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PROCEEDI NGS

THE VI DEOGRAPHER: We are now on the

record. My nane is Larry Newman. | ama

vi deogr apher for Gol kow Technol ogi es. Today's date

Is Friday, January 27th, 2017. And the tine is

9:08 a.m This video deposition is being held in

Rockville, Maryland, In re Cel exa and Lexapro

Mar keting and Sales Practices litigation, Master

Docket No. 09-MD-2067-NMG. This is in the United

States District Court for the D strict of
Massachusetts.

Qur deponent today is Dr. Thonmas

Laughr en.

Counsel will be noted on the stenographic
record.

And our court reporter today is Leslie
Todd, also with Gol kow Technol ogi es, and will now

swear in the wtness.
THOVAS LAUGHREN, M D.
having first been duly sworn, was
exam ned and testified as foll ows:
EXAM NATI ON BY COUNSEL FOR PLAI NTI FFS

BY MR W SNER
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1 Q Good afternoon. M nane is Brent

2  Wsner --

3 A Good nor ni ng.

4 Q --and | represent the plaintiffs in this

5 class action, nmultidistrict litigation.
6 Can you pl ease state your nane and spel

7 your last for the record.

8 A Thomas Laughren, L-A-U GH R-E-N

9 Q What is your current address?

10 A 4709 Kenper Street, Rockville, Maryl and
11 28053.

12 Q Have you ever been deposed before?

13 A Yes.

14 Q How many ti nmes?

15 A Thr ee.

16 Q And what were the circunstances of those

17  depositions?

18 A When | left FDA | did sone -- sone | egal
19 work on various cases, and so two of those

20 depositions were for -- on Forest cases and one was
21 for another conpany.

22 Q Are those the only tines you' ve

23 participated in a deposition?

24 A To ny know edge. | nean, you know, | was
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1 at the VA many years ago before | started at FDA
2 and | did testify a couple of tines in cases.

3 don't honestly recall doing a deposition, but I

4 know that -- that | was in court on several cases,
5 so |...
6 Q And for those three depositions that you

7 did just nention, did all of those occur after your

8 time at the FDA?

9 A Yes. Yes.
10 Q Ckay. And you nentioned two of themwere
11  in cases involving the Defendant Forest

12 Phar maceuti cal s?

13 A Yes.

14 Q Was one of those cases -- did both of
15 those cases involve pediatric suicide?

16 A Yes.

17 Q And for the other case, was that in a

18 case involving Zoloft or sertraline?

19 A Yes.

20 Q And that was for Pfizer; is that right?

21 A That's correct.

22 Q Ckay. So other than those three

23 depositions, you don't -- you don't know of any ot her
24  depositions -- depositions that you' ve participated
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1 in after your time at the FDA?
2 A No.
3 Q You understand that you're under oath

4 today, right?

5 A | -- | do.

6 Q What is your understanding of that oath?
7 A My obligation is to -- is to tell the

8 truth.

9 Q All right. You also understand that this
10 video -- this deposition is being videoed.

11 Do you understand that?

12 A | do.

13 Q And do you al so understand that portions

14  of this video nay be played before a jury should this

15 matter proceed to trial?

16 A | do.
17 Q Ckay. Since you've participated in a
18 deposition before, I won't go through all of the

19 ground rules, but there are a fewthings | want to

20 stress.

21 First, if at any time during this

22 deposition | ask a question you don't understand, and
23 that will happen, please ask ne to rephrase. Ckay?

24 A (The w tness nods.)
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Q W need a verbal answer. That's
anot her --

A Oh, yes. Yes. Yes.

Q Ckay, great.

And if you don't understand ny questi on,
|"mgoing to assune that you're going to ask ne to
clarify until you do. |s that okay?

A Yes.

Q Now, with that understandi ng and
agreenent, if | do ask you a question and you do
answer, |'mgoing to assune you understood it and are
answering ny question. Ckay?

A | under st and.

Q Al right. The other inportant thing is
during the course of this deposition, defense
counsel, your attorney, as well as the attorney who
are present fromthe FDA nay object.

You understand that?

A Yes.

Q The purpose of those objections are to
preserve the record, and conceivably at sone point a
judge will rule on those objections.

You understand that?

A | under st and.
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Q However, unl ess your attorney
specifically instructs you not to answer a questi on,
"' m going to expect fromyou an answer to the
guestion. So I'mgoing to generally ignore

obj ecti ons and keep | ooki ng at you.

A | under st and.
Q |"mnot trying to stare you dowmn. |I'm
just getting into the zone. | don't want to be

di sturbed by objections, okay?

Al right. 1Is there any nedical
condition or nedication which would prevent you from
gi ving your best testinony today?

A No.

Q | s there anything that would prevent you
frombeing able to provide truthful answers to any of
ny questions?

A No.

Q Specifically, do you have any contract ual
agreenents wth the defendant that you' re aware of
that woul d prevent you from being fully honest in
your testinony today?

A No.

Q Are you currently enpl oyed or retained or

bei ng conpensat ed by Forest Pharmaceuticals or its

ol kow Technol ogi es, I nc. Page 14




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

current iteration, | think it's Al ergan?

A | don't -- I"'mnot -- |'ve term nated
nmy -- my consulting relationship with Forest, now
Al | er gan.

| -- ny attorney is being -- is being

rei mbursed by Forest. So |I'mnot paying for ny own
representation here, but |I'mnot being paid for --
for ny time here today.

Q Sure. And | appreciate that answer, and

that clears up a question | was going to ask you

| ater.
A But let ne also clarify.
| -- I do -- | do consult for Allergan on
drug devel opnent issues. Now, | don't -- it's not a
direct relationship with -- with Allergan. | work --

part of what | do is | work for Massachusetts Ceneral
Hospital, they have a clinical trials network, and so
|"mactually a salaried enployee of that -- of that
conpany. And they -- and they have contracts with

various drug conpanies. And so | consult with

Al l ergan as an enpl oyee of Mass General. So |I'm
not -- it's not a direct relationship with -- with
Allergan. |I'mpaid as a salaried enployee for -- for

the work that | do. So...
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1 Q Ckay, great.
2 Do you have any operate -- in operation

3 contracts with Allergan that you' re aware of today?

4 A No. | nmean, | -- | -- basically, you

5 know, for a couple of years when | left FDA | did
6 work on these few cases for Forest. In | think

7 August of 2015, | let the attorney representing

8 Forest know, John Asaro (phonetic), that | wouldn't

9 be doing any -- any further work on those, and so
10 that was -- that was basically the end of it.
11 Q Are you doing any sort of expert

12 consulting in a litigation capacity for Forest

13  anynore?

14 A No.

15 Q Ckay. Are you doing that in a capacity

16 for other pharmaceutical conpanies?

17 A No, I -- |I've basically -- you know, I

18 did that for a couple of years. 1've -- |'ve noved
19 on. 1've let, you know, the two conpanies that | was
20 actively working with, | let -- Forest and Pfizer, |
21 | et them know that | wasn't doing that anynore.

22 Q And why did you stop doing it?

23 A Because ny primary interest is -- is in

24 psychiatric drug devel opnent. That's -- that's what
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1 | prefer doing. |'mbusy enough with that, you know,
2 to keep ne occupied, and so | -- that's what | prefer
3 to do.

4 Q Was there any falling out with Forest?

5 A No.

6 Q Ckay.

7 A No.

8 Q Are you famliar with any of the

9 allegations in this lawsuit?
10 A | -- just very briefly, M. Ellison --
11 you know, | nmet with M. Ellison | ast week for about

12 two hours to tal k about, you know, today, and what

13  mght cone up. And so |I'm-- you know, |'m vaguely,
14  vaguely famliar wth the case, but not -- honestly,
15 not the -- not the details.

16 Q What is your general understanding of the

17 all egations in this case?

18 A My understanding is -- is that it has to
19 do with, you know, an allegation of false marketing
20 practices.

21 Q And you understand it relates to the

22 anti depressants Cel exa and Lexapro?

23 A Correct.

24 Q Cel exa, that's the brand nane for
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1 citalopram correct?

2 A Correct.

3 Q And Celexa is an SSRI, or selective

4 serotonin reuptake inhibitor, correct?

5 A That's correct.

6 Q And Lexapro, that is the brand nane for

7 escital opram correct?

8 A Yes.

9 Q And that's also an SSRI ?

10 A That's correct.

11 Q Al right. So you nentioned a second ago

12 that you net wth your attorney for two hours | ast
13 week. Do you renenber -- do you renenber what day

14 that was?

15 A | think it was Wednesday, January 18t h,
16  think.

17 Q Ckay. And that was a two-hour neeting?
18 A Roughly two hours, yes.

19 Q Ckay. Have you had any ot her neetings,

20 substantive neetings with your counsel in preparation
21 for your testinony today?

22 A No, I -- | had several phone

23 conversations with M. Ellison, but, you know, nostly

24  about procedural issues, whether or not the
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deposition was going forward and so forth.
Q Ckay. Do you know when generally

M. Ellison started representing you in this

litigation?
A It was sonetine in the fall, probably
Cctober. | signed a retainer agreenent. | don't --

| don't have the exact date of that.

Q That's fine.

Now, prior to M. Ellison's
representation of you, you were represented by a
different attorney. Do you recall?

A well, Mke -- Mke Geoke is -- is the
person that | called, and | think he may have
interacted with you about the -- again, the details
of setting up the deposition. So I had one or two
conversations with him

Q Ckay. M. CGeoke, was he being -- was his
ti me being conpensated for by Forest or --

A No, no, he didn't charge anything. It
was just very mnimal, so he didn't -- no. |If there
woul d have been any paynent, it would have been from
me, but he didn't charge ne.

Q And t hen subsequent to M. Geoke

representing you, M. Ellison started representing
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1 you; is that right?

2 A That's right.

3 Q And M. Ellison is being conpensated by
4 Forest for his tinme; is that right?

5 A That -- that's ny understandi ng, yes.

6 Q Ckay. Have you spoken with anybody at
7 Forest about your deposition today?

8 A Not about Forest. | spoke with -- with
9 Kristin, | think just once back in probably

10  Septenber, Cctober, sonething |ike that.

11 Q Okay. And during that conversation --

12 was it by phone?

13 A Yes.
14 Q And was M. Ellison present?
15 A No, no, no. No, that was just Kristin

16 and nysel f.

17 Q Okay. What did you guys tal k about?
18 A Just about whether or not -- it was
19 procedural. |t was about whether or not the

20 deposition was going to go forward. That, you know,
21 Forest was going to try to stop it, so...

22 Q Mnrhmm Did you tal k about any of the
23  substance of this case with Ms. Kiehn?

24 A | -- I don't -- again, that was -- that
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1 conversation was probably back in | ate Septenber.

2 don't -- | don't recall tal king about the case.

3 Q Ckay. Did you | ook at any deposition

4 transcripts of any of the witnesses that have been
5 deposed in this litigation?

6 A No.

7 Q Ckay. D d you review any of the

8 deposition transcripts of your prior testinony?

9 A When -- when M. Ellison and | nmet | ast
10  week, he showed ne a deposition transcript from one

11 of ny depositions on the Forest case.

12 Q And was that the Brown case?
13 A Yes.
14 Q kay. And did you reviewthe entire

15 deposition or just a portion of it?

16 A Just a small expert -- excerpt of it.

17 Q Ckay. Did you review any other docunents
18 during that neeting with M. Ellison?

19 A There were several docunments. A neno

200 that | had witten on the -- on the Cel exa

21 supplenment. A nenp that had been witten by the

22 medi cal reviewer, Dr. Earl Hearst. There were a

23 couple of other docunments. | don't offhand recal

24 what they were.
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Q Do you recall if you | ooked at a | egal
filing with hinf

A A legal filing?

Q Yeah, |like a notion that had been fil ed
in this case, specifically in regards to your

deposi tion.

A | think -- I think I -- again, | -- |
believe that's the case, but there were -- there were
several docunents. | nean, | --

Q Sure. And | just -- to the best of your

recoll ection, so if you recall --

A | -- 1 think -- | think there was a | egal
docunent that -- that he showed ne, yes.

Q And did you also review a | egal docunent

that was prepared by Forest?

A They -- no. | nmean, Forest didn't send
me any -- any docunents to -- to | ook at.

Q  kay

A | -- I got -- | got a subpoena to
testify. That -- that's the docunent that | --

Q Ckay. So you | ooked at the subpoena; is
that right?
A Wll, | was -- | was -- it was delivered

to ne.
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Q Sure. Sure. Fair enough. And let ne
ask you a nore direct question.
Do you recall one way or the other
whet her or not you reviewed the notion to conpel your
deposition that was filed by ny law firmin this
litigation?

A | -- |1 don't believe that | ever saw t hat

Q Ckay. Thank you.
Have you been given any instruction or
di rection from Forest about what you should or should
not testify about today?

A No.

Q So the testinony you're giving today then
IS going to be testinony that you yourself believe to
be true; is that right?

A Whet her -- whether -- you know, whet her
was wor king for Forest or working for FDA or working
for nobody, ny testinony would be the sane.

Q That's good to hear.

(Exhibit No. 1 was marked for
identification.)
BY MR W SNER

Q | " m handi ng you what |'ve nmarked as
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1 Exhibit 1 to your deposition.

2 Gve it one second for the copies to be

3 distributed.

4 This appears to be a copy of your

S curriculumvitae that you brought with you today; is

6 that right?

7 A That's correct.

8 Q Is this a fair and accurate copy of that
9 Cv?

10 A It appears to be, certainly.

11 Q And do you think this fairly captures and

12 reflects your educational work history?

