on; also emphasize

  2       that the positive effect was seen early on with the 20

  3       milligram a day dose.  Include only the figure from the

  4       primary endpoint; leave others as after text figures.

  5                      Do you see that?

  6               A.     Yes.

  7               Q.     What does that mean?

  8               A.     So the first sentence is pretty

  9       self-explanatory, the results look strong at every

 10       visit.  Emphasizing the positive effect early on is

 11       important because antidepressants generally take

 12       several weeks before you see efficacy, and having

 13       evidence that a compound worked early on was always

 14       something that pharmaceutical companies were striving

 15       for, trying to come up with compounds that work faster

 16       than the six to eight weeks it generally takes for

 17       antidepressants to show their effects.

 18                      Include only the figure from the primary

 19       endpoint, that would be include only the figure in the

 20       main body of the text.  The only figure in the main

 21       body of the text should be the primary endpoint, the

 22       others would be -- you know, the secondary endpoints

 23       would be after text figures or figures in the -- you

 24       know, one of the appendices.
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  1               Q.     Okay.  So this reference to the strong

  2       CDRS result was a reference to the analysis that

  3       included the patients who were unblinded in the study,

  4       correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I would assume so, yes.

  7       BY MR. BAUM:

  8               Q.     And if they were excluded, it wouldn't

  9       have been a strong result, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Yes.

 12       BY MR. BAUM:

 13               Q.     Let's look at the next paragraph.  For

 14       secondary efficacy measures, no significant difference

 15       at the Week 8 LOCF analysis.  It looks like there's --

 16       probably they are.

 17               A.     There are.

 18               Q.     There are some significant findings

 19       early on in treatment.  Forest is looking at individual

 20       patient listings to see if there are any clues as to

 21       why Week 8 findings were not positive.  For now,

 22       emphasize the positive findings at earlier time points

 23       for the secondary efficacy variables.

 24                      Did I read that correctly?
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  1               A.     Yes.

  2               Q.     Now, the secondary endpoint efficacy

  3       variables failed at Week 8, correct?

  4               A.     Yes.

  5               Q.     And none of them were positive?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Correct.

  8       BY MR. BAUM:

  9               Q.     But this is suggesting emphasize the

 10       positive and leave out the negative?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  No.  It's saying Forest is

 13               looking at patient listings to see if there are

 14               any clues as to why the Week 8 findings were

 15               not positive.

 16       BY MR. BAUM:

 17               Q.     Then it says "emphasize the positive

 18       findings at earlier time points."

 19                      Do you see that?

 20               A.     Yes.

 21               Q.     Okay.  So let's go to the next one.

 22                      "Dosing error.  Some citalopram tables

 23       were not blinded."

 24                      Do you see that?
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  1               A.     Right, that should be tablets.

  2               Q.     Some citalopram tablets were not

  3       blinded, right?

  4               A.     Correct.

  5               Q.     And that doesn't say potentially

  6       unblinded, right?

  7                      MR. ABRAHAM:  Objection.

  8       BY MR. BAUM:

  9               Q.     It says they were not blinded?

 10               A.     It says they were not blinded, yes.

 11               Q.     So per the protocol, they should not

 12       have been included in the efficacy measure, correct?

 13                      MR. ABRAHAM:  Objection, asked and

 14               answered.

 15                      THE WITNESS:  According to the protocol,

 16               patients who were unblinded should not have

 17               been included.

 18       BY MR. BAUM:

 19               Q.     The 9 patients who received unblinded

 20       medication were included in the main analyses; a

 21       secondary post-hoc analysis of the ITT subpopulation

 22       was done.  Refer to these analyses briefly in methods

 23       and results and reference the reader to the appendix

 24       table.
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  1                      Did I read that correctly?

  2               A.     Yes.

  3               Q.     Now, this is different than what they

  4       told the FDA they were going to do back in March

  5       of 2000, right?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  It would appear to be

  8               inconsistent, yes.

  9       BY MR. BAUM:

 10               Q.     And you didn't know about that letter

 11       they sent to the FDA, did you?

 12               A.     No, I did not.

 13               Q.     So this paragraph here is essentially

 14       some instructions of how to deal with the unblinding

 15       problem in the study report, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  I don't know for sure, but

 18               that would be a reasonable conclusion.

 19       BY MR. BAUM:

 20               Q.     Do you know if the instructions that

 21       were decided upon were reached prior to this telephone

 22       conference or this conference with -- this conference

 23       call with PharmaNet on October 4th?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Can you repeat that.  Not

  2               sure I follow that.

  3       BY MR. BAUM:

  4               Q.     These appear to be some instructions

  5       that were being given to PharmaNet; is that correct?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  It was a summary of the

  8               discussions at the meeting at the conference

  9               call.

 10       BY MR. BAUM:

 11               Q.     Do you recall having any meetings with

 12       Charlie Flicker or James Jin or Jane Wu in advance of

 13       this telephone conference?

 14               A.     I can't recall any, no.

 15               Q.     Do you recall having any conversations

 16       with Charlie Flicker or Lawrence Olanoff or Ivan Gergel

 17       about having PharmaNet draft this first draft to have

 18       the nine unblinded patients included in the efficacy

 19       analysis?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  I don't recall any

 22               conversations about that, no.

 23       BY MR. BAUM:

 24               Q.     Did anyone draw your attention to this
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  1       unblinding problem at this time?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  I just don't remember.

  4       BY MR. BAUM:

  5               Q.     Were you just acting as a scribe, as you

  6       said?

  7               A.     At this meeting --

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  -- yes, I was acting as a

 10               scribe.

 11       BY MR. BAUM:

 12               Q.     But you were also kind of responsible

 13       for the study report being accurate as well, correct?

 14                      MR. ABRAHAM:  Objection, asked and

 15               answered.

 16                      THE WITNESS:  Yes.

 17       BY MR. BAUM:

 18               Q.     If you had known about those -- the fax

 19       from Tiseo to the investigation sites and Joan Barton's

 20       e-mail saying that the patients were unblinded and

 21       Charlie Flicker saying they were unmistakenly

 22       unblinded, would you have done anything differently

 23       with respect to the study report?

 24                      MR. ABRAHAM:  Objection, calls for
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  1               speculation.

  2                      THE WITNESS:  I can't say at this point.

  3               I don't know what I would have done.

  4       BY MR. BAUM:

  5               Q.     You don't agree with its having been

  6       including those unblinded patients in the primary

  7       efficacy measure, do you?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  The study report included

 10               both analyses.

 11       BY MR. BAUM:

 12               Q.     Yeah, but it put the analyses with the

 13       patients -- unblinded patients excluded in the appendix

 14       and it called that a secondary, and it put the primary

 15       with those patients in the Table 3.1, and that's

 16       different than what the protocol said, different from

 17       what they told the FDA they would do, correct?

 18                      MR. ABRAHAM:  Objection, asked and

 19               answered.

 20                      THE WITNESS:  Yes, it appears to be

 21               different.

 22       BY MR. BAUM:

 23               Q.     And having worked for the FDA, you would

 24       want to have upfront truthful and accurate data
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  1       provided to you, correct?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  As I've said, the review

  4               starts at the data and works it way back.

  5       BY MR. BAUM:

  6               Q.     So that you would expect the FDA to have

  7       figured this out because they looked at the data and

  8       worked up, correct?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes.

 11       BY MR. BAUM:

 12               Q.     And if they didn't actually look at the

 13       data, they just relied on the study report conclusions,

 14       that would explain possibly how they may have gone

 15       along with it?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  I have no idea how the FDA

 18               reviewed this study report.

 19                      (Document marked for identification as

 20               Heydorn Deposition Exhibit No. 10.)

 21       BY MR. BAUM:

 22               Q.     I'm going to mark this next exhibit as

 23       Exhibit 10, and it's a letter dated September 16, 2002,

 24       and it's MDL-FORP0016376, and it's from Tom Laughren
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  1       and -- who is a team leader, psychiatric drug products,

  2       division of neuropharmacological drug products for the

  3       FDA, correct?

  4               A.     Yes.

  5               Q.     And the subject is Recommendation for

  6       Nonapproval Action for Pediatric Supplement for Celexa,

  7       (Citalopram); negative results for Celexa in the

  8       treatment of Major Depressive Disorder (MDD) in

  9       pediatric patients.