13 A Yeah. No, | updated this this nonth, so
14 this is -- this is very current.

15 Q So you haven't changed any jobs in the
16 last nonth that you're aware of?

17 A No.

18 Q Ckay.

19 A No.

20 Q Al right. Wll, let's -- could you

21  Dbriefly explain to the jury your sort of educati onal
22 background as it pertains to nedicine.
23 A I"'ma -- a physician. | went to nedical

24 school at University of Wsconsin, and then | did a
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1 residency in psychiatry, also at the University of

2 W sconsi n.

3 Q Fol | ow ng your residency, what did you do
4 I n your career?
5 A My first position was at -- at the VAin

6 Providence, and | was also on the faculty of Brown

7 University. | did that -- | started that position in
8 | think probably late July of 1974. | finished ny
9 residency in June of that year. | worked at -- at

10 the VA and at Brown for roughly nine years, and |
11  left there in -- in Septenber of 1983 and went to
12 work at the FDA

13 Q And during that tinme that you were

14 working at the VA and with Brown University, were you
15 treating patients?

16 A | was, yes.

17 Q And were you treating patients in your
18 capacity as a psychiatrist?

19 A Yes.

20 Q And during that tinme, were you treating
21  patients with various pharmaceutical agents?

22 A | was.

23 Q When you left the FDA in 1983, why did

24 you nake that decision?
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1 A | was very interested in -- in

2 psychopharmacology and in clinical trials. And, you
3 know, FDA was the place where, you know, all of this
4 happens. You know, the FDA works wi th conpani es on
5 their devel opnent prograns, and so | wanted to give
6 that a try.

7 M5. KIEHN: Brent, can | clarify for the
8 record, | think you m sspoke. You asked hi m"Wen

9 you left the FDA in 1983..."

10 MR WSNER |'msorry.

11 M5. KIEHN: Did you nean to say the VA?

12 BY MR W SNER:

13 Q Sorry, when you left the VAin 19 --

14 A Ch, that's the way | understood your

15 question. |I'msorry.

16 M5. KIEHN: Just to nmake sure we're

17 cl ear.

18 MR. WSNER: We're connected here.

19 Thank you for that correction, M. Kiehn.

20 BY MR W SNER:

21 Q The -- prior to your joining the FDA

22  were you aware if there were any SSRI's on the market
23 at that tinme?

24 A There were no SSRIs at the tine.
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Ch, at the tine | left the VA?

Q Yes.

A No, that was -- that was pre- SSRI

Q So the first SSRI that |I'm aware of was
Prozac; is that right?

A That's correct.

Q And that was approved after you arrived
at the FDA

A That was -- that was late '80s. That was
probably '87, sonething |ike that.

Q Were you at all involved with the
approval or review of Prozac?

A Very nmuch so, yes.

Q Ckay. And subsequent to Prozac, there's
been a host of other SSRIs that have been approved by
the FDA;, is that right?

A That's correct.

Q Sone of those include Paxil, Zoloft,

Cel exa, Lexapro.
Are you aware of those?

A Luvox.

Q Luvox.

Wuld it be fair to say that during your

time at the FDA, you were involved in sone capacity
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with the approval or review of all of those SSRIs?

A Every one of them because | was -- about
three years after | started at FDA, | becane team
| eader for psychopharnmacol ogy in the division of
neur ophar macol ogi cal drug products, and so | was
involved with -- with every -- every psychiatric drug
devel opnment program

Q And that al so includes, | assune,
anti psychotics as well ?

A Absol utely.

Q Now, the nost recent SSRI that |'m
famliar with that's been approved is -- you can
correct me if I'mwong, you probably know better
than me -- but is it Viibryd?

A Vil azodone. It's a --

Q Vi | azodone.

A -- it's not a--is not an SSRI. It's a
much nore conplicated product. It has other -- it
has sone -- sone serotonin reuptake activities, but

it also has sone other activities, 5-HT1A and so
forth. It's not -- it's not considered an SSRI

al though it has -- it has effects on the serotonin
transporter which is characteristic of the SSRI's, but

it's a nore conpl ex drug.
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1 Q Ckay, great. And you were at the FDA for

2 29 years; is that right?

3 A That's correct.
4 Q Can you brief -- briefly explain to the
5 jury the various posts that you held while you were

6 at the FDA.

7 A So when | started at FDA, | was a -- a

8 clinical reviewer in the division of

9 neur ophar macol ogi cal drug products, and | was -- you
10  know, ny job then was to review | ND and NDA

11 applications that cane in.

12 As | nentioned, after about three years,
13 | becane the team | eader for psycho -- psychiatric
14  drugs, psychopharmacology in the division. And then
15 | -- | oversaw the reviews done by -- by primary

16 clinical reviewers. And | did -- | was in that

17 capacity roughly, you know, from probably 1986

18 through 2005, when | becane division director. At
19 that point the neuropharmdivision split into

20 psychi atry and neurol ogy, and -- and so | becane then
21 the director of that newly forned division.

22 Q When you were a team | eader -- sorry,

23 strike that.

24 When you were a clinical reviewer, were
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1 you reviewing -- you said | NDs and NDAs, right?
2 A Yes.
3 Q Can you just explain to the jury what | ND

4 and NDA are?

5 A kay. An INDis -- it stands for

6 investigational new drug application. So when a --

7 when a drug conpany wants to -- it has a product that
8 it's developing for human use and wants to introduce
9 it into humans for the first tinme, they -- they have

10 to submt what's called an IND application to get,

11 you know, approval from FDA to go ahead and -- and do
12 a human study. So, you know, that -- that's the

13  first interaction with the conpany.

14 When a conpany has -- has conpleted a

15 programand is ready to, you know -- you know, and

16 wants FDA to consider approving its drug, it's a new
17 drug application, an NDA. Excuse ne.

18 Q And is it your understanding that the

19 approval of an NDA is required before a drug conpany

20 is allowed to sell or market the drug in that sense?
21 A Yes.
22 Q Are you also famliar with sonething

23 cal | ed an SNDA?

24 A That's a supplenental NDA. So -- so
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1 once -- once a drug is approved for one indication,

2 If a conpany wants to -- to get it approved for a

3 different indication, it submts what's called a

4  suppl emental NDA.

5 Q I n your experience at the FDA, do the

6 sane rigorous scientific principles apply to an I ND
7 an NDA or an SNDA?

8 A Yes.

9 Q Now, you said in 1986 you becane a team

10 | eader; is that right?

11 A That's correct.

12 Q And in that capacity you oversaw clinical
13 reviewers; is that right?

14 A That's correct.

15 Q Did you al so conduct clinical reviews

16  yoursel f?

17 A | did sone reviews nyself as well.

18 Q And when you say you oversaw ot her

19 clinical reviews, what did that sort of entail?

20 A You know, basic -- basically the primry
21 reviewers that | -- that | oversaw had primary
22 responsibility for -- for doing a review on an

23 application, whether it was an I ND or NDA, and |

24 would -- | would basically supervise themin their
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review of that. So | would -- | would talk to them
about the progress of their review, | would | ook at
drafts of their reviews, and then | would sign off
on the -- on the ultinate review that they would
wite.

Q And woul d you frequently prepare a
nmenor andum sunmari zing the clinical reviews that you
had seen on a conpound?

A Yes. Yes.

Q And in preparing those nenoranduns, did
you rely upon the accuracy and validity of the
clinicals reviews done by the reviewers at the FDA?

A | -- I did, but I also very often | ooked
at -- at primary docunents nysel f.

Q And when you say "primary docunents," are
you tal king about docunents that were submtted by

t he drug sponsor --

A Yes.
Q -- for the application?
A Yes. Either, you know, in the case of an

NDA, you know, NDA -- primary NDA docunments or in the
case of a suppl enent, you know, the application
Itself.

Q Now, the decision to ultimately approve
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1 an NDA or an SNDA or even an IND, who within the FDA
2 makes that final decision?

3 A It -- it depends on -- on the particul ar
4 application. A division director, you know, nakes
5 sone of those deci sions.

6 So, for exanple, you know, an |ND

7 application, ultimately the division director would
8 decide on whether or not that could go forward. A
9 supplenental NDA, also a division director could do.
10 But a new drug, a conpletely new entity, would

11 ordinarily be signed out by the office director.

12 Q Ckay. But suppl enental NDAs, that woul d
13 typically be approved by the division director?

14 A That's correct.

15 Q So starting in 2005, when you becane a
16 division director, you started being the sort of

17 final stanp of approval for SNDAs; is that right?
18 A That's -- that's correct.

19 Q Ckay. Prior to that, when you were a

20 team | eader, did you make recommendations to the

21 division --

22 A Yes.

23 Q -- director about whether or not an

24 application should be approved or not?
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A Yes.

Q Ckay. During your tinme as team | eader
bet ween 1986 and 2005, who was your division director
or directors?

A Paul Lieber was -- was the division
director for nost of that tine. He left FDA | think
probably in the -- in the late '90s, nmaybe '99. |
don't exactly recall.

At that point Dr. Russell Katz becane
the -- you know, the division director, and he was --
he was the division director until 2005 when that
di vi sion, the division of neuropharmcol ogi cal drug
products, split into neurology and psychiatry.

Q Are you famliar with Dr. Tenple?

A Wll, Dr. -- Dr. Tenple was the office
director. So -- soit -- it's alittle bit
conplicated, but the structure of FDA -- so you
have -- you have offices that are the next nmanagenent

| evel above divi sions.

Q Ckay.

A And each office is responsible for
several review divisions. So, for exanple, ODE 1,
O fice of Drug Evaluation 1, which -- which

Dr. Tenple directed for nmany, many years, you know,
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had responsibility for, you know, psychiatry,
neur ol ogy and cardi orenal .

So that's the three divisions that fall
under that office.

Q And from ny understandi ng, there's
actually five offices, right, at FDA?

A | -- 1 believe that's right, five
of fices.

Q And then within each office, you have
various divisions, right?

A That's correct.

Q And between 2005 through 2013, when
you -- 2000 --

A 2012.

Q 2012, when you departed the FDA, you were
the division director for the -- what's the title of
t hat di vi sion?

A The division of psychiatry -- psychiatric
drug products.

Q Ckay, great.

Ckay. |'mnow going to ask you a couple
of questions generally about your experience at the
FDA and general issues related to scientific

I nvesti gati on.
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1 I n your personal opinion, do you believe

2 that the FDA is solely responsible for ensuring that
3 drugs are safe and effective?

4 A That -- that is one of its -- its primary

5 m sSsi ons.

6 Q Do you believe that that responsibility
7 iIs shared with anyone el se?
8 A Well, I -- | think -- | think drug

9 conpani es al so have that responsibility.
10 Q Wiy woul d you say that?
11 A Because, you know, we're all in this

12 process together. You know, we all have

13 responsibility for -- for doing rigorous scientific
14 wor k.
15 Q And during your time with the FDA, is it

16 fair to say that you frequently interacted with

17 nmenbers or drug sponsors; is that right?

18 A That -- | nean that's the way the process
19 works. So, as you know, FDA doesn't devel op drugs,

20 drug conpani es devel op drugs. And FDA has the

21  responsibility to oversee that process to make sure
22 that it's -- it's done correctly and safely.

23 Q | don't nean this in an offensive way,

24 put do you believe that the FDA is infallible?
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1 A No.

2 Q So you agree then that the FDA can nmake a
3 mstake; is that right?

4 A Yes.

5 Q Do you believe that drug nanufacturers

6 need to be honest in their dealings wth the FDA?

7 A Yes, they do.

8 Q And why do you believe that?

9 A Well, | nean, nunber one, it's required
10 by -- as | understand the law, it's required by |aw
11 They have to -- they have to submt, you know,

12 accurate and conplete informati on on an application
13 that, you know, is part of an NDA or IND. They have
14 to give -- they have to give FDA everything.

15 Q Do you believe that there could be health
16 consequences if they are -- if a drug sponsor is not
17 truthful and honest in their disclosures to the FDA?
18 A Yeah, of course.

19 Q Do you believe it would ever be

20 appropriate for a drug sponsor to mslead the FDA?
21 A No.

22 Q Do you believe it is acceptable in your
23 opinion for a drug manufacturer to m scharacterize

24 data froma clinical trial to make a result appear
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1 positive?

2 A Well, it -- that -- that's a sonewhat

3 tricky question to answer because what one person

4 character- -- you know, views as m scharacterization,
5 soneone else may view as just an alternative

6 interpretation of the data. So | --

7 Q Sure, but in your view, if it is a

8 mscharacterization in your view, do you think that
9 it's appropriate for a drug manufacturer to

10 m scharacterize data to nmake it | ook nore positive
11 than it is?

12 A Agai n, you know, a conpany is entitled to
13  make its best case. And to -- and therefore, to --
14  you, to provide a nunber of ways of |ooking at the
15 same dataset. As you know, different peopl e |ooking
16 at the sane dataset may reach different concl usions.
17 Unl ess -- unless, you know, a conpany is -- is

18 purposely omtting information, | -- | think -- |

19 think they're given a fair anount of flexibility in
20 how they choose to nmake their case for their -- for
21 their product.

22 Q And you agree that in making their case,
23 they should al ways be honest and straightforward

24 about what occurred during a clinical trial?
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1 A Absol utely. Absolutely. As | say,

2 they -- you know, they're expected to give FDA

3 every -- everything they have. You know, all the

4 information, all the data that they have.

5 You know, again, the question cones in

6 how you interpret that data. There are -- obviously,

7 different individuals, different peopl e | ooking at
8 the sanme dataset may view it differently.

9 Q I n your experience at the FDA, would the
10 FDA ever approve a drug to help a drug conpany's

11 marketing objectives?

12 M5. KIEHN:  Qbj ection.

13 THE WTNESS: |'m sorry?

14 BY MR W SNER

15 Q | wll rephrase that question in a better
16 way.
17 Wuld the -- while you were at the FDA,

18 did you ever see the FDA try to get a drug approved

19 to help the financial objectives of a drug conpany?

20 A No. No. FDA was -- was never focused
21 on -- on finances.
22 Q Are you famliar with sonething call ed

23 the placebo effect?

24 A Ch, very nuch so.
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Q Can you pl ease explain briefly your
under st andi ng of the placebo effect.

A So the placebo effect is, again, you
know, a concept that's -- that's -- that has
di f ferent nmeani ngs dependi ng on who you tal k to.

So, for exanple, sone people viewthe
pl acebo effect as the act of taking an inert
substance, a placebo. | view the placebo effect nuch
nore broadly than that. So, for exanple, when you --
when you enter patients into a clinical trial,
typically in psychiatric trials, there is a placebo
arm You know, there is a group of patients that are
assigned to an inert substance. However, getting
that inert substance is not the only thing that
happens to them They al so are engaged in a very
I nteractive process, you know, wwth -- as part of
being in the trial.
And so -- and so | and many ot her people

view the placebo effect as that entire experience.
So not just the act of taking a placebo but being in
a clinical trial as -- as underlying the so-called
pl acebo effect.

Q Now, you woul d agree, though, that the

nmedi cal benefit that a patient m ght receive through

ol kow Technol ogi es, Inc. Page 40




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

that interaction with a physician or an investigator
inaclinical trial, that's a known effect to

potentially inprove a person's psychiatric condition,

right?

M5. KIEHN: oj ection.

THE WTNESS: Well, it's -- it's an
effect that one observes in a -- certainly in a
clinical trial. Yeah, I think it's widely recognized
that -- that that process of interacting with a --
wth a healthcare provider is initself -- does in
itself have a -- very often have a therapeutic
effect. | think that's understood and recogni zed.

BY MR W SNER

Q And in a clinical trial, when you have a
pl acebo arm isn't it true that both the patients
that are in the treatnent armas well as the patients
in the placebo arm get exposed to that potenti al
t herapeutic effect?

A Yes.

Q So the purpose of the placebo pill is to
hel p, at best, isolate the effect that the drug is
having on the patient's inprovenent, not the other
factors such as --

A Yeah, yeah.
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Q -- the therapeutic effect.
A Right. R ght. R ght. R ght.
M5. KIEHN: Qnj ection.

BY MR W SNER:

Q Pl acebo pills are often referred to by --
in layman's terns as a sugar pill; is that right?

A Yeah.

Q In the context of treating depression

specifically, can people who are given placebo pills
experi ence i nprovenent?
A Typically in a -- in a depression trial,

you see a fairly substantial inprovenent. Say it's a
two-armtrial where, you know, one group is assigned
to the active drug, the drug of interest, and the
other group is assigned to the placebo, you' re right,
they all get the sane interaction wth staff.

Typically what you see in a trial, in a
depression trial is -- is a, you know, quite a
substantial inprovenent on the depression ratings in
both arnms. In a successful trial, you see a greater
I nprovenent in those who get the active drug conpared
to those that get the inert substance.

But you're right, that both groups

I nprove, you know, quite -- quite alot in that -- in
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that trial.

Q And isn't it true that it's also possible
for a depressed patient who's receiving pl acebo
treatnment to experience a remssion of their
depressive -- depressive synptons?

M5. KIEHN:.  Obj ection.

THE WTNESS: That certainly -- you can
see remssions in -- in both patients who are
assigned to active drugs and those assigned a
pl acebo.

One further qualification is that one of
the problens in treating and doi ng acute studi es of
depression is that depression is a disorder that
waxes and wanes. And so very often what happens in a
clinical trial is that -- is that patients don't
agree to be in the trial until they're at the very
wor st phase of their illness. And so this -- this is
one of the explanations for why you often see such
I nprovenent in depressed patients, whatever group
they're assigned to, is that they're already on the

descendi ng part of that curve when they enter the

trial, and so -- and so they all tend to nove towards
I nprovenent. And the question is whether -- whether
or not, you know, the -- you know, the active drug

ol kow Technol ogi es, Inc. Page 43




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

contributes in sonme -- in sone way to that
I nprovenent .
BY MR W SNER

Q We' ve discussed clinical trials briefly
al ready, but | want to get very specific. Are you
famliar wth the phrase "doubl e-blind, random zed,
pl acebo-controlled clinical trial"?

A Yes.

Q Al right. Briefly, can you explain to
the jury what a doubl e-blind, random zed,
pl acebo-controlled trial is?

A So there are a couple of parts to that.
Random -- a random zed clinical trial is a trial in
whi ch assignnent to treatnent is random So it's --
it's -- basically it's the flip of a coin whether you
get one or the other.

And the random zation part of that is

what's absolutely critical to the validity of that

trial. So -- so statistical theory depends on
random zation. So that's -- that's fundamental . | f
a trial doesn't have random zation, it's not -- it's

not a valid trial.
Blinding is -- is sonething that is an

ideal to strive for. It's another way of controlling
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bias in a trial or trying to control bias. It's --
it's harder to achieve often. And the reason for
that is that, you know, many drugs have a
characteristic side effect profile. And, you know,
you do your best to have a double -- and
“doubl e-bl i nd" neans that both the patient and the
I nvestigator are theoretically blinded to -- to what
treatment the patient gets.

And so, you know -- and this is sonething
that's actually, you know, relatively recent. This
came about in the -- in the '50s doing doubl e-blind

trials. Random zati on has been around for nuch

| onger .

Now, in sonme areas, blinding is -- is
very difficult to achieve, and -- but even in
psychiatric trials where you -- you certainly strive
for that, | think it's generally understood that you

often don't achieve that a hundred percent because of
the -- of the possibility of the side effect profile
on blinding either patients or investigators.

So it's -- and, you know, it's also
general |y accepted that sone degree of unblinding
is -- does not conpletely invalidate a trial. 1In

fact, there are sone trials, even in psychiatry, that
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1 are explicitly open | abel. So, for exanple, the drug
2 cl ozapi ne was approved for the treatnent of

3 suicidality and schi zophrenia based on an open | abel
4 study. So it was random zed. So patients were

5 randomzed in that trial to either clozapine or

6 olanzapine. |It's called the interSePT trial. And it
7 was considered a valid trial, but the investigators

8 and patients knew whether they were getting cl ozapi ne
9 or ol anzapine. There was no attenpt to blind it.

10 Anot her nore recent study, the PRIDE

11 study, a study |looking at -- paliperidone is another
12 anti psychotic, Invega. And, you know, this trial

13  conpared oral Invega with DEPO. DEPOis -- is an

14 injectable formof Invega that lasts for a nuch

15 | onger period of time. And so they did a trial, and
16 you really can't easily blind a study |like that.

17 And, you know, that -- that was open label, and it

18 was considered a valid study and a successful study,
19 and that both the interSePT study and the -- the

20 PRI DE study are, you know, described in the |abeling

21  of these products and considered valid studies.

22 So blinding is -- isideal. It's one way
23 of controlling -- of trying to control bias, but
24 jt's -- it's not as fundanental to the validity of a
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trial as random zati on.

Q Thank you for that answer, Doctor.
A Sorry, it was a little long, but --
Q It's okay. Not a problem

| asked you a very open-ended question,
so | appreciate you giving nme your thoughts on it.

Now, | want to dig into a couple of
things a little bit nore.

Have you ever heard of an open-| abel,
pl acebo-controlled trial?

A Vell, | nean, again, in -- in psychiatry,
it's considered probably nore inportant than in sone
other areas to try and achi eve double-blind. And so
ordinarily in psychiatric trials, you try -- you try
to achieve that -- that feature, you try and

double-blind it. Wat |I'msaying is that you

don't -- you don't always succeed. It's understood
that -- that these trials are -- you know, are often
not -- not fully doubl e-blind.

Q No, | understand that. M/ question was
just a sinple question.
Have you ever heard of an open-| abel,
pl acebo-controlled trial?

A It would be very unusual .
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Q Because that would nmean that either the
I nvestigator or the patient know that they're
taking a sugar pill, right?
A Yeah.
M5. KIEHN: oj ection.
BY MR W SNER
Q And you woul dn't expect that to be a fair
conpari son because if a person knows they're taking a
pl acebo, they know they're taking no drug, and so
it's hard to know the efficacy --
M5. KIEHN:  Qbjection.
THE W TNESS: Yeah, but you're
assumng -- you're assunming that -- that the effect
of the drug cannot -- cannot overcone, you know, that
formof bias, and that's -- and that's not

necessarily a fair assunption. A very powerful drug,

a very powerful treatnent can -- you know, can
overcone the bias that mght cone with -- with
unbl i ndi ng.

BY MR W SNER

Q Well, | nean in the context of a
pl acebo-controlled trial, if a patient knows they're
taking the placebo, that would have a tendency to

suppress the placebo response, right?
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1 M5. KIEHN:  Obj ection.

2 THE WTNESS: Well, that would -- that

3 would be a concern.

4 But, again, what |'msaying is that it

5 doesn't necessarily invalidate the study just because

6 you have a placebo arm

7 Let ne give you a ridicul ous exanple. So
8 if -- if you wanted to do a study of the
9 ef fectiveness of a parachute, | wouldn't vol unteer

10 for such a study, but if one did such a study, you --
11 you woul d have an active arm where peopl e junping out
12 of a plane had a parachute. You would have anot her
13 arm where people had a placebo that didn't actually
14 do anything. And I think that would -- you know,

15 that study would probably clearly denonstrate the

16 effectiveness of -- of the parachute, even though it
17 was -- there was a placebo armand it was, you know,
18 conpl etely unblinded.

19 BY MR W SNER:

20 Q Sure. But taking that exanple a little

21 bit further, no rational human bei ng woul d

22 participate in such a study if it was unblinded,

23 right, because there's a 50 percent chance that

24 you're going to die, right?
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A Well, you're assum ng you know -- you
know t he answer before the study is done.

Q Fai r enough.

| guess ny point, Doctor, is -- we can
get into these hypotheticals all day, but | do want
to get you out of here at a reasonabl e hour.

In the context of a placebo-controlled
trial, blinding helps mtigate any bias that would be
I nj ected because either the investigator or the
patient knows that they're taking a sugar pill?

M5. KIEHN:  Qbjection.

THE WTNESS: Blind -- blindingis -- is
definitely sonmething that one strives for in a
pl acebo-control |l ed study.

BY MR W SNER

Q Now, in the context of a depression
trial, typically the patient's depression is assessed
against a rating scale; is that right?

A That's true, yes.

Q And there's rating scales that exist for
adult depression as well as rating scales that exist
for pediatric depression?

A That's correct.

Q And in the context of -- of assessing a
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1 patient's depression, depending on the study's
2 protocol, the physician typically goes through a
3 checklist of questions with the patient or the
4 patient and their parent to nake an assessnment of how
5 that patient rates on that particular issue; is that
6 right?
7 A Yeah, that --
8 M5. KIEHN: Qnj ection.
9 THE WTNESS:. That's correct.
10 BY MR W SNER:
11 Q There is no sort of objective nmeasurenent
12 for testing a person's depression |evel like bl ood
13 pressure, right?
14 A That -- that's correct, there isn't
15 any -- any purely objective neasure that one can use
16 to assess the severity of depression. It's -- it's
17 based on -- and typically it's neasured, as you say,
18 wth a standard rating instrunent.
19 Q Now, because of the way that depression
20 is assessed in these clinical trials, the
21  investigator's know edge of whether or not that
22 patient is taking a placebo or taking the drug
23 treatnent really has a risk of injecting bias into
24  that assessnent, doesn't it?
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1 M5. KIEHN:  Obj ection.
2 THE WTNESS: Al though there -- there
3 is -- there is potential bias, I wll go back to the

4 earlier point that | nade, that it doesn't

5 necessarily invalidate the trial if that objective of
6 double-blinding isn't conpletely achieved. It

7 doesn't -- in ny view, it does not invalidate the

8 trial.

9 BY MR W SNER:

10 Q Sure. M question was not about whet her
11 or not that would invalidate the trial. M question
12 was whether or not if the investigator knows that the
13 patient they' re assessing is taking the drug or the
14 pl acebo, there's a real risk of bias being injected
15 by the investigator.

16 M5. KIEHN: Qnj ection.

17 THE WTNESS: There is a concern that

18 that would introduce bias, and that, of course, is

19 what double-blinding strives to overcone.

20 BY MR W SNER:

21 Q Simlarly, if the patient who -- well,
22 |l et me back up for a second.
23 We know t hat depression can wax and wane

24 pretty -- pretty -- strike that.
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I n your experience with depressed
patients, the person's nood can shift dramatically
relatively quickly. 1Is that fair to say?

M5. KIEHN:  Qbj ection.

THE WTNESS: Well, it -- there certainly
can be shifting in the nood fromday to day. It
would -- you know, it would be very unusual for a

patient with significant maj or depressive disorder

to -- to be suddenly better. That -- you know,
conpletely in remssion, that would -- that woul d be
unusual. It can -- it can fluctuate fromday to day,
but | arge changes are -- are very unusual.

BY MR W SNER

Q Ckay. Now, we tal ked about -- you
mentioned earlier that double-blind is the standard
that you strive to achieve in depression or
psychiatric trials; is that right?

A Yes.

Q If there is an unblinding that is known
about, do you agree that that protocol violation
shoul d be disclosed in assessing the results of the
st udy?

M5. KIEHN: nj ection.

THE W TNESS: If -- if thereis -- |if
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there is known unblinding, yes, that should be --
that should be part of a -- of a study report.
BY MR W SNER

Q And that's sonmething that at the FDA you
woul d have consi dered in assessi ng whet her or not
that study not only was valid but whether or not it
was positive, negative or failed, correct?

M5. KIEHN: Qnj ection.

THE WTNESS: Well, FDA woul d have
considered that information. Again, where | would
push back, it wouldn't necessarily invalidate the
st udy.

BY MR W SNER

Q Sure.

A Even if -- even if it were docunented
that there was sonme degree of unblinding in a trial
in nmy view

Q Sure. And I'm-- validation aside,
whet her or not the study is positive or negative or
how it affects the integrity of the study, that's
sonet hing the FDA would want to know. That's all I'm
sayi ng.

M5. KIEHN: nj ection.

THE W TNESS: FDA woul d want to know
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1 about -- about unbli nding.

2 BY MR W SNER:

3 Q And because the FDA doesn't conduct
4 clinical trials, would it be fair to say that the FDA

5 relies upon the disclosures about unblindings from

6 the drug sponsor?

7 A As -- as in everything else, yes, you're

8 right. W -- the FDA does not conduct the trials,

9 and so it does rely on conpanies to -- to give them
10 conplete reports on what happened during the conduct
11 of the trial.