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     Have you seen this document before?

 13               A.     I saw it yesterday for the first time.

 14               Q.     Let's look at the last paragraph on the

 15       first page.  It says, "Since the proposal was to use

 16       the currently approved Celexa formulations for this

 17       expanded population, there was no need for chemistry or

 18       pharmacology reviews."

 19                      Do you see that?

 20               A.     Yes.

 21               Q.     And then the next one goes, "The primary

 22       review of the clinical efficacy and safety data was

 23       done by Earl Hearst, M.D. from the clinical group."

 24                      Do you know him?
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  1               A.     No, I do not.

  2               Q.     Okay.  And then next it says, "Since

  3       there was agreement between the sponsor and FDA that

  4       these trials were negative, there was no need for a

  5       statistics review of the efficacy data."

  6                      Do you see that?

  7               A.     Yes.

  8               Q.     What does that mean to you?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  I think it's pretty

 11               self-explanatory.  There was an agreement

 12               between the sponsor and the FDA that -- I don't

 13               know what they refer to as "these trials"

 14               but...

 15       BY MR. BAUM:

 16               Q.     94404 and MD-18 were among those trials.

 17               A.     Okay.

 18                      MR. ABRAHAM:  Objection.

 19                      MS. KIEHN:  Objection.

 20       BY MR. BAUM:

 21               Q.     And so but does it appear to you that

 22       there was no need for a statistics review of the

 23       efficacy data.

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     So what does that mean to you?

  3                      MR. ABRAHAM:  Objection, calls for

  4               speculation.

  5                      THE WITNESS:  That the statistician at

  6               the FDA would not be looking at the efficacy

  7               data.

  8       BY MR. BAUM:

  9               Q.     That's what we were just talking about,

 10       correct?

 11               A.     Yeah.

 12               Q.     So they didn't actually do a workup of

 13       the statistics.  They essentially looked at the summary

 14       of the data, correct?

 15                      MR. ABRAHAM:  Objection, calls for

 16               speculation.

 17                      THE WITNESS:  I don't know what they

 18               looked at.

 19       BY MR. BAUM:

 20               Q.     But they didn't do a statistics review

 21       of the efficacy data, correct?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  That's what it says here.

 24       BY MR. BAUM:
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  1               Q.     Okay.  So if you go to Page 2 here,

  2       Section "5.0 Clinical Data" and then it has an

  3       "Efficacy Data" section, and we go to -- actually, I

  4       want to go to the next page over.  At the top of the

  5       page, the third page, it says, the total randomized

  6       sample was n=174, 89 citalopram, 85 placebo.

  7                      Do you see that?

  8               A.     Yes.

  9               Q.     That's 174 patients.  That's eight more

 10       than the 166 that were not exposed to the pink tablets,

 11       correct?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  Yes, that would appear to

 14               be correct.

 15       BY MR. BAUM:

 16               Q.     And this 174 includes the eight patients

 17       who were exposed to the tablets the pink tablets, the

 18       pink Celexa, correct?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I believe so, yes.

 21       BY MR. BAUM:

 22               Q.     And then the efficacy results, it shows

 23       that the P-value is .038.

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     And that's the P-value for the analysis,

  3       including the unblinded patients, correct?

  4                      MR. ABRAHAM:  Objection, asked and

  5               answered.

  6                      THE WITNESS:  Yes.

  7       BY MR. BAUM:

  8               Q.     If you go to the section just below the

  9       bold print, it starts with "thus."

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     So it goes, thus, it appears that the

 13       positive results for this trial are coming from the

 14       adolescent subgroup.  Note:  There was a packaging

 15       error resulting in tablets being distinguishable for

 16       drug and placebo for 9 patients (although still

 17       blinded).  A reanalysis without these patients yielded

 18       a P-value of 0.52 in favor of citalopram.  Results also

 19       significantly favor citalopram over placebo on most

 20       secondary outcomes.

 21                      Did I read that correctly?

 22               A.     Yes.

 23               Q.     That's mostly false, correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Well, at Week 8 the

  2               secondary outcomes were not in favor of

  3               citalopram.

  4       BY MR. BAUM:

  5               Q.     Okay.  So and the results without the

  6       dispensing error patients were not in favor of Celexa,

  7       were they?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Well, of course, P-value

 10               is a typo there.

 11       BY MR. BAUM:

 12               Q.     That should be .052?

 13               A.     Right.

 14               Q.     So .052 is not statistically

 15       significant, correct?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  No, it's not, but it's

 18               still in favor of citalopram.

 19       BY MR. BAUM:

 20               Q.     How is it in favor of citalopram?  It's

 21       negative -- if that were reported as the primary

 22       efficacy measure, it would have been a negative

 23       outcome, correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  But more patients -- the

  2               scores improved in the patients on citalopram,

  3               not statistically significant, but more so than

  4               patients on placebo.

  5       BY MR. BAUM:

  6               Q.     So it's a numerical improvement, but not

  7       a statistically significant improvement, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  I think that would be one

 10               way to put it, yes.

 11       BY MR. BAUM:

 12               Q.     And can a drug be approved with a

 13       statistically insignificant improvement?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  I'm not an expert on the

 16               overall drug approval process, but I don't

 17               believe so, no.

 18       BY MR. BAUM:

 19               Q.     So it wouldn't have been approved for --

 20       as an indication for adolescents or children with a

 21       P-value of .052, correct?

 22                      MR. ABRAHAM:  Objection, calls for

 23               speculation.

 24                      THE WITNESS:  That would be my guess.
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  1       BY MR. BAUM:

  2               Q.     Now, this paragraph of Dr. Laughren's

  3       essentially echoes what was in the study report

  4       language, not including -- well, essentially echoes

  5       what was in the study report, correct?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  It appears to, yes.

  8       BY MR. BAUM:

  9               Q.     And it essentially echoes what was in

 10       the PharmaNet notes planning out what was going to be

 11       put into the study report, correct?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  It's similar.

 14       BY MR. BAUM:

 15               Q.     Are you aware that this analysis of

 16       Study 18's results by Dr. Laughren was adopted by the

 17       reviewers for Lexapro without further analysis as

 18       providing evidence beyond Lexapro Study 32's isolated

 19       positive outcome for adolescents?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  No.

 22       BY MR. BAUM:

 23               Q.     Forest needed more than just a single

 24       positive study, and this analysis by Laughren
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  1       mistakenly echoing the misleading language from the

  2       MD-18 study report resulted in Lexapro getting an

  3       indication for adolescent depression with only one

  4       positive adolescent Lexapro trial.

  5                      Did you know that?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  No, I did not.

  8       BY MR. BAUM:

  9               Q.     That's inconsistent with FDA standards

 10       for approval of an indication, isn't it?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  There are instances where

 13               a single positive study is used for drug

 14               approval.

 15       BY MR. BAUM:

 16               Q.     With additional evidence, though,

 17       correct, not just one by itself?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Yes, one by itself.

 20       BY MR. BAUM:

 21               Q.     That's not what the FDA regulations say?

 22               A.     That's not the standard, but there are

 23       cases where a single positive study is considered

 24       sufficient for approval.
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  1               Q.     Okay.  So we would need to ask

  2       Dr. Laughren what he did and why with respect to this

  3       analysis of MD-18 and how it was used with MD-32,

  4       correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I certainly can't comment

  7               on what Dr. Laughren was thinking.

  8       BY MR. BAUM:

  9               Q.     Do you recall discussions with Forest

 10       and GCI or Prescott referencing avoiding addressing the

 11       negative secondary outcomes in the MD-18 manuscript

 12       publication?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  I know I've seen

 15               communications about that, yes.

 16       BY MR. BAUM:

 17               Q.     You were deposed about that in 2007?

 18               A.     Okay.

 19               Q.     So I don't want to go back and redo

 20       that.

 21               A.     Okay.

 22               Q.     I just wanted to sort of refresh your

 23       recollection that there was -- because there was going

 24       to be a short or brief --
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  1               A.     Brief communication.

  2               Q.     Brief communication, you wanted to avoid

  3       communicating the negative outcomes for the Week 8

  4       results for the secondary outcomes.

  5                      Do you recall that?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  If it's in my testimony.