12 Q And you also rely on the conpany, for
13 exanple, to hire honest investigators, right?

14 M5. KIEHN:  Qbj ection.

15 THE W TNESS: Yes.

16 BY MR W SNER:

17 Q | nmean the FDA doesn't determ ne who the
18 investigators for a clinical trial are going to be,
19 right?

20 A That's correct.

21 Q That's determ ned by the drug conpany.
22 A Ri ght .

23 Q The FDA doesn't -- strike that.

24 Are you famliar with sonething called a
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1 clinical trial protocol?
2 A Yes.
3 Q What is that?
4 A The protocol is -- is basically the
5 detailed plan for how the study will be conduct ed.
6 Q And typically -- strike that.
7 During your tinme at the FDA, did you
8 reviewclinical trial protocols before clinica
9 trials began?
10 A Yes.
11 Q And for a double-blind, random zed,
12 pl acebo-controlled trial, have you revi ewed protocols
13 such as those while you were at the FDA?
14 A Yes.
15 Q Wiy are protocols used?
16 A It -- it's not possible to conduct a
17 conpl ex operation like a clinical trial wthout
18 having a protocol. Plus the analysis that -- that
19 wll ensue after -- after you gather data fromthe
20 trial, you know, the validity of the anal ysis depends
21 on the trial having been done according to the -- to
22  the protocol.
23 Q For exanple, for the efficacy results of
24 a clinical trial, the protocol prespecifies what
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1 t hose outcones should or should not be; is that

2 right?

3 A Vell, it --

4 M5. KIEHN:  Qbj ection.

5 THE WTNESS: It -- it specifies exactly,

6 you know, what data are going to be in the final
7 anal ysis dataset that the analysis relies on.

8 BY MR W SNER

9 Q The protocol typically specifies the

10 threshold for statistical significance; is that

11 right?

12 A Well, that -- that's -- the threshold for

13 a statistical significance, P-value of 0.05, is -- is
14 basically a -- a standard that was originally set by

15 R A Fisher back in the early, you know, nine --
16  1900s, and, you know, the last century conpletely
17 arbitrary. But -- but it -- it's a standard that
18 nost scientific organizations have -- have adopted
19 and relied on.

20 Q You nentioned P-value. You nentioned
21 that a second ago.

22 A Yes.

23 Q Can you explain to the jury your

24 understanding of what a P-value is.
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A A P-value ina-- inaclinical trial
for exanple, you have a hypothesis, and what's known
as the null hypothesis is a hypothesis that -- that
there is no difference between drug and pl acebo.

And the P-value sort of in a conmobn sense
way of thinking is the probability of -- assum ng
that the null hypothesis is true, of getting the
finding that you got, and so it's the -- the chance
of getting that, if the null hypothesis is true. And
so a P-value of 0.05 cones down to the probability of
1in 20 or less of getting that finding essentially
by chance.

Q Anot her way of characterizing it is that
the P-value or statistical significance hel ps you
determ ne whether or not the difference observed
between two groups was in fact a true difference or a
product of just chance?

A Yeah. Well, the P -- the P-value is a
separate concept than statistical significant --
significance.

Q Sur e.

A The significance is an arbitrary
threshold set for evaluating the P-value. You can

generate a P-value wthout any regard to
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significance. You -- you decide whether or not it
was significant based on the threshold that you
set.

Q In a placebo-controlled trial, typically
the -- the statistical significance neasure is
designed to determ ne whether or not the difference
bet ween pl acebo and the treatnent arns were a product
of chance or an actual difference.

A Yes. Yeah, that's a fair way of
characterizing it.

M5. KIEHN: Dr. Laughren, can | just ask
you to try to wait until he finishes his question
bef ore you answer so | can get ny objections in.
Thank you.

THE W TNESS: kay.

BY MR W SNER

Q Now, you nentioned a P-val ue of 0.05.

Conventionally the P-value -- a study --
a finding is considered statistically significant if
the P-value is less than 0.05, right?

A Less than or equal to 0.05.

Q And if it's greater than 0.05, it passes
that threshold into not neeting the -- that

particul ar threshol d.
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A It's -- it's a--it's arule, but its
application -- there's always sone judgnent involved
I n deciding, you know, whether or not the data
generated for a particular application neets the

t hreshol d where a reasonabl e person could say, Yeah,

thisis -- this is an effective drug.
So, yes, there's this -- this, you know,
0.05 threshold, but I'"'mcertainly aware of -- of

applications being approved even if it didn't quite
neet that threshold, depending on the -- on the
aggr egat ed evi dence.

Q What is a primary endpoint in a clinical
trial?

A The primary endpoint -- typically in a
clinical trial, there's lots of things that you
measure. You nentioned the -- you know, the primary
rating scale that's used. And so the primary
endpoint is -- is based on sone netric for the
primary assessnent.

Soif -- if it's the -- in the case of
depression trial, CDRS, typically the nmetric is
changed from baseline in that rating instrunment as
the -- the primary endpoint. So you are | ooking at

the difference between drug and pl acebo and change
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1 frombaseline on that rating scale. That woul d be
2 the primary endpoint.

3 There are other endpoints that are --

4 that are neasured, and generally P-values are

5 generated for those -- those endpoints as well. But
6 the primary one is the one that counts. The study
7 rises or falls basically on the -- in the outcone of
8 the primary endpoint.

9 Q Now, the primary endpoint as well as the
10 second endpoint or even additional efficacy

11  endpoints, those are typically prespecified in the
12 prot ocol before the study begins, correct?

13 A That -- that is correct. But let ne

14 again further qualify. There's -- there's the

15 concept of a key secondary endpoint, which is an

16 endpoint that's actually included in the hypothesis
17 testing. And then there are exploratory endpoints
18 that are |ooked at, but they' re not considered part
19 of the hypothesis testing, and so they don't carry
20 much weight in terns of a regul atory deci sion.

21 Q But -- but, regardl ess, those endpoints
22 are prespecified in the protocol before the clinical
23 trial begins.

24 A In the anal ysis plan.
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Q Ckay. Are you famliar with sonething
call ed a protocol violation?

A Yes.

Q What is a protocol violation?

A A protocol violationis -- is when, you
know, the -- an investigator, you know, at a site,
you know, does not fully adhere to what's specified
in the protocol.

So, for exanple, if the protocol
specifies that only patients neeting certain --
certain entry criteria can be enrolled in that study,
if a patient, you know, who doesn't neet those entry
Criteria -- say -- say you have a threshold on the
HAMD in a -- in a depression trial, and you say
patients have to have a HAM D of 22 or greater to get
entered in, if a patient wth a HAM D of 20 got
entered, that would be a protocol violation.

So there are many, many exanpl es of
protocol violations. That's just one exanple.

Q Sure. Does the existence of a protocol
viol ation necessarily invalidate the results of a
st udy?

A No.

Q Coul d system c protocol violations
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i nvalidate a study?

A If -- if they -- if they were substanti al
and, as you say, systemc, it could.

Q I n assessing the efficacy of a conpound
specifically with regards to depression, would you
agree that doubl e-blind, random zed,
pl acebo-controlled trials are the gold standard?

M5. KIEHN: Qnj ection.

THE W TNESS: Again, getting back to what
| said earlier, random zation is -- is fundanent al
and sacred, and in a trial that does not have
random zation it would be invalid. Blinding is
sonet hing that one strives for. |It's understood that
you don't always achieve that, and -- and if it's not
conpletely achieved, in ny view it would not
necessarily invalidate a study.

BY MR W SNER:

Q | appreciate your answer. |'mgoing to
ask the question one nore tine.

A Ckay.

Q I n assessing the efficacy of a conpound,
do you agree that a double-blind, random zed,
pl acebo-controlled trial is the gold standard?

M5. KIEHN:  Obj ection.
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THE WTNESS:. | -- | agree that -- that
one should strive for double-blindingina-- ina
trial that's done in the psychiatric domain. | agree
that that's a -- that's a reasonabl e goal.

BY MR W SNER

Q Does the FDA nmake a determ nati on about
whet her a drug is effective?

A Yes, that's ultimately FDA s judgnent.

Q What sources of infornation does the FDA
rely upon in assessing the efficacy of a new
compound? And let's focus specifically on
anti depressants.

A FDA relies on the results of the clinical
trials that are -- that are done in a drug
devel opnent program

Q Can you explain to the jury what a drug
maker must denonstrate regardi ng efficacy before the
FDA wi ||l approve it for a treatnent of depression?

A So the act -- the Food, Drug and Cosnetic
Act requires substantial evidence of efficacy from--
from adequate and well controlled trials. And so,
you know, that is generally interpreted to nean two
or nore positive studies that have a positive finding

on the -- on the prinmary endpoint.
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Q Now, are you famliar with the concept of

clinical efficacy?

A That's a -- a vague termthat, you know,
doesn't have any -- any clearly defined neaning.
It -- it probably nmeans different things to different
peopl e.

Q Well, you've published on this issue,
haven't you, Doctor?

A |'ve published a lot of things. | don't
know specifically what you're referring to.

Q Ckay. Are you aware of any regul ation
within the FDA that requires that the FDA find that a

drug has a clinically nmeaningful treatnment effect?

A That's -- that is -- is generally what's
inferred fromthe Act, that -- that the effect that
you're observing is nmeaningful. But it's a-- it's a

concept that is not well defined.

So, for exanple, in depression, typically
now t hese days the trials that are the basis for the
approval of new anti depressants, the effect size --
and there are many ways of neasuring effect size, but
if you -- you know, one comon neani ng for effect
size is the difference between drug and pl acebo and

change from baseline on a standard neasure, |like the
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HAM D.

So these days approvals are based on a
di fference of two points between drug and pl acebo.
So that's -- that's -- you know, we did an anal ysi s,
we went back and | ooked at all of our data
accunul ated over roughly 25 years and | ooked at the
change in the effect size for drugs that had -- had
been approved, and, you know, it is -- you know, two
decades ago it used to be three. Nowit's down to
about two.

So, the question is, and | -- you know,
this is sonething that's been a source of debate for
along tine -- whether or not you know that effect
size, a two-point difference on average, is a
clinically nmeani ngful effect is sonething that's been
hot |y debat ed.

| was interviewed by Leslie Stahl one

time and had to tal k about that as a def endant.

Q | recall, on "60 Mnutes."

A But that -- that's what it is.

Q It was actually going to be an exhibit
here, but | decided not to go there. So -- fair
enough.

| guess ny question, though, is are you
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aware at the FDA in deciding whether or not to
approve an indication whether or not the FDA is
required to make a determ nation that the difference
observed is clinically nmeaningful?

A It -- it is part -- it is part of the
judgnment. But what | -- what I'msaying is that it's
not well defi ned.

Q Sure. Were you by any chance at the PDAC
neeting for Zoloft when it was bei ng approved
initially for adults?

A | -- | would have been. | was at -- at
probably 50 or 60 advisory commttees. | certainly

woul d have been at that one.

Q During that neeting, do you recall -- if
you don't, it's fine -- Dr. Lieber discussing the
i ssue of clinical -- clinical effect versus

statistical significance? Do you recall that at all?

A He -- that was a favorite topic of his,
SO --

Q Yeah.

A -- it wouldn't surprise ne that he --

that he tal ked about that.
Q And you understand that it was his view

that the FDA's assessnent of a conpound for approval

ol kow Technol ogi es, Inc. Page 67




Thomas Laughren, M D.

1 was based solely upon statistical significance and
2 that clinical neaning -- whether or not sonething was
3 clinically neaningful was sonething for the academ cs

4 and the doctors to figure out?

5 M5. KIEHN: oj ection.
6 THE WTNESS: | don't -- | don't entirely
7 agree with that. | -- | know Paul Lieber very well.

8 BY MR W SNER

9 Q Sure.
10 A ' ve known himfor many, many decades,
11 and -- and he was the division director at the tine

12 that Zoloft was under consideration, so he would have
13  approved Zoloft. | don't think he would have

14  approved Zoloft if he didn't think that it was a

15 clinically meaningful effect, despite what he m ght
16 have said at an advisory committee, because Paul --
17 Paul |iked to talk a lot.

18 Q Does the FDA in review ng a conpound for
19 approval review internal correspondence fromthe drug
20 conpany?

21 A That's typically not part -- | nean, FDA
22 tends to focus nore on the data. And so actually

23 often when a clinical reviewer gets an application,

24  they often go right to the data rather than even
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readi ng the sunmary, because they don't want to be

I nfl uenced by -- by, you know, the conpany's spin on
the data. So they just go right to the datasets and
the tables and | ook at the data.

Q Now, during your tinme at the FDA, do you
ever recall |ooking at a dataset and going, | think
this is all nmade up?

M5. KIEHN: Qnj ection.

THE WTNESS: | -- | don't recall ever
reachi ng that judgnent on a -- based on a dataset.
BY MR W SNER

Q Wuld it be fair to say that when a drug
sponsor submts the data froma clinical trial, you
take it at face value as being true and accurate?

M5. KIEHN:  Obj ection.

THE WTNESS: | -- | wouldn't say that we
took it at face value. You know, we -- we
certainly -- you know, part -- the process of
reviewi ng a new drug application is very conplex. It
i ncl udes doing -- you know, there's an Ofice of
Scientific Investigations that goes out and actually
| ooks at trial sites to try and -- and get at that
very issue, you know, whether -- a question |ike

whet her or not the data are real, whether or not
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there were actually patients.

And so they -- you know, they check
the -- you know, the clinical record at the site
agai nst the case report fornms and so forth. So I --
FDA doesn't -- doesn't ignore that -- that aspect.
That is part of the review process.

BY MR W SNER

Q Does the FDA audit the case report forns
typically?

A Agai n, typically, you know, sites chosen
randomy are -- are | ooked at very carefully by -- by
FDA i nspectors fromthe Ofice of Scientific
| nvestigati on.

Q Sure, but even in that context, the
I nvestigator doesn't |ook at the case report form
pull the patient aside and go, Hey, is this really
true? That -- does that ever happen?

M5. KIEHN: Qnj ection.

THE WTNESS: No, but you do -- you do
check -- there's usually a clinical record at the
site apart fromthe case report form You m ght
check that against the case report form
BY MR W SNER

Q Now, after that investigation and that
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sort of regulatory process occurs, when it gets to
you for review, at that point do you review all of
the case report forns?