  8               It's been a long time.

  9                      (Document marked for identification as

 10               Heydorn Deposition Exhibit No. 11.)

 11       BY MR. BAUM:

 12               Q.     So I'm handing you what's been marked as

 13       Exhibit 11; is that right?

 14               A.     Yes.

 15               Q.     And it's a letter dated November 14,

 16       2002 to Nancy Andreasen, editor-in-chief at the

 17       American Journal of Psychiatry.

 18                      Have you seen that before?

 19               A.     I don't recall, but I'm sure I have,

 20       since my name is on it.

 21               Q.     It has attached to it a draft of the

 22       manuscript that they want to publish, but it has, you

 23       know, you as a signatory to the letter.

 24                      Do you see that?
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  1               A.     Yes.

  2               Q.     Would this have been something that was

  3       produced in the ordinary course of Forest business?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Yes.

  6       BY MR. BAUM:

  7               Q.     Did Forest pay Prescott Medical

  8       Communications to ghost write the submission draft?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes, I'm sure Forest paid

 11               Prescott Medical Communications to generate the

 12               initial draft of the manuscript.

 13       BY MR. BAUM:

 14               Q.     Were you involved in the contract

 15       between Forest and Prescott Medical Communications to

 16       produce this manuscript of MD-18?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  I don't recall.  Do you

 19               mean the details of negotiating the contract, I

 20               don't recall.

 21       BY MR. BAUM:

 22               Q.     Okay.  Have you been in contact with any

 23       of your co-authors since the publication of MD-18?

 24               A.     No.
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  1                      MR. BAUM:  The next exhibit.

  2                      (Document marked for identification as

  3               Heydorn Deposition Exhibit No. 12.)

  4       BY MR. BAUM:

  5               Q.     So I'm handing you the manuscript

  6       publication of -- in the American Journal of Psychiatry

  7       dated June 2004, "A Randomized, Placebo-Controlled

  8       Trial of Citalopram for the Treatment of Major

  9       Depression in Children and Adolescents."

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     Have you seen this before?

 13               A.     Yes.

 14               Q.     This is your -- you were amongst the

 15       authors here, correct?

 16               A.     Yes.

 17               Q.     Why were you an author?

 18               A.     Due to the amount of work I put in on

 19       the project, I was offered a chance to be named as an

 20       author on the publication.

 21               Q.     I noticed that Charlie Flicker is not on

 22       here.

 23                      Didn't he have a lot to do with it?

 24               A.     I'm sure he did.
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  1               Q.     Why isn't he an author?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  I don't know.  I don't

  4               remember.

  5       BY MR. BAUM:

  6               Q.     What about Paul Tiseo; he had a lot to

  7       do with it too, right?

  8               A.     I don't know.  I know Paul left Forest a

  9       number of years before this was published.

 10               Q.     But the actual deciding of what data was

 11       in and what data was out was largely in the hands of

 12       people like Charlie Flicker or Paul Tiseo or Lawrence

 13       Olanoff; is that correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  It would not have been in

 16               the hands of Paul Tiseo because he had left the

 17               organization.  Charlie had also left the

 18               organization by then.

 19       BY MR. BAUM:

 20               Q.     Well, by the time the study report was

 21       generated and the initial drafts of this were

 22       generated, wasn't Dr. Flicker involved?

 23               A.     Yes.

 24               Q.     And weren't the primary decisions about
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  1       what was going to be included as the primary efficacy

  2       measure or the secondary results and the decision about

  3       whether or not to include the unblinded patients in the

  4       primary efficacy measure, did that all happen back then

  5       when they were there?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  I believe so, yes.

  8       BY MR. BAUM:

  9               Q.     Do you know why Dr. Wagner was listed as

 10       the first author?

 11               A.     No, I don't.  I don't remember.

 12               Q.     And so Dr. Robb and -- is it Findling,

 13       how do you pronounce that?

 14               A.     I'm not sure.

 15               Q.     Do you know either of them?

 16               A.     No.

 17               Q.     Do you know whether or not either of

 18       them knew that there were eight unblinded patients

 19       included in the primary efficacy measure?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  No, I do not.

 22       BY MR. BAUM:

 23               Q.     Do you think they ought to have known?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Yes, they probably should

  2               have known.

  3       BY MR. BAUM:

  4               Q.     Would that change the way this

  5       publication was written?

  6                      MR. ABRAHAM:  Objection, calls for

  7               speculation.

  8                      THE WITNESS:  Yeah, I don't know how.

  9               It may have.

 10       BY MR. BAUM:

 11               Q.     And Jianqing Jin, that's James Jin; is

 12       that correct?

 13               A.     Yes.

 14               Q.     And Marcelo Gutierrez, who is Marcelo

 15       Gutierrez?

 16               A.     He was the pharmacokineticist on the

 17       program.

 18               Q.     So he -- what did he do,

 19       pharmacokinetics?

 20               A.     Pharmacokinetics.  I assume there's

 21       plasma level data in here.  I don't recall

 22       specifically.

 23               Q.     Did you write any of the drafts of the

 24       manuscripts for this publication?
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  1               A.     I can't recall specifically.

  2               Q.     Do you recall editing them?

  3               A.     I can't specifically recall.

  4               Q.     Do you recall working with Natasha

  5       Mitchner on some of the initial drafts?

  6               A.     Yes, that I can recall.

  7               Q.     And do you recall working with -- what's

  8       Prescott's first name?

  9               A.     Mary.

 10               Q.     Mary Prescott, do you recall working

 11       with Mary Prescott on some of the drafts for this

 12       publication?

 13               A.     Yeah, I worked with Mary Prescott on a

 14       number of projects.

 15               Q.     But on the drafts for this MD-18?

 16               A.     I can't specifically remember.

 17               Q.     But neither Natasha Mitchner nor Mary

 18       Prescott appear as co-authors or any reference to them

 19       at all in this publication, correct?

 20               A.     Correct.  It was not common at that time

 21       to recognize medical communications firms'

 22       contributions to publications.

 23               Q.     And that was in order to hide that there

 24       was some ghostwriting occurring, right?

�

00267

  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  I would not characterize

  3               it that way.

  4       BY MR. BAUM:

  5               Q.     So let's go to Page 1080 and if you look

  6       at the -- wait a second -- it's the Results section

  7       starting at 1080, and I want to sort of direct your

  8       attention to Figure 1 on Page 1081, the next page over.

  9               A.     Yes.

 10               Q.     And it has -- if you look at the

 11       subjects receiving placebo, it's 85.

 12                      Do you see that?

 13               A.     Yes.

 14               Q.     And subjects receiving citalopram is 89?

 15               A.     Yes.

 16               Q.     And that adds up to 174?

 17               A.     Yes.

 18               Q.     That included the unblinded patients,

 19       correct?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  It includes the

 22               potentially unblinded patients, yes.

 23       BY MR. BAUM:

 24               Q.     Were they potentially unblinded, or were
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  1       they unblinded?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  I don't know.

  4       BY MR. BAUM:

  5               Q.     Well, what did Paul Tiseo say?

  6                      MR. ABRAHAM:  Objection, asked and

  7               answered.

  8                      THE WITNESS:  He wrote that they were

  9               unblinded.

 10       BY MR. BAUM:

 11               Q.     And Charlie Flicker?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  He wrote that they were

 14               unblinded.

 15       BY MR. BAUM:

 16               Q.     And Joan Barton?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  Yes.

 19       BY MR. BAUM:

 20               Q.     And then in your notes from the

 21       PharmaNet meeting on October 4, 2001, didn't you report

 22       that they were unblinded?

 23                      MS. KIEHN:  Objection.

 24                      MR. ABRAHAM:  Objection.
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  1       BY MR. BAUM:

  2               Q.     Record that they were unblinded?

  3                      MS. KIEHN:  No, objection, his report

  4               refers to tablets, not patients.

  5                      MR. BAUM:  Go ahead.  And I'd like you

  6               not to coach the witness.

  7                      THE WITNESS:  It says some citalopram

  8               tablets were not blinded.

  9       BY MR. BAUM:

 10               Q.     All right.  So were these patients

 11       unblinded or potentially unblinded?

 12                      MR. ABRAHAM:  Objection, asked and

 13               answered.

 14                      THE WITNESS:  I don't know.

 15       BY MR. BAUM:

 16               Q.     The people closest to it thought they

 17       were unblinded, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  You should perhaps depose

 20               them.

 21       BY MR. BAUM:

 22               Q.     Well, based on the correspondence I've

 23       shown you today, those people said it was unblinded,

 24       correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  Yes.

  3       BY MR. BAUM:

  4               Q.     Now, this table on Page 1081 says that

  5       citalopram achieved statistically significant

  6       improvement over placebo amongst this group of subjects

  7       of children and adolescents, correct, on the CDRS

  8       rating scale?

  9               A.     You mean the figure?

 10               Q.     Yes.

 11               A.     Yes.

 12               Q.     That is only achieved with the unblinded

 13       patients included, correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Yes.

 16       BY MR. BAUM:

 17               Q.     And if the unblinded patients were

 18       excluded, it would not show a statistically significant

 19       difference, correct?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  No, it would not.

 22       BY MR. BAUM:

 23               Q.     If you turn to -- back to the abstract

 24       on Page 1079, it says that there -- if you look on the
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  1       Results section, it says effect size, 2.9.

  2                      Do you see that?

  3               A.     Yes.

  4               Q.     Does that refresh your recollection that

  5       there is an effect size that was added to this

  6       manuscript -- or included in this manuscript, sorry?

  7               A.     It's clearly included in the manuscript.

  8               Q.     Did you have anything to do with its

  9       inclusion?

 10               A.     No.

 11               Q.     Do you know what it means?

 12               A.     No.

 13               Q.     Do you know whether or not it's a

 14       correct figure?

 15               A.     No.

 16               Q.     All right.  Is there anyplace in this

 17       article where it references the unblinding issue?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  I have not read the

 20               article recently, but I would guess probably

 21               not.

 22       BY MR. BAUM:

 23               Q.     Why is that?

 24               A.     I don't know.
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  1               Q.     So shouldn't the prescribing physicians

  2       who would be reading this article and academics who

  3       might be reading this article have a right to know

  4       there was an unblinding problem with CIT-MD-18?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Yes.

  7       BY MR. BAUM:

  8               Q.     Let's go back to Page 1081.  On the

  9       right-hand side on the next to last paragraph there's

 10       -- it starts with "citalopram treatment."

 11                      Do you see that?

 12               A.     Yes.

 13               Q.     The last sentence says, "For the CGI

 14       severity rating, baseline values were 4.4 for the

 15       citalopram group and 4.3 for the placebo group, and

 16       endpoint values (last observation carried forward) were

 17       3.1 for the citalopram group and 3.3 for the placebo

 18       group."

 19                      Do you see that?

 20               A.     Yes.

 21               Q.     Does it say anything about those not

 22       being statistically significant at Week 8?

 23               A.     It's not addressed either way.

 24               Q.     But at Week 8 those were negative,
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  1       correct?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  I believe so, yes.

  4       BY MR. BAUM:

  5               Q.     So instead of reporting the statistical

  6       significance at Week 8, it reported the numerically

  7       higher results without referencing the results that

  8       were not statistically significant, right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes.

 11       BY MR. BAUM:

 12               Q.     So this language here suggests that the

 13       secondary outcome measures outperform placebo, correct?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Not adding the statistical

 16               significance would suggest that they were not

 17               statistically significant to someone who knew

 18               -- knows the area.

 19       BY MR. BAUM:

 20               Q.     But to physicians who are reading this,

 21       does this clearly indicate that the secondary outcome

 22       measures did not significantly outperform placebo?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  Yes.
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  1       BY MR. BAUM:

  2               Q.     It does?

  3               A.     Yes, to me it does.

  4               Q.     To a physician?

  5               A.     I don't know what physicians think.

  6               Q.     Okay.

  7               A.     But the lack of a clear statement about

  8       statistical difference would suggest there is not a

  9       statistically significant difference.

 10               Q.     It would be more clear if they had

 11       stated there was a numerical --

 12               A.     Things can always be stated more

 13       clearly.  It's very clear to me.

 14               Q.     Okay.  Let's go to 1082 in the

 15       Discussion section.  It says, "This randomized,

 16       placebo-controlled, double-blind trial provides

 17       evidence that citalopram produces a statistically and

 18       clinically significant reduction in depressive symptoms

 19       in children and adolescents."

 20                      Do you see that?

 21               A.     Yes.

 22               Q.     That's not actually true if you exclude

 23       the unblinded patients, correct?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  Yes.

  2       BY MR. BAUM:

  3               Q.     You agree with me; is that correct?

  4               A.     Yes.

  5               Q.     That's not a true statement if you

  6       exclude the unblinded patients?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  It's not statistically

  9               significant.

 10       BY MR. BAUM:

 11               Q.     Do you know who wrote that statement?

 12               A.     No, I don't.

 13               Q.     Is there any reference in this

 14       publication to the FDA's having rejected Forest's

 15       request for a pediatric MDD indication for Celexa?

 16               A.     No.

 17               Q.     Isn't that an important piece of

 18       information for physicians to weigh when deciding when

 19       to prescribe Celexa to a child?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  Physicians should be aware

 22               of what's in the package insert.  That's what's

 23               approved by the FDA.

 24       BY MR. BAUM:
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  1               Q.     Isn't this publication intended to

  2       provide information to help physicians decide whether

  3       to prescribe Celexa to children?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Yes.

  6       BY MR. BAUM:

  7               Q.     And should it include all of the pros

  8       and cons of doing that so that they're making an

  9       informed decision?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Yes.

 12       BY MR. BAUM:

 13               Q.     And do you think it's important in

 14       weighing the pros and cons to know that the FDA

 15       rejected Forest's request for an MDD indication for

 16       Celexa?

 17               A.     That's not the kind of information that

 18       routinely appears in publications, and physicians have

 19       access to the package insert that includes the approved

 20       indications for every compound.

 21               Q.     Do you think it would have been

 22       important for physicians to know that Forest had agreed

 23       that Celexa -- the studies 94404 and MD-18 were

 24       negative --

�

00277

  1                      MR. ABRAHAM:  Objection.

  2       BY MR. BAUM:

  3               Q.     -- in their presentation to

  4       Dr. Laughren?

  5                      MR. ABRAHAM:  Objection, calls for

  6               speculation.

  7                      THE WITNESS:  Can you repeat the

  8               question.

  9       BY MR. BAUM:

 10               Q.     Do you remember the letter that went to

 11       Dr. Laughren?

 12               A.     Right.

 13               Q.     You want to flip back to that.  If you

 14       look on the first page, bottom paragraph, it says that

 15       the sponsor agreed that the studies were negative?

 16                      MS. KIEHN:  Objection.  Misquotes the

 17               document.

 18                      THE WITNESS:  Since there was an

 19               agreement between the sponsor and FDA that

 20               these trials were negative.

 21       BY MR. BAUM:

 22               Q.     Right.

 23               A.     Yes.

 24               Q.     Do you think that would be an important
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  1       piece of information for physicians to know before

  2       prescribing Celexa to children?

  3                      MR. ABRAHAM:  Objection, calls for

  4               speculation.

  5                      THE WITNESS:  If the information is not

  6               in the package insert, it suggests it shows

  7               it's not approved by the agency for use in that

  8               population.

  9       BY MR. BAUM:

 10               Q.     Well, that's a little bit different than

 11       actually conceding and concluding and telling the FDA

 12       that they were negative, isn't it?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  I'm not sure I follow.

 15       BY MR. BAUM:

 16               Q.     All right.  Well, there's no reference

 17       to 94404 in this -- in this publication, correct?

 18               A.     Correct.

 19               Q.     And there's no reference to the FDA and

 20       the sponsor agreeing that 94404 and MD-18 were

 21       negative, correct?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  It's not information that

 24               goes into a publication.
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  1       BY MR. BAUM:

  2               Q.     I'm just saying it's not here, is it?

  3               A.     It is not there, no.

  4               Q.     Okay.  And there's no reference in here

  5       that when the unblinded patients were excluded, it was

  6       not a statistically significant outcome on the primary

  7       efficacy measure, correct?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Correct.

 10       BY MR. BAUM:

 11               Q.     And the observed cases, Week 8 outcome

 12       being negative is not in here either, right?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  One generally doesn't

 15               include all secondary outcomes in a

 16               publication.