A Not -- not every case report form no.

Q Typically they're only required to submt
the case report formfor any serious adverse effects.

M5. KIEHN:  Qbj ection.

THE W TNESS: You know, it -- it varies
fromapplication to application. But -- but, yeah,
you're not going to get all the case report forns,
that -- that's true.

BY MR W SNER:

Q Ckay. Are you famliar with sonething
called a final study report?

A Yes.

Q What is that?

A It's -- it's the -- you know, the final
report on a study that includes a description of, you
know, what the study was, you know, who the patients
were, what the findings were, what the analysis
showed.

Q Who prepares the final study report?

A The conpani es prepare the study report.

Q And they submt that to the FDA as part
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of a -- a regulatory process or an application?

A As part of an application, yes.

Q Ckay. Are you famliar with sonething
cal l ed pediatric exclusivity?

A Yes.

Q Can you explain to the jury what that is.

A So, for a nunber of decades there was a
concern about the |ack of data that -- that
clinicians had for drugs in treating pediatric
patients, children and adol escents, and so the FDA
over the years tried a nunber of different things to
try and get conpanies to do nore studies in pediatric
patients.

The one that finally worked is this
exclusivity. So this is part of the, | think it was,
the ' 97 FDAMA Amendnent, anendnent of the act that
i ncl uded the exclusivity provision that basically
gave conpani es an additional six nonths of

exclusivity for conducting pediatric studies.

And so, for exanple, in -- in psychiatry,
that -- you know, that initiative, that incentive for
doing pediatric studies resulted in a -- in a nunber

of studi es done on pediatric depression, and that's

what this is all about, because this is focused on
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1 studies that were done as -- as part of that
2 incentive.
3 Q And when you say the incentive for six

4 additional nonths of exclusivity, does that nean that
5 the drug sponsor will be allowed to sell the drug

6 exclusively as the brand nanme manufacturer for an

7 additional six nonths?

8 A Yes.

9 Q Because after that six nonths, then

10 generic manufacturers can start maki ng the conpound;
11  is that right?

12 A That's correct.

13 Q And typically when generic manufacturers
14 start nmaking the conpound, the price and cost of the
15 drug goes down consi derably.

16 A That's true.

17 Q And that's in fact the entire purpose for
18 the Wax-Hatchman Anendnents, correct?

19 M5. KIEHN:  Qbj ection.

20 THE W TNESS: Yes.

21 BY MR W SNER:

22 Q Al right. Wen a conpany wants to

23  obtain that six extra nonths of pediatric

24  exclusivity, do they have to submt and get approval

ol kow Technol ogi es, Inc. Page 73




Thomas Laughren, M D.

1 for the pediatric study protocols that they plan to
2 do?

3 A They -- they -- | nean, typically, the

4 way the process works, they submt a PPSR, Proposed
5 Pediatric Study Request. FDA would then issue a

6 witten request specifying, you know, what's needed
7 in a pediatric supplenent to -- to get that

8 exclusivity. The conpany woul d then do that program
9 and submt it, and FDA woul d determ ne whether or not

10 they nmet the terns of the witten request.

11 Q And by nmet -- "nmet the terns," does that
12 nmean -- well, back up.

13 When they're preparing the protocol s that
14 they're going to be doing to -- to neet that witten

15 request, do they run those protocols by the FDA

16 before they start?

17 A Well, every -- every protocol has to be
18 submitted. Whether it's part of the exclusivity

19  provision or not, every protocol has to -- has to

20 arrive at FDA for review, either prior to or

21 sinultaneous with the initiation of that study. FDA
22 has to | ook at every protocol for every trial.

23 Q Ckay. Does FDA approve protocols or do

24 they just review thenf
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A They -- they reviewthemand -- and if
they object, then they tell the conpany. But there
isn't -- there -- it's -- the only protocol that
actually has to get FDA approval before it's started
is the one that initially cones in with the IND
Typically they will have a protocol in an IND, and
FDA has 30 days to review that, and -- and at that
point FDA will say, yes or no, you can go ahead wth
your st udy.

After that, after an IND, the conpany has
an IND, at that point they sinply have to submt the
protocol for an additional study. It has to arrive
at FDA before they actually start the study, but they
don't require an actual letter from FDA to say, Yeah,
you can go ahead.

Q Now, for pediatric depression trials
specifically related to pediatric exclusivity, did
the FDA take a closer | ook at those versus other
protocols or were they treated the sane?

M5. KIEHN:  Obj ection.

THE WTNESS: | would like to say that
FDA | ooks closely at all protocols that cone in.

BY MR W SNER

Q Sure. | just nean relative to the
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ot hers,

were they given special attention or were

they just sort of part of the regular process?

M5. KIEHN: Qnj ection.

THE WTNESS: Again, | wuld -- | would

argue that -- that FDA | ooks closely at every

pr ot ocol

. Every protocol is inportant.

BY MR W SNER:

Q Sure. |'mnot suggesting they're not by
my question. | apologize if you think I'minferring
as much.

However, |'mjust asking in the panoply

of all the special attention given to all the

protocols, do the pediatric ones get extra attention
or no?

M5. KIEHN:  Obj ection.

THE WTNESS. | -- it's -- it's an
I npossi bl e question to answer. | nean, again, | -- |
t hi nk, you know, when -- we took protocols very
seriously. W |ooked at all of themcarefully as,

you know, we took that responsibility seriously.

So. ..

BY MR W SNER:

Q
whet her

kay. Wuld it be fair to say then that

it was a pediatric protocol or an adult
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protocol, you guys gave the sanme |evel of serious
attention to them equal | y?

M5. KIEHN: Qnj ection.

THE WTNESS: | would say that, yes,
we -- we tried to give serious attention to every
protocol that cane in.

MR WSNER Ckay, great. Let's take a
br eak.

THE W TNESS:. Ckay.

THE VI DEOGRAPHER: The tine is 10:25 a. m
This is the end of disc No. 1. W wll go off the
vi deo record.

(Recess.)

THE VI DEOGRAPHER: This is the beginning
of disc No. 2 in the deposition of Dr. Thonas
Laughren. The tine is 10:42 a.m W' re back on the
vi deo record.

BY MR W SNER

Q Al right, Dr. Laughren, I'"mgoing to
shift gears a bit here. W!'re going to cone back to
clinical trials and -- and Cel exa and Lexapro
specifically in a mnute, but | want to ask you a few
questi ons about sone ot her things.

Are you famliar with the phrase
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1 "off-label pronotion"?
2 A Yes.
3 Q What is your understandi ng of that

4 phr ase?
5 A Generally, off-label pronotion would be

6 using a drug for which it does not have an approved

7 indication.

8 Q That woul d be off-|abel use, right?

9 A Ch, I"'msorry. Of-1abel pronotion.
10 Ckay. That -- that would be, you know, a conpany

11  pronoting a drug for uses for which there are not

12 approved i ndications.

13 Q Is it your understanding that off-Iabel
14  pronotion of a drug is illegal?
15 A "' mnot an expert on -- on that aspect of

16 regulation, but that's generally ny understandi ng
17 that that's a violation of the | aw
18 Q While you were at the FDA, was -- it was

19 not your job to police off-label pronotion, was it?

20 A No.
21 (Exhibit No. 2 was marked for
22 identification.)

23 BY MR W SNER:

24 Q Ckay. |'m handi ng you what has been
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mar ked as Exhibit 2 to your deposition.
Have you ever seen this docunent before?
A | don't recall seeing it.
Q This is a press release fromthe
Depart nment of Justice dated Septenber 15th, 2010.
Please turn to the first paragraph.
A Ckay.
Q It reads: "Forest Pharnaceuticals, Inc.,
a subsidiary of New York-based Forest Laboratories,
Inc., has agreed to plead guilty to charges rel ated
to obstruction of justice, the distribution of
Levot hroid, which at the tine was an unapproved new
drug, and the illegal pronotion of Celexa for use in
treating children and adol escents suffering from
depression, the Justice Departnent announced today.
"The conpani es al so agreed to settle
pending false clains allegations that Forest caused
false clains to be submtted to federal healthcare
prograns for the drugs Levothroid, Celexa and
Lexapro. Forest has agreed to pay nore than $313
mllion to resolve crimnal and civil liability
arising fromthese matters."
Did | generally read that correctly?

A Yes.
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Q Were you aware that in 2010, Forest
agreed to plead guilty to off-1abel pronoting Cel exa

for use in children?

A | -- 1 don't -- | don't specifically
recall that. | nmean, | -- you know, again, in
this -- in the work | did for Forest, this issue, it
m ght have cone up in a prior deposition. | just

right now off the top of nmy head, | don't renenber
specifically focusing on this. | don't --
Q Do you recall being aware -- would you
have been aware of this while you were at the FDA?
M5. KIEHN:  Qbj ection.

THE WTNESS: Not necessarily, because,

again, ny group was focused on -- on review ng
applications, INDs and NDAs, not in the -- in the
| egal aspects of pronotion. That was -- that was not

our focus in the review division.
BY MR W SNER
Q And on a personal level, did you
remenber -- recall seeing or hearing about this
crimnal plea in Septenber of 20107?
M5. KIEHN:  Qbj ection.
THE WTNESS: | -- | don't.

BY MR W SNER
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1 Q Ckay. Follow ng your departure from FDA
2 you were approached by Forest to consult with themin
3 alitigation capacity, correct?

4 M5. KIEHN:  Qbj ection.

5 THE W TNESS: That's correct.

6 BY MR W SNER:

7 Q And that was within about two nonths

8 after leaving the FDA; is that right?

9 A | left FDA in Decenmber of 2012. | think
10 | got called probably sonetine in the spring, so

11 probably it would have been nore four to five nonths,
12 sonething |ike that.

13 Q And you were approached by Forest to

14 provide testinony specifically related to Cel exa and
15 Lexapro, correct?

16 A Well, specifically with regard to -- to
17 Lexapro. The Brown case was -- was about Lexapro, |
18 Dbelieve.

19 Q Ckay. But in the Brown case you were

20 being offered as not only an expert on Lexapro but
21  also an expert with regards to Cel exa.

22 A Yes.

23 Q When you were approached in 2013 to be a

24 consultant for Forest, did they disclose their
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crimnal conduct to you at that tine?
M5. KIEHN:  Qbj ecti on.
THE WTNESS: | -- | -- | don't recal
t hat .
BY MR W SNER
Q | s that sonething you woul d have want ed
to have known before you agreed to -- to work with a

conmpany in any sort of expert capacity?

A | -- ny consultation was specifically
focused on the -- on the Brown case, so | -- you
know, and that -- and that woul d have been ny focus.

Q Absol ut el y, Doctor.

However, you woul d have wanted to have
known that the conpany that was hiring you to be an
expert for themwas an admtted crimnal when it cane
to their pronotional practices with regards to Cel exa
and specifically with children, correct?

M5. KIEHN: Qnj ection.

THE WTNESS: | -- | don't -- | don't
know that -- again, you -- you use the word
"crimnal." As a -- as a clinician, | don't think
it's inappropriate at all for a -- it wouldn't have

been i nappropriate for a clinician to use Celexa in

treating children with depression even though it
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wasn't specifically |labeled for that. Because, you
know, | -- if there is ever a reason to believe that
t hese drugs, even though they were initially studied
in adults, would work in children, and -- and
chi | dhood depression is a very serious problemthat
needs to be addressed. So, again, | wouldn't have
been focused on that aspect of things. That's all |
can say.

BY MR W SNER:

Q Ckay, Doctor, but you understand that
Forest didn't plead guilty because doctors used
Cel exa off label. They pled guilty because they
pronoted the off-|abel use of Celexa in children.

You under stand that?

M5. KIEHN:  Obj ection.

THE WTNESS: | understand that.
BY MR W SNER:

Q And | guess ny question is now, at this
nmonent, the fact that a conpany that was hiring you
had pled guilty to commtting the crinme of off-Iabel
pronotion with regards to children, is that sonething
that you woul d have |iked to have known?

A | don't --

M5. KIEHN:  Obj ection.
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1 THE WTNESS:. -- have an opini on about
2 that. | just don't have an opinion.

3 BY MR W SNER

4 Q Ckay. | don't nean to sound crass,

5 Doctor, but you don't typically like to work for

6 admtted crimnals; is that right?

7 M5. KIEHN:  Qbj ection.
8 THE WTNESS: | -- | -- | -- that's --
9 that's not a question that | can -- that | can

10  answer.
11 BY MR W SNER:
12 Q Okay. Al right. You are aware in 2002

13  Forest actually attenpted to secure a pediatric

14 i ndi cation for Cel exa.
15 M5. KIEHN:  Obj ection.
16 THE W TNESS: That's correct.

17 BY MR W SNER:

18 Q Do you recall whether you were involved
19 in reviewng that application while you were at the
20 FDA?

21 A Yes.

22 Q And what do you recall your invol venent
23  being?

24 A Wll, I -- | was the team | eader for
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psychiatric drugs, and -- and so, you know, | would
have -- woul d have overseen the review of that
supplenent. It would have been a suppl enent that

woul d have been subm tted, and | woul d have revi ewed
that. | would have overseen the review of that, and
| -- and | knowthat | did wite a neno regarding
that supplenent as well. So...

Q And that nmeno was specifically with
regard to whether or not you believed it would be
appropriate to approve Celexa for use in children.

A That's correct.

M5. KIEHN:  Qbj ection.
(Exhibit No. 3 was marked for
identification.)

BY MR W SNER

Q | " m handi ng you what has been marked as

Exhibit 3 to your deposition.

This is a nenorandum dat ed
Sept enber 16th, 2002. Do you recognize this
docunent ?

A Yes, | do.

Q This is in fact the nmeno you were just
nmentioni ng, correct?

A This -- that's correct.
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1 Q To be clear, this docunent was aut hored

2 by you while you were at the FDA?

3 A Yes.

4 Q And was it part of your duties at the FDA
5 to prepare nmenoranduns recomrendi ng the approval or
6 non-approval of supplenent applications?