 17       BY MR. BAUM:

 18               Q.     But there was plenty of space in this

 19       brief to discuss the positive -- numerically positive

 20       outcome versus secondary outcome measures, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  You mean the --

 23       BY MR. BAUM:

 24               Q.     In the manuscript, at Page 1081, there's
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  1       a paragraph that discusses the improvements that were

  2       made under the secondary outcomes, and there's no

  3       reference to the Week 8 outcomes being negative, right?

  4               A.     Correct.

  5               Q.     And there's no reference to the observed

  6       cases being negative at Week 8 either, correct?

  7               A.     Correct.

  8               Q.     And there's no reference to the

  9       unblinded patients' results showing that it was

 10       negative in the primary efficacy measure, correct?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  Correct.

 13       BY MR. BAUM:

 14               Q.     Do you know if this Forest sponsored

 15       medical journal article was used by Forest sales reps

 16       in promoting Celexa use in the treatment of children

 17       and adolescents?

 18               A.     I do not know.  I had left Forest by the

 19       time this was published.

 20               Q.     Do you know that the posters that were

 21       based on the -- well, we've already covered that.  Let

 22       me go to the next exhibit.

 23                      MR. BAUM:  We're almost done.  Can I

 24               take a break for a moment?
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  1                      MS. KIEHN:  Yep.

  2                      THE VIDEOGRAPHER:  The time is 4:38 p.m.

  3               We're off the record.

  4                      (Brief recess.)

  5                      THE VIDEOGRAPHER:  The time is 4:49 p.m.

  6               This is the beginning of Disk 5.  We're on the

  7               record.

  8                      MR. BAUM:  So we're going to go to the

  9               next Exhibit, which is 13.

 10                      (Document marked for identification as

 11               Heydorn Deposition Exhibit No. 13.)

 12       BY MR. BAUM:

 13               Q.     Which is some letters to the editor

 14       regarding the American Journal of Psychiatry

 15       publication dated April 2005.

 16                      Have you seen this before?

 17               A.     I saw it yesterday for the first time.

 18               Q.     You never saw this before?

 19               A.     No, not that I recall.

 20               Q.     Forest didn't contact you and let you

 21       know that there was some criticism about the article

 22       you published?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  I don't recall being
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  1               contacted.

  2       BY MR. BAUM:

  3               Q.     All right.  Well, let's take a look at

  4       the first one on Page 817, which is from Drs. Andres

  5       Martin, Walter Gilliam, Jeffrey Bostic and Joseph Rey.

  6                      Do you see that?

  7               A.     Yes.

  8               Q.     Do you know who Andres Martin is?

  9               A.     No.

 10               Q.     Do you know who Jeffrey Bostic is?

 11               A.     That name rings a bell.

 12               Q.     Do you recognize him as being a key

 13       opinion leader spokesperson for Forest on pediatric use

 14       of Celexa?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  The name rings a bell.  I

 17               wouldn't known what area he was an expert in.

 18       BY MR. BAUM:

 19               Q.     You weren't aware that he was one of the

 20       chief lecturers and got paid around $750,000 by Forest

 21       to present lectures on pediatric use of Celexa?

 22                      MR. ABRAHAM:  Objection.

 23                      THE WITNESS:  No, I was not aware of

 24               that.
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  1       BY MR. BAUM:

  2               Q.     All right.  So this is -- the only

  3       reason I point that out is that you've got a guy who

  4       was like a key opinion leader for Forest on the

  5       pediatric use of Celexa writing a criticism of your

  6       paper?

  7                      MR. ABRAHAM:  Objection.

  8                      MS. KIEHN:  Is there a question?

  9       BY MR. BAUM:

 10               Q.     Did you notice that?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  I see his name is on the

 13               letter to the editor, whatever this is.

 14       BY MR. BAUM:

 15               Q.     Okay.  So you weren't surprised to see

 16       Dr. Bostic down there as a co-author on this critique?

 17               A.     I really had no opinion, no, one way or

 18       the other.  By the time this came out, I had left the

 19       area and been doing something else for at least two

 20       years.

 21               Q.     So this first one is titled "Child

 22       Psychopharmacology, Effect Sizes and the Big Bang."

 23                      Do you see that?

 24               A.     Yes, I see that.
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  1               Q.     And to the editor: we read with interest

  2       the article by Karen Dineen Wagner, M.D., Ph.D., et.al.

  3       We were surprised to find the authors reporting on an

  4       overall effect size of 2.9.

  5                      Do you remember my pointing out to you

  6       that 2.9 --

  7               A.     Yes.

  8               Q.     -- in the abstract?

  9                      With the commonly cited criteria set

 10       forth by Cohen, effect sizes can be considered trivial,

 11       that's less than .2 to -- greater than -- trivial is

 12       less than -- how did I read this?  I think it's less

 13       than .2 is trivial.  Greater than -- this is wrong

 14       here.

 15                      It's considered trivial less than 0.2,

 16       small 0.2 to 0.5, moderate 0.5 to 0.8 or large, greater

 17       than .80.

 18                      Do you see that?

 19               A.     Yes.

 20               Q.     By these metrics, the reported effect

 21       size can be characterized as gargantuan, big-bang

 22       worthy.  So they're being kind of facetious there,

 23       right?

 24                      MR. ABRAHAM:  Objection.
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  1                      THE WITNESS:  I don't know what their

  2               frame of mind was, but I would think so.

  3       BY MR. BAUM:

  4               Q.     The value does not appear to be a benign

  5       typographical error for 0.29, given that 2.9 appears

  6       twice.  Only 36% -- going further down it says, only

  7       36% of the patients treated with citalopram responded.

  8       That means 64% didn't respond, right?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  I don't know.

 11       BY MR. BAUM:

 12               Q.     Well, if only 36% responded, the rest

 13       didn't, right?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  Seems reasonable, yes.

 16       BY MR. BAUM:

 17               Q.     That's more than half, right; the

 18       majority didn't respond?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  In antidepressant trials

 21               that's not unusual.

 22       BY MR. BAUM:

 23               Q.     But the majority didn't respond,

 24       correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  Correct, not unusual in a

  3               lot of clinical research.

  4       BY MR. BAUM:

  5               Q.     Okay.  So 24% of those -- compared to

  6       24% of those with placebo (for a lukewarm number needed

  7       to treat 8).

  8                      Do you know what that means?

  9               A.     No, I don't.

 10               Q.     "These results, while modest, are

 11       respectable in their own right and nothing to sneeze at

 12       in a clinical area that has been short on proven

 13       therapeutic options.  But a Majestic sequoia of 2.9

 14       they are not."

 15                      Did I read that correctly?

 16               A.     Yes, you did.

 17               Q.     Now, they're criticizing the use of this

 18       2.9, or their reference to this 2.9 as an effect size

 19       for the article in which you're an author, correct?

 20               A.     Yes.

 21               Q.     And it's also interesting that they're

 22       referring to this, these results, the 36% of the

 23       patients responded compared to 24% on placebo, that

 24       included the unblinded patients, correct?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  I don't know.

  3       BY MR. BAUM:

  4               Q.     Well, the unblinded -- this is referring

  5       to -- if you go back to the article itself, and if you

  6       go to the abstract, that's the shortcut, and under

  7       Results, it says, "The difference in response rate at

  8       week 8 between placebo (24%) and citalopram (36%) was

  9       also statistically significant."

 10                      And --

 11               A.     Okay.

 12               Q.     And the N numbers were 174, not 166,

 13       correct?

 14               A.     Correct.

 15               Q.     So they included the unblinded patients

 16       to arrive at this modest lukewarm effect size, correct?

 17                      MR. ABRAHAM:  Objection.

 18       BY MR. BAUM:

 19               Q.     Even with them in, it was modest?

 20                      MR. ABRAHAM:  Objection.

 21                      THE WITNESS:  In the opinion of these

 22               authors, yes.

 23       BY MR. BAUM:

 24               Q.     And Jeffrey Bostic was actually an
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  1       opinion leader for -- key opinion leader for Forest.

  2                      Did you know that?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  You just mentioned that.

  5                      MR. ABRAHAM:  Asked and answered.

  6       BY MR. BAUM:

  7               Q.     So let's go up to the -- you don't know

  8       whether or not that 2.9 was a mistake?

  9               A.     I don't know.

 10               Q.     Do you know who within Forest would know

 11       that?

 12                      MR. ABRAHAM:  Objection.

 13       BY MR. BAUM:

 14               Q.     Probably Jin?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  I would speculate it would

 17               be a statistician.

 18       BY MR. BAUM:

 19               Q.     Okay.  So on Page 819 of this exhibit,

 20       it's Dr. Wagner and colleagues' reply.

 21                      Do you see that?

 22               A.     Yes.

 23               Q.     And the persons replying are Wagner,

 24       Robb, Findling and Jin.
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  1                      Do you see that?

  2               A.     Yes.

  3               Q.     You're not on that list?

  4               A.     No.

  5               Q.     Do you know why?

  6               A.     I don't know why.  I wasn't aware that

  7       they were -- I wasn't aware there were letters to the

  8       editor and that a response was needed.

  9               Q.     Okay.  And so on the last paragraph on

 10       the first column that starts "Dr. Martin."

 11                      Do you see that?

 12               A.     Yes.

 13               Q.     It says, "Dr. Martin and colleagues

 14       inquire about the value of 2.9, which was calculated as

 15       the quotient of the least square mean, divided by the

 16       common standard error of the mean for each treatment

 17       group."

 18                      Do you understand any of that?

 19               A.     Barely.

 20               Q.     What do you barely understand of it?

 21               A.     The least squared mean is a

 22       calculation -- some calculation of the mean score, and

 23       the standard area is a measure of the variability in

 24       the data across the population.

�

00290

  1               Q.     Should I get Jin to explain that to me?

  2               A.     Yes, please too.

  3               Q.     Okay.  And then "With Cohen's method,

  4       the effect size was the 0.32."

  5                      Do you see that?

  6               A.     Yes.

  7               Q.     And then referring back to the letter to

  8       the editor by Martin, Gilliam and Bostic on Page 817,

  9       you've got these Cohen effect sizes?

 10               A.     Yes.

 11               Q.     Are you familiar with Cohen effect

 12       sizes; have you ever heard of those before?

 13               A.     No.

 14               Q.     Well, where would .32 fit in on this

 15       scale that's referenced here?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  Small.

 18       BY MR. BAUM:

 19               Q.     So even with the unblinded patients

 20       included, it was a small effect size, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  If the calculation of the

 23               effect size was correct, yes, I have no way of

 24               knowing.
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  1       BY MR. BAUM:

  2               Q.     That's a pretty big difference .32

  3       versus 2.9, isn't it?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  Not knowing anything about

  6               the area, I can't comment.

  7       BY MR. BAUM:

  8               Q.     Okay.  It looks like Drs. Martin and

  9       Bostic kind of spotted an obvious problem?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I don't know.

 12       BY MR. BAUM:

 13               Q.     Okay.  Let's look at the second letter

 14       then, the one from Remy Barbe, M.D.?

 15               A.     Okay.

 16               Q.     Do you know how to pronounce that?

 17               A.     Barbe -- I don't know, no.

 18               Q.     And it starts on the bottom of 817.  At

 19       the last part of that on the last paragraph of that

 20       letter, it says, finally, it is somewhat surprising

 21       that the authors do not compare their results with

 22       those of another trial, involving 244 adolescents

 23       (13-18 year olds), that showed no evidence of efficacy

 24       of citalopram compared to placebo and a higher level of
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  1       self-harm, (16 [12.9%] of 124 versus nine [7.5%] of

  2       120) in the citalopram group compared to the placebo

  3       group.  Although these data were not available to the

  4       public until December of 2003, one would expect that

  5       the authors, some of whom are employed by the company

  6       that produces citalopram in the United States and

  7       financed the study, had access to this information.

  8                      Did I read that correctly?

  9               A.     Yes.

 10               Q.     And the trial referred to by Dr. Barbe's

 11       letter to the editor, that's the Lundbeck 94404 trial,

 12       right?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  I assume so.

 15       BY MR. BAUM:

 16               Q.     And you were aware of the 94404 results

 17       as early as 2001; is that correct?

 18               A.     I was certainly --

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  -- aware of them.  I don't

 21               know exactly what date I was aware of them.

 22       BY MR. BAUM:

 23               Q.     You testified regarding when you found

 24       out about it in your prior deposition, and I'm just
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  1       going to like rely on that for the time period?

  2               A.     That's fine.

  3               Q.     But it predated the manuscript being

  4       sent to Andreason and the American Journal of

  5       Psychiatry, correct?

  6               A.     If it was 2001, then, yes, that was sent

  7       in 2002.

  8               Q.     So you knew about the 94404 results and

  9       so did Flicker, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  Yes.

 12       BY MR. BAUM:

 13               Q.     And they weren't included in this study,

 14       correct, in this manuscript, correct?

 15               A.     Yes.

 16               Q.     Now, if you go to Page 819 at the next

 17       to the last paragraph, it goes -- they respond to

 18       Dr. Barbe by saying, it may be considered premature to

 19       compare the results of this trial with unpublished data

 20       from the results of a study that was not -- has not

 21       undergone the peer-review process.  Once the

 22       investigators involved in the European citalopram

 23       adolescent depression study publish the results in a

 24       peer-reviewed journal, it will be possible to compare
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  1       their study population, methods, and results with our

  2       study with appropriate scientific rigor.

  3                      Do you see that?

  4               A.     Yes, I do.

  5               Q.     Now, that's not actually true, is it?

  6                      MR. ABRAHAM:  Objection.

  7                      THE WITNESS:  Well, yeah, I believe it

  8               is true.

  9       BY MR. BAUM:

 10               Q.     Well, the 94404 study report was done by

 11       then, wasn't it?

 12               A.     I don't recall when it was done but --

 13       by 2004?

 14               Q.     Yes.

 15               A.     Yes, it was done by them.

 16               Q.     And you participated in editing it,

 17       didn't you?

 18               A.     Yes, I reviewed it and edited it.

 19               Q.     And so it did get some scientific review

 20       by the scientists at Forest, correct?

 21                      MR. ABRAHAM:  Objection.

 22                      THE WITNESS:  I would hardly consider

 23               myself an expert --

 24       BY MR. BAUM:
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  1               Q.     Well, it was people --

  2               A.     -- in pediatric depression.

  3               Q.     Yeah, but it was you and Flicker, and

  4       who else?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I don't recall who else

  7               reviewed it.

  8       BY MR. BAUM:

  9               Q.     But it resulted in a study report that

 10       you considered sufficiently accurate to convey to the

 11       FDA, correct?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  It was conveyed to the

 14               FDA, yes.

 15       BY MR. BAUM:

 16               Q.     To get the pediatric indication or the

 17       patent extension, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  Well, we certainly didn't

 20               get the pediatric indication.

 21       BY MR. BAUM:

 22               Q.     But it was submitted to the FDA?

 23               A.     It was submitted to the FDA.

 24               Q.     So it had sufficient scientific rigor at
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  1       that point to have been submitted to the FDA, correct?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  It was submitted to the

  4               FDA, yes.

  5       BY MR. BAUM:

  6               Q.     And you guys had vetted it for you at

  7       Forest, and Lundbeck had vetted it for accuracy before

  8       it was submitted to the FDA, correct?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Yes.

 11       BY MR. BAUM:

 12               Q.     So this statement here, "it may be

 13       considered premature to compare the results," do you

 14       see that?

 15               A.     Yes.

 16               Q.     It's trying to fend off why they didn't

 17       convey it inaccurately, correct?

 18                      MR. ABRAHAM:  Objection, calls for

 19               speculation.

 20                      THE WITNESS:  This was not our data.

 21               This was Lundbeck's data.

 22       BY MR. BAUM:

 23               Q.     Do you recall the e-mail correspondence

 24       you had with Lundbeck where there was a discussion
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  1       about getting the positive data out before the negative

  2       data?

  3               A.     Yes.

  4               Q.     Isn't that what happened?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  Certainly MD-18 was

  7               published before 94404, yes.

  8       BY MR. BAUM:

  9               Q.     And that was planned, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  That was a goal.

 12       BY MR. BAUM:

 13               Q.     It was intended?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  We had no control over the

 16               Lundbeck investigators.

 17       BY MR. BAUM:

 18               Q.     Is that true?  Because you had

 19       correspondence with Lundbeck over whether or not to

 20       have the positive data come out first and that there

 21       was a benefit to Forest and Lundbeck who was profiting

 22       as well from having the negative data come out after

 23       the positive data, right?