7 A Yes.

8 Q And was this nenorandum specifically

9 prepared in the regular course of your work at the

10  FDA?
11 A Yes.
12 Q Do you have any independent recollection

13 of your preparation of this nenorandunf

14 A No. No. |It's a long tine ago.

15 Q Ckay. The nenorandumis addressed to

16  NDA 20-822/S-016. Do you see that?

17 A That's correct.

18 Q Can you explain what that -- that --

19  those nunbers nean?

20 A The -- the NDA nunber is -- is the NDA
21 for Celexa. The supplenent is -- is the nunber. It
22 nmeans that this is supplenent 16 to that NDA.

23 Q So it would be fair to interpret this as

24 this was seeking an additional indication to a drug
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1 that had already been approved by the FDA

2 A That's correct.

3 M5. KIEHN: Qnj ection.

4 BY MR W SNER:

5 Q And the additional indication was whet her

6 or not this drug was specifically indicated for use

7 i n pediatric popul ati ons.
8 A That's correct.
9 Q In that subject line -- I"'msorry, in the
10 "to" line, it also reads: "This overview should be

11 filed with the April 18th, 2002 original subm ssion

12 of this supplenent.”

13 Do you see that?
14 A Yes.
15 Q Does that indicate to you that Forest

16 submitted this request for a pediatric indication for
17 Cel exa on April 18th, 20027

18 A That's correct.

19 Q And so this nmenorandumis dated

20  Septenber 16th, 2002. You see that?

21 A That's correct.

22 Q So it would be fair to say between that

23  subm ssion in April of 2002 and the issuing of your

24 menorandum i n Septenber of 2002, that was when you
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oversaw the review of the application.

A That's correct.

Q Bef ore the FDA approves a drug for use in
children, the FDA nust be satisfied that the drug
maker has denonstrated efficacy and safety; is that
right?

M5. KIEHN:  Qbj ection.
THE WTNESS: That's correct.
BY MR W SNER:

Q And part of your job at the FDA was to
make sure that before a drug was approved, you
beli eved there was sufficient evidence of safety and
efficacy. Is that fair?

A That's true.

Q As part of its request for a pediatric
I ndi cation, Forest submtted the results of two
doubl e-bl i nd, random zed, placebo-controlled clinical
trials, right?

A That's correct.

Q And what were those two studi es?

A The first study, and |'mreading --
| ooking at ny neno here, was Study 18. And the
second study was Study 94404.

Q Thr oughout this deposition I'mgoing to
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1 refer to themas Study MD-18 and Study 94404. |Is

2 t hat okay?

3 A That's fine.

4 Q Ckay. Now, if you look on the first page
5 of this nmenorandum turn to the | ast paragraph. Do

6 you see that?

7 A Yes.

8 Q It reads --

9 THE VI DEOGRAPHER: It's the (inaudible)
10 part that's not -- good.

11 BY MR W SNER:

12 Q Ckay. It reads: "Since the proposal was
13 to use the currently approved Cel exa formnul ati ons for
14  this expanded popul ati on, there was no need for

15 chem stry or pharmacol ogi cal -- pharmacol ogy

16 revi ews. "

17 You see that?

18 A Yes.

19 Q What is a chemistry review?

20 A When a -- when a new drug application

21 cones in and the FDA is seeing it for the first tine,
22 part of the review would be | ooking at the -- at the
23 data on the chem stry, the purity, stability and so

24 forth of the conpound.
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Q And that's -- that would be the chem stry
revi ew?

A That's correct.

Q And t he pharnmacol ogy review, what is
t hat ?

A Phar macol ogy woul d be the -- the ani nal
phar macol ogy and the ani mal toxicol ogy.

Q And because this drug had al ready gone
t hrough those reviews with regards to adults, you did
not feel it was necessary to do that because of the
use in children, right?

A That's correct.

Q The sentence -- the next sentence reads:
“"The primary review of the clinical efficacy and
safety was done by Earl Hearst, MD, fromthe clinical
group.”

Do you see that?

A Yes.

Q Who is Dr. Hearst?

A Dr. Hearst is a psychiatrist who at the

tinme was one of the clinical reviewers in ny group.

Q You were his supervisor, right?
A Yes.
Q And at sone point there was a

ol kow Technol ogi es, I nc. Page 90




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

reorgani zation within the division, and Dr. Hearst
left; is that correct?
A At -- at -- at sone point he retired.
Q Fai r enough.
My understanding is Dr. Hearst,
subsequent to being in this division, began working

specifically in neurology. Do you recall that?

A That's -- that's not -- not true. | have
no recollection -- I nmean, he -- he --
Q That's fine. If I"'mwong, |'mwong.

A Yeah. No, he's a psychiatrist, so there
isn't any way that he woul d have gone to the
neur ol ogy di vi si on.

Q Ckay. So --

A He retired fromthe psychiatry division.
| remenber going to his going-away party.

Q Ckay. Do you know when that was?

A It was probably in maybe 2011. | -- I'm
not exactly sure, but it was -- it was sonetine
before | left.

Q And during the time from-- from 2002 to
when he left, did he work under you as a clinical
revi ewer ?

A Yes. Well, again, | becane division
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1 director in -- in 2005, and so then | wasn't his

2 di rect supervisor anynore, but he still -- he

3 continued in the -- in the division as a revi ewer.
4 Q When you said here "the prinmary review, "

5 what did you nean by that?

6 A So, there are different |levels of review
7 The primary reviewers are the first |line reviewers,
8 sothey -- they wite a review. The next |evel would
9 be the team | eader. The next |evel beyond that

10 would -- you know, would be the division director.
11 And for a new drug application, the office director
12 would -- would often also wite a neno.

13 Q Ckay. So here it says: "The primry

14 review was done by Earl Hearst."

15 Does that nean there was only one prinmary
16  review done?

17 M5. KIEHN:  Qbj ection.

18 THE WTNESS: Well, one -- one primary

19 clinical review. There would have been possibly a
20 review done by -- it probably woul d have been the

21 only reviewin this case.

22 BY MR W SNER:

23 Q Sure. But, for exanple, if there had

24 pbeen a chemstry review, that woul d have been done by
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1 sonebody as well?

2 A Yes.

3 Q And as well as a pharnacol ogy revi ew?
4 A Ri ght .

5 Q Ckay. And then after Dr. Hearst

6 conpleted his primary review, then you would go about
7 conducting your review or would they be done

8 sinmultaneously?

9 A | -- you know, again, it varies. | don't
10 remenber what the sequence was here. | mght have
11 been working on it in parallel. | mght have waited
12 until he was done. | don't recall.

13 Q Ckay. What sort of information would a

14 clinical reviewer like Dr. Hearst rely upon to

15  conduct a primary clinical review?

16 A He woul d have carefully reviewed the

17 suppl enent, that docunent that came in in April of

18 2002.

19 Q And t hat woul d have included the final

20 study reports and acconpanyi ng tabl es and appendi xes,

21 associ ated --

22 A Correct.
23 Q -- Study MD-18 as wel |l as 944047
24 A That's correct.
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Q Al right. |If you |ook at the next
sentence, it says: "Since there was agreenent
bet ween t he sponsor and FDA that these trials were
negati ve, there was no need for a statistics review
of the efficacy data."

Do you see that?

A Yeah, | -- | see -- | see that now, and
that's a -- of course, a m sstatenent because one of
the studies was positive. And | noticed that | -- |
state that in the first paragraph here. | state it
again on page 3 in ny comrent on Study MD18. | say:

"I agree with Dr. Hearst that this is a positive

study. "

And | say it several tines later in the
docunent. So | don't -- | don't recall why -- why |
said that. But the statenent -- you know, the -- the
conclusion is still the sane. Since our requirenent

for approving a pediatric supplenent woul d have been
two studies, two positive studies, and since it
didn't neet that threshold -- so since we knew t hat
we weren't going to approve it, we often wouldn't get
a full statistical review at that tine.

Q Wuld it be fair to say then that when

you stated here that the agreenent between the
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sponsor and FDA that these trials were negative
was referring to negative in the sense that it
woul dn't be sufficient to secure a pediatric
i ndi cation?

A That's -- that's the way | interpret
t hat, yes.

Q Now, it says "sponsor" here. | just

want

to be clear that's referring to Forest, correct?

A Correct.

Q Ckay. It says: "There was no need f
statistics review of the efficacy data."

What is a statistics review?

A It -- it's an overl appi ng revi ew t hat
specifically focuses on the -- on the efficacy d
Somewhat redundant with the clinical review

Q And what -- what is the difference, I
there is any, between a statistics review and a
clinical review?

A The -- the statistical review would
likely go into nore detail on the -- on the anal
pl an and whether or not it was followed in -- in
conducting the anal ysis.

Q And by anal ysis plan, you are referri

to the prespecified efficacy paraneters and the

or a

at a.

f

ysSi s

ng
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pr ot ocol ?

A And -- and the plan for anal yzing the
dat a.

Q So that al so would apply to adverse
events, safety data as well?

A Typically a statistics reviewer woul d not
| ook at -- at adverse events because there's -- there
woul dn't have been any hypothesis testing, and their
focus is primarily on hypothesis testing.

Q Do you have any i ndependent recollection
of having any discussions with Forest about there not
being a need for a statistics review of the efficacy
dat a?

A No. No.

Q Ckay. |Is that a discussion, based on the
sentence you read here, that you probably did have at
sone point?

A | -- | doubt that -- | doubt that we
actually had a discussion about that. It was -- it
woul d have been just obvi ous since everyone knew what
the standard was that you had to have two studies to
get a claim and they -- they clearly acknow edged
that one of their studies was negative. So there

woul dn't have been any basis for a claim
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1 Q Al right. If you |ook at page 2, from

2 page 2 to page 4, you did a sort of overview review
3 of Study MD 18 and Study 94404, correct?

4 A Correct.

5 Q Al right. Let's first |ook at page 4.

6 Do you see the |ast sentence of the second paragraph
7 that reads: "The results on the prinmary outcone were
8 as follows"? Do you see that?

9 A Yes.

10 Q Now, when you say "prinmary outcone" here,
11  you're referring to the primary endpoint, correct?

12 A That's correct.

13 Q Ckay. And then you see here listed are

14 the efficacy results on the Kiddie-SADS-P total score

15 for Study 94404, open paren, OC, cl ose paren.

16 Do you see that?
17 A Yes.
18 Q s it your understanding that the

19 Ki ddi e- SADS-P total score was the primary efficacy
20 endpoint for Study 944047

21 A Yes.

22 Q And it says -- and the Kiddie-SADS-P,
23 that's referring to a rating scale for pediatric

24  depression?
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1 A That's correct.

2 Q And it says OC, that's referring to

3 observed cases, right?

4 A Ri ght .

5 Q (bserved cases is different than | ast
6 observation carried forward?

7 A That's correct.

8 Q Coul d you briefly explain to the jury
9 your understanding of the difference between

10  "observed cases," OC, and "l ast observation carried
11 forward," or LOCF?

12 A An LOCF anal ysis uses data that are

13 carried forward fromthe tinme that a patient drops
14  out of a study. So, for exanple, if it's in -- you
15 know, this was | think a 12-week study. Yes. So if
16 a patient dropped out at eight weeks in a 12-week

17 study, that l|last score, that last recording on the
18  Ki ddi e- SADS woul d have been carried forward as if

19 that patient continued to 12 weeks. \Wereas, an

20 observed cases analysis only includes the data on the
21 patients who conpleted to 12 weeks.

22 Q Do you have an opinion one way or the

23 other whether an OC analysis or an LOCF analysis is

24 better?
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A General -- generally, you know, at that
time we tended to rely nore on LOCF anal yses than
observed cases. They both have their pros and cons.

Q | don't want to get into a | ongw nded
answer, and if it takes too long to explain, that's
fine, but what are sort of the pros and cons of the
two anal yses?

A Well, the problemw th the observed cases
is that it's a -- it's a truncated analysis in the
sense that you're not using data from patients who
didn't conplete.

The problemwi th an LOCF anal ysis is that
you're -- you're assunmng that the score at eight
weeks is -- that if that patient continued, it would
have been that sane score at 12 weeks, and that's --
that's an assunption that's -- you don't have any way
of verifying that. So...

Q So you agree then that the OC approach as
wel | as the LOCF approach are really two different
ways of |ooking at the sane data?

A Yes.

Q And typically the protocol wll specify
whet her or not the primary endpoint will use an LOCF

or an OC anal ysis, right?
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A Yes.

Q Now, here you depicted the efficacy
results for the primary endpoint for Study 94404,
right?

A That's right.

Q And under the heading, it says "P-val
versus placebo.” Do you see that? 1In the table on
the far right.

M5. KIEHN: P-val ue versus --

MR. W SNER: Yeah

M5. KIEHN: -- P-val.

MR WSNER Yeah, | msspelled it in ny
outline. Sorry.

THE WTNESS: Ch, P-value --

BY MR W SNER

Q It says "P-val ue versus placebo," do you
see that?
A P-val ue, yeah. Yes, yes.

Q And that's -- that's the P-value of the
di fference observed in the treatnent group of Cel exa
and the placebo arm correct?

A That's correct.

Q And that's not statistically significant,

correct?

ol kow Technol ogi es, I nc. Page 100




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

A That's correct.

Q And if you | ook at the next sentence
bel ow that table, it says: "The results were equally
negati ve on secondary outcones."

Do you see that?

A That's correct.

Q So would it be fair to say then that al
the primary endpoints as well as the secondary
endpoi nts, based on what you said here, were
negative?

A That's nmy assunption that that's true,
yes.

Q Al'l right. Then you have a coment, and
it reads: "This is a clearly negative study that
provi des no support for the efficacy of citalopramin
pediatric patients with MOD."

Do you see that?
A That's correct.
Q And that was clearly negative because the

primary as well as the secondary endpoints were all

negative.

M5. KIEHN:  Qbj ection.

THE WTNESS: It would -- you know,
primarily that the primary endpoint was -- was
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1 negative. It didn't -- it didn't -- again, that's --
2 that's the standard. It has to -- it has to nmake it
3 on the primary endpoint in order to be a positive

4  study.

5 BY MR W SNER

6 Q But you agree that the fact that in

7 addition to the primary endpoi nt not being

8 statistically significant, the fact that all the

9 secondary endpoints were also --

10 A It supported the conclusion reached from
11 |l ooking at the primary endpoint.

12 MR ELLISON. Wuld you let himfinish --
13 BY MR W SNER

14 Q Yeah, Doctor, | appreciate you know where
15 |"mgoing with nmy questions, but you' ve got to let ne

16  finish ny question before you answer.

17 A Sorry.

18 Q | do the sane thing to people all the
19 time, so |l -- | understand the desire to do that.
20 Ckay, great. Let's nobve on to the next

21 exhi bit here.
22 (Exhibit No. 4 was marked for
23 identification.)

24 BY MR W SNER:
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1 Q | " m handi ng you what has been prenmarked
2 as Exhibit 4 to your deposition.

3 This is a docunent titled "A Random zed,
4  Doubl e-Blind, Placebo-Controlled Evaluation of the
5 Safety and Efficacy of Ctalopramin Children and

6 Adol escents with Depression,"” dated Septenber 1st,

7 1999.

8 Do you recogni ze this docunent?

9 A Not of f hand.

10 Q Ckay. Wuld it be fair to say that this

11  appears to be a copy of the study protocol for MDD 18?
12 A It -- it does appear to be the protocol.
13 Q You understand that in addition to

14 seeking a pediatric indication for Cel exa, Forest
15 also submtted MD-18 and Study 94404 to obtain an
16 extension on exclusivity for six nonths.

17 A That's correct.

18 Q However, just because the agency denied
19 the pediatric indication for Celexa, the fact that
200 they did the study allowed themto get the

21 exclusivity for an additional six nonths, correct?
22 A That's correct.

23 Q Because exclusivity was contingent upon

24 conducting the studies, not necessarily getting
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1 positive results in them

2 A That's correct.

3 Q Ckay. Turn to the second page on this

4 docunent. Do you see the section -- it's

5 double-sided so it's the second page.

6 A kay.

7 Q It's the page nunbered 309 on the top

8 right. Do you see that?

9 A | see that.

10 Q Ckay. It's a section titled "Final

11 Protocol Authorization Sign-Of Sheet." Do you see
12 that?

13 A Yes.

14 Q Do you know what this section refers to?
15 A It's fairly typical to see this docunent
16 in a protocol. It -- it's just an acknow edgnent
17 that the final protocol was -- was officially

18 approved by various individuals at the conpany.

19 Q And you understand that these are al

20 individuals at Forest, correct?

21 A Correct.

22 Q The first person is Paul Tiseo. Do you
23 see that?

24 A Yes.
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1 Q Do you know who Paul Tiseo is?
2 A No.

3 Q Have you ever net Paul Tiseo?
4 A Not that | recall. | may have.

5 thousands of people from conpanies. |

met

may have mnet

6 him | just don't -- don't recall.

7 Q Sure. So you -- so you have no

8 independent recollection of ever speaking or

9 interacting with Dr. Tiseo?

10 A No.

11 Q Okay. Now, it says here that he's a

12 nmedi cal nonitor. Do you see that?

13 A | see that.
14 Q Do you know what that is?
15 A He's the, you know, the primary person at

16 the conpany who has responsibility for overseeing the

17 conduct of that -- that study.
18 Q Ckay, great.
19 Now, if you go down here, you al so see

200 Charles Flicker, Ph.D. Do you see that?

21 A | see that.

22 Q And it says here he's the senior nedical

23 director, CNS.

24 A | see that.
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Q Ckay. Do you know Dr. Flicker?

A Sanme answer. Not -- not offhand, no.

Q So you don't have any i ndependent
recol |l ection of ever neeting Dr. Flicker?

A | -- 1 don't.

Q Ckay. Do you recall what role, by any
chance, he played in this clinical trial?

A It -- it looks fromhis title that he was
the, you know, the senior nedical director in the CNS
group at -- at Forest.

Q And then bel ow that, you see Law ence

A anoff. Do you see that?

A | do.
Q And he is also a physician as well.
A | see that.
Q Ckay. Do you know Dr. O anoff?
A | have -- | have net Dr. O anoff.
Q I n what capacity have you net
Dr. danoff?
A At -- at FDA

Q At FDA. Do you recall when you nmet him
or how many tines you net hinf
A My -- ny recollection is that he woul d

show up at -- at neetings we had with -- with Forest.
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1 So it would have been in that context that | -- that
2 | met him

3 Q kay. Do you recall having any -- any

4 interaction with Dr. danoff in your capacity

5 consulting with Forest or Allergan?
6 A | -- 1 don't recall.
7 Q If Dr. Aanoff had testified to recal

8 having a phone conference that you were on with him

9 in 2013, do you have any reasons to dispute that?
10 M5. KIEHN:  Obj ection.

11 THE WTNESS: No. | nean it's certainly
12 possible. | nean --

13 BY MR W SNER:

14 Q But you don't recall any conversations?
15 A | can't recall it.
16 Q Do you recall ever having any

17 conversations with Dr. O anoff about Cel exa or

18 Lexapro specifically?

19 A | don't.

20 Q Ckay. So | can't -- if | ask you if you
21 renenbered what those conversations entailed, you
22 definitely couldn't answer that.

23 A | could not answer that.

24 Q kay. If you also | ook over to the
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1 right, there's Ivan Gergel. Oh, we're still on the

2 sane page.

3 A Yes, | see that.

4 Q Do you know Dr. Gergel -- Dr. Cergel?
S A Not of f hand.

6 Q Ckay. So his -- his nane doesn't ring

7 any bells?

8 A No.

9 Q Ckay. So you have no recol |l ection of

10 ever neeting with Dr. Gergel ?

11 A | don't have any recollection. It's

12 possible that | did, but --

13 Q Ckay. And then these |last two people,

14 Edward Lakat os and Keith Rotenberg, do you know t hem

15 by any chance?

16 A Kei th Rot enberg, that nanme sounds

17 famliar, but I -- | can't -- | can't honestly recal
18 hi m

19 Q Hs title is executive director of

20 Requlatory Affairs and Quality Assurance. That

21  suggests that he may have interacted with you in your
22 capacity at the FDA

23 M5. KIEHN: Qnj ection.

24 THE WTNESS:. Very likely did.
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BY MR W SNER
Q | want to cone back to this docunent in a
second.
(Exhibit No. 5 was marked for
identification.)
BY MR W SNER
Q | ' m handi ng you what has been premarked
as Exhibit 5 to your deposition.
Thi s docunent contains the excerpts of a
deposition taken of Charles Flicker on Cctober 26,
2007, in the In re Forest Laboratories, Inc.
Securities litigation.
Have you ever seen this transcript
bef or e?
A Not that | recall
Q Al right. Please turn to page 34. And
by page 34, I'mreferring to the small page 34
witten on the top part.
A Ckay.
Q Ckay, great. Starting at line 4, it
r eads:
"Q Did you have a role in
creating the protocol for Study 18?

"A. Yes, that canme under ny
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A

Q

i ne 18,

A

Q

Dr .
over seei ng

of MD-18.

Q

deposi ti on.

supervision."

Do you see that?

| see that.
Ckay. |If you nove down the transcript to
r eads:

"Q \What was your role in
supervising the creation of Study
18's protocol ?

"A | woul d have reviewed the
draft, revised it and ultimately
have given ny approval of it."

Do you see that?

| see that.

So based on this testinony, it appears

i cker played a supervisory role in

the creation and approval for the protocol

M5. KIEHN: Qnj ection.

THE W TNESS:  Yes.

BY MR W SNER

Okay. Turn to page 36 in this
Starting at line 16, it reads:
"Q Do you recall any other

i ndi vidual s at Forest Labs ot her
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1 than Dr. Heydorn who reported

2 directly to you between the years of
3 your beginning in 1996 to 1998 and

4 ending in 20037

5 " A Yes. Mary Mackle -- between

6 when, the entire period | was there?
7 "Q Correct.

8 "A Mary Mackl e, Paul Tiseo, Bill
9 Heydorn, Paul Butkerait" -- spelled
10 B-UT-K-EFR-A-I-T -- it continues:

11 "Ral ph Bobo, Joan Singh, and Anjana
12 Bose. "

13 Do you see that?

14 A | do.

15 Q Ckay. Based on his testinony, it appears

16 that Dr. Tiseo worked under Dr. Flicker, correct?
17 A That appears that way.
18 Q kay. Do you -- do you know Bil

19  Heydorn?

20 A That nanme sounds famliar. | -- if |I'm
21 recalling correctly, |I believe that he worked at FDA
22 at one point. | -- | think that's true, but --

23 Q Do you recall what he did at FDA?

24 A | -- again, this goes way back, but | --
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| believe that he was a pharmacol ogi st.

Q Do you renenber having a favorable view
of Dr. Heydorn's work?

A | -- nunber one, if he was a
phar macol ogi st, | wouldn't have supervised his work,
so | --

Q Al right. Do you recognize any of those
other names in that list there, Paul, Ral ph or Joan
or Anj ana?

A No.

Q Ckay.

(Exhibit No. 6 was marked for
identification.)
BY MR W SNER:

Q All right. [|'m handing you what has been
premarked as Exhibit 6 to your deposition.

And, Doctor, | wll just advise you that
"' mgoing to be reading various portions of testinony
to you, primarily for the purposes of |aying the
foundation for |ater questions. So if you're
wondering why |'m show ng you all these deposition
transcripts, that's the intent.

The docunent | just handed you contains

the excerpts of a deposition taken of Charles Flicker
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on Novenber 4th, 2016, in the In re Cel exa and

Lexapro Marketing Sales and Practices litigation.

bef or e?
A
Q
at |line 18,

Have you ever seen this transcript

Not that | recall

Ckay. Please turn to page 121. Starting

It reads:

"Q Do you know who was
responsi ble for the overall conduct
of Study MD 187

"MR. ROBERTS: (njection.

"THE W TNESS: Well, Paul Tiseo
was the | ead clinician.
BY MR BAUM
"Q What was his role with respect
to CI T-MD- 18 before he left Forest?
"A Vell, | now see that he had a
primary role in generating the
prot ocol, and about what docunents
|'ve seen yesterday, he was
obviously involved in the -- in the
oversight of the running of the
study. "

Do you see that?
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1 A | do.
2 Q So based on Dr. Flicker's testinony here,
3 it appears that Dr. Tiseo was responsible for

4 overseeing the overall conduct of Study MD-18; is

S that right?

6 M5. KIEHN:.  Obj ection.

7 THE WTNESS: It -- it appears from--

8 fromthis testinony.

9 BY MR W SNER:

10 Q Ckay. Let's turn back to deposition

11 Exhibit 4, which is the protocol. | told you we're
12 going to be going back and forth, so that's why |
13 warned you.

14 Ckay, great. Please turn to page 329 on

15  the top right-hand corner.

16 A Ckay.

17 Q Do you see the section that reads

18 "Statistical Evaluation"?

19 A | do.

20 Q Under the primary objective, it reads:

21 "The primary objective is to conpare the efficacy of

22 citalopram 20 to 40 mlligrans a day, to placebo in
23  children 7 to 11 years and adol escents 12 to 17 years

24 with major depressive disorder. The primary endpoi nt
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I's changed from baseline in CDRS-R score at week 8."
Did | read that correctly?

A Yes.

Q s it your understanding that the primry
endpoi nt of the study was the change from baseline in
CDRS-R score at week 8?

A That appears to be what it is, yes.

Q And the change in baseline fromthe
beginning to the end of the study, that was a typi cal
primary efficacy endpoint and clinical trials rel ated
to depression?

A That's true.

Q And the CDRS-R score at that tinme was
considered a reliable scale for assessing pediatric
depr essi on.

A That's correct.

Q As well as for assessing the change or
I nprovenent of pediatric depression.

A That's true.

Q Now, under the secondary objectives, it
reads: "To further conpare the efficacy of
citalopramto placebo in depressed children and
adol escent patients, the endpoints for the secondary

obj ectives are the CA inprovenent score and change
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1 of baseline in CA@ severity score, K-SADS-P

2 depressi on nodul e score, and CGAS score at week 8."

3 Did | read that correctly?
4 THE WTNESS: That's correct.
5 M5. KIEHN: Let nme just -- "change from

6 baseline,” not "change of baseline.”

7 MR WSNER [|I'msorry. DidIl say "in

8 baseline"?

9 M5. KIEHN: You said "of baseline."

10 MR WSNER And it's "change in

11 baseline"?

12 M5. KIEHN: "From baseline."

13 MR. WSNER: "From baseline.” Thank you
14 BY MR W SNER:

15 Q s it your understanding that the

16 secondary endpoints for MD-18 were the Cd

17 I nprovenent score and change from baseline in Cd

18 severity score, K-SADS-P depression nodule score, and

19 CGAS score at week 8?2

20 A That is what the protocol states.
21 Q Ckay, great. Please turn to page 328.
22 Do you see the section titled "Unblinding

23 Pr ocedures"?

24 A | do.
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1 Q Ckay. In your experience, is it conmon
2 for a protocol for a double-blind, placebo-controlled
3 trial to contain a section outlining the unblinding
4 procedures for the study?

5 A There woul d generally be sone nention of

6 that in a protocol, yes.

7 Q What does it nean for there to be

8 unblindi ng?

9 A VWll, there has to be the -- the ability
10 to unblind the nedication for a patient in a trial
11 who gets into sone nedical difficulty.

12 Q And unbl i ndi ng doesn't refer to just
13 those circunstances, though. It refers to any
14  circunstance wherein either the investigator or a

15 patient becones aware of what armthey're in in their

16 clinical trial; is that fair?
17 M5. KIEHN:  Qbj ection.
18 THE WTNESS:. Let -- let nme read exactly

19 what -- what this --

20 BY MR W SNER:

21 Q Vell, I'"mnot tal king about what that
22 says. |I'mtalking about generally the phrase
23  "unblinding." So we'll get back to that section in a

24 second, Doctor.
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M5. KIEHN: |f he needs to read that
section to answer the question, he should read that
section.