 24                      MR. ABRAHAM:  Objection.
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  1                      MS. KIEHN:  Objection.  You're

  2               completely mischaracterizing the

  3               correspondence.

  4                      THE WITNESS:  I believe my statement was

  5               I had no contact with the Lundbeck

  6               investigators.

  7       BY MR. BAUM:

  8               Q.     Who did you have contact with at

  9       Lundbeck?

 10               A.     I had contact with individuals at

 11       Lundbeck, not their independent investigators.

 12               Q.     Okay.  So you -- that Forest and

 13       Lundbeck planned to have the positive data come out

 14       before the negative data, correct?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  That was the goal.

 17       BY MR. BAUM:

 18               Q.     Okay.

 19               A.     They were clearly different patient

 20       population that would help explain the different

 21       results.

 22               Q.     Was it interpretable data?

 23               A.     In their population I believe it was.

 24       It was published, so I'm assuming it was interpretable.
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  1               Q.     And it was published as negative data,

  2       correct?

  3               A.     Yes.

  4               Q.     And Forest told the FDA that it was

  5       negative, right?

  6               A.     Yes.

  7               Q.     But it wasn't included in the manuscript

  8       that was published in the American Journal of

  9       Psychiatry?

 10               A.     That manuscript was on MD-18.

 11               Q.     Because you wanted to get the positive

 12       data out regarding MD-18 before the negative data of

 13       94404, right?

 14                      MR. ABRAHAM:  Objection.

 15                      THE WITNESS:  We didn't have the right

 16               to refer to the Lundbeck data in our paper.

 17       BY MR. BAUM:

 18               Q.     You had the right to refer to it to the

 19       FDA, so it was good enough to refer to it to the FDA to

 20       get the patent extension, it was good enough to report

 21       to the FDA to get a pediatric indication, but it wasn't

 22       good enough to give to the public or to academics who

 23       would be reviewing this data to determine whether or

 24       not to prescribe it to kids?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  That was Lundbeck's

  3               decision, as I recall.

  4       BY MR. BAUM:

  5               Q.     Wasn't Lundbeck Forest's partner in

  6       getting this drug distributed and sold in the US?

  7                      MR. ABRAHAM:  Objection.

  8                      THE WITNESS:  Yes.

  9       BY MR. BAUM:

 10               Q.     And both Lundbeck and Forest profited

 11       from having the sales occur in the US?

 12                      MR. ABRAHAM:  Objection.

 13                      THE WITNESS:  I don't know what the

 14               financial relationship was between Forest and

 15               Lundbeck.

 16       BY MR. BAUM:

 17               Q.     You know that there was a financial

 18       relationship, though, right?

 19               A.     Yes.

 20               Q.     And that they both benefited or they

 21       both received income from the sale of Celexa in the US,

 22       correct?

 23                      MR. ABRAHAM:  Objection.

 24                      THE WITNESS:  That's my understanding,
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  1               yes.

  2       BY MR. BAUM:

  3               Q.     And they both received income from

  4       pediatric sales of Celexa in the US, correct?

  5                      MR. ABRAHAM:  Objection.

  6                      THE WITNESS:  I would assume so.

  7       BY MR. BAUM:

  8               Q.     And they received income from pediatric

  9       sales of Lexapro, correct?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  I would assume so, but

 12               we're not discussing Lexapro here.

 13       BY MR. BAUM:

 14               Q.     Well, actually, we are, because MD-18

 15       was used to justify and get an indication for Lexapro,

 16       correct?

 17                      MR. ABRAHAM:  Objection.

 18                      THE WITNESS:  That's what I've been

 19               told.

 20       BY MR. BAUM:

 21               Q.     And if MD-18 was actually negative when

 22       you take out the unblinded patients, then it wouldn't

 23       actually justify a Lexapro indication for adolescents,

 24       would it?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  That would be an FDA

  3               decision.

  4       BY MR. BAUM:

  5               Q.     If the FDA didn't actually look at the

  6       statistics and just relied on the characterization of

  7       the documentation, then they might have made a mistake,

  8       huh?

  9                      MR. ABRAHAM:  Objection, calls for

 10               speculation.

 11                      THE WITNESS:  I don't know.

 12       BY MR. BAUM:

 13               Q.     Well, did --

 14               A.     I'm sorry.  I'm looking for

 15       Dr. Laughren's letter.

 16               Q.     Okay.  That's it.

 17               A.     So this letter refers specifically to

 18       the citalopram application.  I don't know what sort of

 19       review was done when MD-18 was submitted in support of

 20       Lexapro.

 21               Q.     So if MD-18 were submitted in support of

 22       Lexapro and they used the results that included the

 23       unblinded patients, that would be a flawed use of MD-18

 24       since it didn't outperform placebo with the unblinded
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  1       patients out, right?

  2                      MR. ABRAHAM:  Objection.

  3                      THE WITNESS:  I have no knowledge of

  4               what the FDA did in its review of MD-18 in

  5               support of the Lexapro pediatric indication.

  6       BY MR. BAUM:

  7               Q.     Okay.  Let's go to this next -- this

  8       next letter is from Mathews, Adetunji and a bunch of

  9       other people whose names I can barely pronounce.  I can

 10       pronounce Abraham.

 11               A.     Mathews there.

 12               Q.     Yeah, the rest of them are hard to

 13       pronounce, but, in any case, you see this letter from

 14       these doctors, correct?

 15               A.     Yes.

 16               Q.     And this says about halfway down the

 17       second column on the right, "our greatest concern."

 18                      Do you see that?

 19               A.     Yes.

 20               Q.     "Our greatest concern is with the

 21       results and conclusions drawn.  There is no table

 22       showing the results in detail.  The authors have only

 23       stated that 36% of citalopram-treated patients met the

 24       criteria for response, compared to 24% of patients
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  1       receiving placebo.  This response rate, while in itself

  2       marginal compared to other studies of antidepressants,

  3       does not in itself show that citalopram is better than

  4       placebo."

  5                      Do you see that?

  6               A.     Yes.

  7               Q.     Then in the next paragraph, it goes

  8       through -- they calculated the absolute benefit

  9       increase of using citalopram as .12.

 10                      Do you see that?

 11               A.     Yes.

 12               Q.     Do you know what that means?

 13               A.     No.

 14               Q.     I should rely on a statistician like Jin

 15       to tell me that, or maybe Flicker?

 16                      MR. ABRAHAM:  Objection.

 17                      THE WITNESS:  I would say a

 18               statistician.

 19       BY MR. BAUM:

 20               Q.     Okay.  It goes that the odds ratio --

 21       the odds of improving while taking citalopram compared

 22       to placebo was 1.75.

 23                      You see that?

 24               A.     Yes.
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  1               Q.     "The number needed to treat, i.e., the

  2       number of children need to be treated for citalopram

  3       for one additional positive outcome was eight."

  4                      Do you see that?

  5               A.     Yes.

  6               Q.     "None of these shows that citalopram is

  7       any better than placebo."

  8                      Do you see that?

  9               A.     Yes.

 10               Q.     So even with the unblinded patients

 11       included, these physicians are pointing out that the

 12       clinical efficacy was not enough to show an improvement

 13       over placebo, correct?

 14               A.     That appears --

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  That appears to be their

 17               opinion.

 18       BY MR. BAUM:

 19               Q.     Now, what do you think these physicians

 20       would have thought if they had had the unblinded

 21       patients' data excluded?

 22                      MR. ABRAHAM:  Objection, calls for

 23               speculation.

 24                      THE WITNESS:  Yeah, I have no idea.
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  1       BY MR. BAUM:

  2               Q.     They would have had even more negative a

  3       view of the results of MD-18, correct?

  4                      MR. ABRAHAM:  Same objection.

  5                      THE WITNESS:  I don't know.

  6       BY MR. BAUM:

  7               Q.     What do you think?

  8                      MR. ABRAHAM:  Objection.

  9                      THE WITNESS:  Possibly.

 10       BY MR. BAUM:

 11               Q.     Last line here of their letter says, "We

 12       are surprised that the most respected psychiatric

 13       journal in the world published a study that is

 14       misleading to their readers in the extreme."

 15                      Do you see that?

 16               A.     Yes.

 17               Q.     It would be even more misleading if they

 18       had known about the unblinding, correct?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I guess, yes.

 21       BY MR. BAUM:

 22               Q.     Okay.

 23               A.     In their opinion.

 24               Q.     Your opinion?
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  1                      MR. ABRAHAM:  Objection.

  2                      THE WITNESS:  My opinion is the compound

  3               works in children and adolescents, in spite of

  4               the insignificant P-value.

  5       BY MR. BAUM:

  6               Q.     It outperforms placebo?

  7               A.     Numerically outperforms placebo, we've

  8       been over this.

  9               Q.     But not statistically significantly?

 10               A.     It doesn't reach the .05 level.

 11               Q.     So it wouldn't have gotten an

 12       indication, correct?

 13                      MR. ABRAHAM:  Objection.

 14                      THE WITNESS:  It didn't.

 15       BY MR. BAUM:

 16               Q.     Right, and it would not have gotten one

 17       by itself with a .052 P-value, correct?

 18                      MR. ABRAHAM:  Objection.

 19                      THE WITNESS:  No.

 20       BY MR. BAUM:

 21               Q.     Do you have any regrets about your

 22       involvement with the CIT-MD-18 based on what I've shown

 23       you today?

 24               A.     I wish we had done things a little
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  1       differently.

  2               Q.     Like what?

  3               A.     I wish I had known for certain whether

  4       the patients, those nine patients were unblinded, but

  5       obviously I don't know.  You showed me a lot of

  6       documents today suggesting that people knew the

  7       patients were unblinded.  I don't know for a fact that

  8       they knew that.  All I know is what they wrote on the

  9       paper.  I wish I was aware of the correspondence with

 10       the FDA.

 11               Q.     Do you think, based on what I've shown

 12       you today, that Forest misled anyone about the results

 13       of MD-18?

 14               A.     It probably should have been more

 15       forthcoming.

 16               Q.     If you had known what I've shown you

 17       today, would you have changed anything in your first

 18       draft of the study report?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I don't believe I've seen

 21               my first draft of the study report.  I saw the

 22               final draft of the study report.

 23       BY MR. BAUM:

 24               Q.     Would you have changed anything in the
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  1       final study report?

  2                      MR. ABRAHAM:  Objection, calls for

  3               speculation.

  4                      THE WITNESS:  If I were the only one

  5               involved in writing it, I probably would have

  6               written it somewhat differently.

  7       BY MR. BAUM:

  8               Q.     In what way?

  9                      MR. ABRAHAM:  Objection.

 10                      THE WITNESS:  Probably emphasizing more

 11               of the results at Week 8, clarifying some

 12               things, and I'm not sure how I would have

 13               handled the potential unblinding situation.

 14               I'd have to give that some thought.

 15       BY MR. BAUM:

 16               Q.     Wouldn't you have had to have stated

 17       that they weren't potentially unblinded, they were

 18       actually unblinded?

 19                      MR. ABRAHAM:  Objection.

 20                      THE WITNESS:  I don't know that for a

 21               fact.

 22       BY MR. BAUM:

 23               Q.     I just want to now --

 24               A.     But I would like to say that all of the
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  1       information was included in the study report.

  2               Q.     Okay.  But it was mischaracterized in

  3       the study report too, right?

  4                      MR. ABRAHAM:  Objection.

  5                      THE WITNESS:  It could have been

  6               characterized differently.

  7       BY MR. BAUM:

  8               Q.     Thank you.

  9                      So I'm going to hand you what we're

 10       going to mark as Exhibit 14.

 11                      (Document marked for identification as

 12               Heydorn Deposition Exhibit No. 14.)

 13       BY MR. BAUM:

 14               Q.     And this is an Editors' Note from the

 15       American Journal of Psychiatry dated August 2009.

 16                      Do you see that?

 17               A.     Yes.

 18               Q.     Have you ever seen that before?

 19               A.     Yes, I saw it this morning for the first

 20       time.

 21               Q.     So here it says, The article "A

 22       Randomized Placebo-Controlled Trial of Citalopram for

 23       the Treatment of Major Depression in Children and

 24       Adolescents," published in June 2004 in the American
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  1       Journal of Psychiatry is alleged by the United States

  2       Department of Justice in an ongoing suit to have been

  3       written and submitted to the Journal by a commercial

  4       medical writer on behalf of Forest Laboratories.

  5                      Do you see that?

  6               A.     Yes.

  7               Q.     And then we requested responses from

  8       Drs. Wagner, Robb, Findling (authors in their role as

  9       investigators in the clinical trial at their respective

 10       universities), Dr. William E. Heydorn, that's you,

 11       correct?

 12               A.     Yes, that's me.

 13               Q.     The senior Forest laboratory study

 14       director and Forest Laboratories.

 15               A.     I would like to point out that that

 16       parenthetical is not correct.

 17               Q.     Okay.  So it says they requested

 18       responses from you.

 19                      Did you ever get a request from the

 20       American Journal of Psychiatry for a response to these

 21       letters, to this editors' note?

 22               A.     Yeah, you know, I vaguely recall getting

 23       something a number of years ago.

 24               Q.     How did you respond?
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  1               A.     It was six years after the publication.

  2       I don't believe I responded.  I had moved on in my

  3       career at that point, and I'd also like to object to

  4       the wording "ongoing suit to have been written and

  5       submitted to the Journal by a commercial medical writer

  6       on behalf of Forest Laboratories, Incorporated."  It

  7       was not submitted on behalf of Forest by a commercial

  8       medical writer.  It was submitted by the authors.

  9               Q.     Did Mary Prescott write the letter and

 10       have you guys sign it?

 11                      MR. ABRAHAM:  Objection.

 12                      THE WITNESS:  The cover letter?

 13       BY MR. BAUM:

 14               Q.     Yeah.

 15               A.     I don't recall.

 16               Q.     If you go over to the second page of

 17       this, it continues, "The paper was submitted as a Brief

 18       Report, which the Journal's editors requested be

 19       resubmitted as a full-length article.  Drs. Wagner,

 20       Robb and Findling report that they contributed with

 21       Dr. Heydorn to the resubmission and that they were not

 22       aware that Dr. Heydorn was working with a commercial

 23       writer.  Dr. Heydorn did not respond to our request."

 24                      Is it true that neither Wagner, Robb or
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  1       Findling knew that you were communicating with a

  2       commercial writer?

  3                      MR. ABRAHAM:  Objection.

  4                      THE WITNESS:  I don't believe that to be

  5               a true statement.

  6       BY MR. BAUM:

  7               Q.     Did you know that they were

  8       corresponding -- that they had information and e-mail

  9       correspondence with Mitchner and Prescott, right?

 10                      MR. ABRAHAM:  Objection.

 11                      THE WITNESS:  At the very least, by my

 12               recollection, Dr. Wagner didn't.

 13       BY MR. BAUM:

 14               Q.     So this is a false statement?

 15                      MR. ABRAHAM:  Objection.

 16                      THE WITNESS:  I believe it's false, yes.

 17                      MR. BAUM:  Take a break.

 18                      THE WITNESS:  Yeah.

 19                      THE VIDEOGRAPHER:  The time is now

 20               5:25 p.m.  We're off the record.

 21                      (Brief recess.)

 22                      THE VIDEOGRAPHER:  The time is now

 23               5:37 p.m.  We're on the record.

 24                      MR. BAUM:  We have no further questions.
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  1       BY MR. ABRAHAM:

  2               Q.     Dr. Heydorn, you've answered a number of

  3       questions regarding some patients who participated in

  4       MD-18 who were potentially unblinded today, correct?

  5               A.     Yes.

  6               Q.     You don't actually know whether those

  7       patients were, in fact, unblinded, do you?

  8               A.     No, I do not.

  9               Q.     To the extent in your testimony you

 10       referred to, quote, unblinded patients, you don't

 11       actually know that those patients were unblinded,

 12       correct?

 13               A.     No, I do not know.

 14               Q.     To the extent you adopted Mr. Baum's use

 15       of the term unblinded patients, you also don't know

 16       that those patients were, in fact, unblinded, correct?

 17               A.     No, I do not.

 18                      MR. ABRAHAM:  No further questions.

 19                      MR. BAUM:  I think that's all.

 20                      THE VIDEOGRAPHER:  The time is now

 21               5:38 p.m.  This is the end of Disk 5 and the

 22               end of today's deposition.  We're off the

 23               record.

 24                      (Witness excused.)
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