MR WSNER |'m not asking about that
section. |'m asking about the word "unbli nding."

BY MR W SNER

Q Generally the word "unblindi ng" neans
either the investigator or the patient has becone
aware of whether or not they're taking the drug or
the placebo. |Is that fair?

A That -- that is the neaning of the
general term whatever the cause, you know, whether
it's inadvertent unblinding or purposeful unblinding
because the patient has -- you know, the treatnent
assignnent has to be identified because they're
havi ng a nedi cal energency.

Q In your opinion, if an investigator
| earns whether a study participant is being treated
with a drug or a placebo, does that nean the blinding
has been broken with regards to the investigator?

A If -- if the investigator |earns what the
treatnment assignnent is, yes, then the investigator
I's unblinded.

Q Ckay. Now, going back to this section,
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in the second to | ast paragraph in this section of
the protocol, it reads, initalics: "Any patient for
whom t he blind has been broken wll imedi ately be
di scontinued fromthe study and no further efficacy
eval uations will be perforned.”

Do you see that?

A | see that.

Q According to the sentence, if the blind
has been broken for any patient for any reason, they
are to be imedi ately discontinued fromthe study and
no further efficacy evaluation is performed, correct?

M5. KIEHN:  Qbj ection.

THE WTNESS: That's -- that's not what
it says. This is specifically referring to
unbl i ndi ng -- purposeful unblinding, you know, by the
site for specific reasons.
BY MR W SNER:

Q Now, Dr. Laughren --

A That -- | nmean that is what this says.
|"mjust -- I'"mjust giving you ny interpretation of
what this -- this "Unblinding Procedure" section is
referring to. It's -- because it's tal king about the

tear-of f panel.

It's tal king about, you know. "The
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1 tear-off panel identifying the treatnent should be

2 opened only in the event that an energency

3 necessitates identification of the nedication.”

4 And then it goes on to say: "For that

5 patient for whomthere's been a nedi cal energency,

6 that patient will be discontinued."

7 It doesn't say any unblinding. It

8 doesn't say that.

9 Q Doctor, first, before |I ask you this next
10 question, have you been told to say that today?

11 A | have absolutely not been told to say

12 that. [|I'mjust -- I'"'mjust reading and interpreting,
13  as | understand it, what the protocol is. This is
14 referring to purposeful unblinding for a patient who
15 has had a nedi cal energency.

16 Q Now, Doctor, to be clear, it's your

17 testinony to this jury and under oath that you have
18 not been told to nake that interpretation of that

19 sentence today?

20 A | have absolutely not been told to say --
21 to interpret anything. | -- I'msinply reading

22 from-- fromthis -- fromthis section in the

23 protocol, and -- and ny interpretation of what -- of

24  what it inplies to.
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1 Q Ckay. | understand that. | was just

2 asking if you've been told to say that --

3 A | -- 1 --

4 Q -- and your testinony is you have not

5  been?

6 A | have not been told to say that.

7 Q Ckay. Now, the sentence does read: "Any
8 patient for whomthe blind has been broken will be

9 I medi ately di scontinued fromthe study and no

10 further efficacy evaluations wll be perforned."”

11 | s your understanding that if a patient
12 is unblinded in a different context, not related to

13 this tear-off panel procedure, that they should no
14 | onger be included in the efficacy evaluation for

15 that study?

16 A That -- that is not the way | woul d

17 interpret this, because it -- first of all, it cones
18 under a section which is specifically referring to a
19 particular type of unblinding, and it inmmediately

20 follows a paragraph tal king about opening of the

21 blind for that patient, you know, for a specific

22 reason.

23 Q Now, Doctor, putting aside this section,

24 if a patient is unblinded or an investigator is
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1 unblinded for a specific patient, you agree that that

2 patient's efficacy data should no | onger be included?

3 A | do not --
4 M5. KIEHN:  Qbj ection.
5 THE WTNESS: | absolutely do not agree.

6 BY MR W SNER:
7 Q Sorry. Let nme just finish ny question

8 before the objection and the answer. Sorry, Doctor,

9 | don't nean to interrupt you, but | always wait for
10 vyou to finish. |f could give the sane courtesy for
11 ne.

12 A |'"'msorry. | apol ogize.
13 Q Now, if a patient has been unblinded in a

14  study, do you agree that that patient should be

15 discontinued -- discontinued fromany further

16 efficacy evaluations because that data is no | onger
17 subject to the doubl e-blind procedure?

18 M5. KIEHN: Qnj ection.

19 THE WTNESS: The only way that -- that a
20 patient or an investigator can be definitively

21 unblinded is if you break the code and -- and know,
22 this gets back to the discussion that we were having
23  earlier about the notion of -- of blinding in -- in

24 clinical trials, and -- and the fact that an
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1 investigator or a patient may guess, they -- they may
2 assune that they're on active nedication because they
3 experience a particular side effect. They may assune
4 that or the investigator nay assune that if the

5 patient conplains of that side effect. That doesn't

6 nmean that in fact the investigator or the patient is

7 unbl i nded.

8 BY MR W SNER

9 Q Now, Doctor, if a patient was

10 unm stakenly unblinded, in that context you woul d

11  agree they should be discontinued fromthe study and

12 no further efficacy eval uati ons perfornmed?

13 M5. KIEHN: nj ection.

14 THE WTNESS: The only -- the only way

15 that a patient can be definitively unblinded is if

16 the code was broken.

17 BY MR W SNER:

18 Q Doctor, that -- that really was not ny

19 question. So if you could answer ny question, |

20 woul d appreciate that.

21 A Coul d you ask the question again?
22 Q Absol ut el y.
23 If a patient was in fact unm stakenly

24 unblinded, you agree in that circunstance they shoul d
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1 be discontinued fromthe study and no further

2 ef fi cacy eval uati on should be perforned?

3 M5. KIEHN: Qnj ection.
4 THE WTNESS: Can -- can you say what you
5 mean by "unm stakenly"? | -- | don't understand.

6 BY MR W SNER:

7 Q Well, "unm stakenly" neans there is no
8 mstake, right?

9 M5. KIEHN:  Qbj ection.

10 THE WTNESS: | will answer no.

11 BY MR W SNER:

12 Q Ckay. \What does the word "unm st akenl y"

13 mean to you, Doctor?

14 A | don't -- | don't know what the word
15 nmeans.
16 VWhat I'mtelling youis that in ny -- in

17 my opinion, the only way that a patient can be
18 definitively unblinded or an investigator definitely

19 unblinded is if the code is broken.

20 Q | understand --

21 A Any -- anything else -- anything else is
22 inference. It's speculation.

23 Q And --

24 A Let ne finish.
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Q Sure. | thought you were finished. [|'m
sorry. Are you done?

A | " m done.

Q Ckay. | appreciate your answer, and |I'm
going to nove to strike it as nonresponsive after the
word "I don't know what 'unmi stakenly' neans,"” or
what ever that answer was.

Is it your testinony to this jury that
you do not know the definition of the word
"“unm st akenl y"?

M5. KIEHN:  Qbjection.

THE WTNESS: Wiat |'mtelling you --
what I'mtelling you is that in ny opinion, the only
way that an investigator or patient can be
definitively unblinded is if the code is broken.

BY MR W SNER

Q Ckay. W're going to go back to that in
a second. But I'mgoing to again ask ny question
because | don't think you' ve actually answered it
yet .

s it your testinmony to this jury that
you do not know the definition of the word

"unm st akenly," yes or no?

M5. KIEHN:  Obj ection.
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1 THE WTNESS: | -- | don't understand

2 what you nean by the word "unm stakenly."

3 BY MR W SNER

4 Q Ckay. Typically you would agree with ne

5 that the word "unm stakenly" neans that there can be

6 no question. Is that fair to say?

7 A | would -- | would use the word

8 "definitive."

9 Q Ckay. So the word "unm st akenl y" neans

10 that there was no m stake in comng to whatever the
11  verb that follows that adverb, right?

12 M5. KIEHN:  Qbj ection.

13 THE WTNESS: Let -- let ne ask for a

14  further definition of "unm stakenly."

15 BY MR W SNER:

16 Q Sur e.

17 A Does it -- does it nean that -- that with
18 absolute certainty it's known that the patient and

19 the investigator know what the treatnent assignnent

20 was?

21 If that's what it nmeans -- if that's what
22 it means, then -- then | agree.

23 Q kay.

24 A But that's -- that's different.
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That's -- that's different.

And -- | mean this all cones down to
whet her or not you can throw patients out of an
analysis. And -- and | -- | feel very strongly about
taking that action because it conprom ses the
random zati on, which -- which, again, inny viewis
the nost sacred and fundanental thing to a random zed
control | ed study.

Q Al right, Doctor, | -- | appreciate your
answer, | do. But I'mactually asking a very sinple
questi on.

When | say that this cup is unm stakenly
white, that nmeans that there is no question that this
cup is white, right?

A Yes.

M5. KIEHN: Qnj ection.

BY MR W SNER:

Q Ckay. If | tell you that the integrity
of the blind was unm st akenly viol ated, that neans
there is no question that the integrity of the blind
was unm stakenly violated -- was violated, right?

M5. KIEHN:  Qbj ection.

THE WTNESS: W' ve gotten so far into

this that I -- I've lost -- |'ve |lost the original

ol kow Technol ogi es, I nc. Page 127




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

question. Wat was the question?
BY MR W SNER
Q Ckay. The original question was: |[If in

fact a patient was unms- -- the patient's blind was
unm st akenly violated, okay? In that circunstance,
you agree when that happens that there shouldn't be
any further efficacy eval uati ons done of that
patient, and those additional efficacy eval uations
shouldn't be included in the overall analysis.

M5. KIEHN:  Obj ection.

THE WTNESS: | actually don't -- |
actually don't agree wth that.
BY MR W SNER

Q Ckay. So if a doctor, let's say, an

I nvestigator conpletely violates the protocol, and
I nstead of issuing the patient the prescribed white
tablets that they're supposed to issue pursuant to
the protocol, they hand t hem Cel exa branded sanpl es
and say, Listen, just take these and we'll do your
efficacy evaluations wth these Cel exa branded
tablets.

In that circunmstance you agree that the
blind is broken, right?

M5. KIEHN:  Obj ection.
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1 THE W TNESS: Yes.

2 BY MR W SNER:

3 Q Ckay. In those circunstances you agree
4 that the data fromthat patient should not be

5 considered with other patients who were actually

6 subject to a proper double-blind procedure, correct?

7 M5. KIEHN:  Qbj ection.

8 THE WTNESS:. The -- it -- the -- the

9 data -- the data from-- the investigator, first of
10 all, would -- would be basically engaging in conduct
11 that -- that is conpletely unacceptable and -- and
12 shoul d be prevented fromever doing any -- any

13 further research.

14 BY MR W SNER

15 Q Sur e.

16 A And -- and one m ght consider throw ng
17 out all the data fromthat site, if -- if there was
18 intentional m sconduct.

19 Q Ckay.

20 A There's a -- there's a big difference

21  between that and inadvertent unblinding, which --
22  which, again, may -- may often occur because of side
23 effects of a drug. And that does not necessarily

24 invalidate the data, in ny view, and does not nean
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1 that the data cannot be used in the anal ysis.

2 Again, ny -- ny concern is always, you

3  know, willy-nilly excluding data from an anal ysis

4  because of the effect that has on the random zati on,
5 but...

6 Q Ckay. But you agree, though, at least in
7 principle, that if there has in fact been an

8 unblinding and in fact the patient or the physician
9 who is treating the patient knows definitively

10  whether or not they're in the placebo armor in the
11  treatnent arm that has the potential to cause bias.
12 M5. KIEHN:  Qbj ection.

13 THE WTNESS:. That has -- al though that
14 has the potential to cause bias, it doesn't nean, in
15 my view, that those data can't be used in an

16  anal ysi s.

17 BY MR W SNER

18 Q Fair enough. But should they be used?

19 A | -- I -- 1 think in -- in general,

20 unl ess there are very, very conpelling reasons,

21 including the reasons that are stated in here -- and
22 honestly, I'mnot even sure here that | agree that
23 the data that were collected up to the point, if one

24  does decide to -- to basically renove the patient
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1 fromthe study, that the data up to that point could
2 not be used. They -- they probably should be

3 included in the anal ysis.

4 Q Sure. And so up to the point of the

5 unblinding, they would be discontinued fromthe study

6 and you would do an LOCF analysis with the -- the
7 | ast data point, right?

8 M5. KIEHN: Qnj ection.

9 THE WTNESS: That -- that's -- that's
10 correct. But -- but where we're getting into

11  disagreenent is, is whether or not a patient who is
12 i nadvertently unblinded, that that patient should be
13 either renoved fromthe study or the data fromthat
14 pati ent not used, and that's -- and that's where | --
15 | di sagree.

16 BY MR W SNER

17 Q Fair enough. And that wasn't the

18 question | asked, Doctor.

19 A Ckay.

20 Q So | appreciate your testinony to that

21  effect, but that's not what |'mgetting at yet.

22 What |"'mgetting at here is, you agree

23 that once the unblinding occurs for a patient or an

24 investigator, at that point you shouldn't be
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conducting further efficacy evaluations of that
patient, and including it with the rest of the cohort
that was actually fully doubl e-blind because that has
the chance to corrupt or bias the data.

M5. KIEHN: oj ection.

THE WTNESS: | -- | actually don't agree
with that.

BY MR W SNER

Q Ckay. So you don't have a problem
considering data fromunblinded patients in a
doubl e- bl i nd, random zed, placebo-controlled trial.

M5. KIEHN:  Qbj ection.

THE WTNESS: Although that's not ideal,
and | -- | agree that in general, in psychiatric
trials one should strive to have, you know, adequate
blinding. | don't believe that it invalidates the
study to have sone patients who are unblinded. And
| -- and | nentioned earlier that there are other
psychiatric trials that are explicitly open | abel and
were consi dered conpletely valid trials by FDA

BY MR W SNER

Q But, Doctor, |'mnot talking about
validity. [|'mtalking about appropri ateness.
A vell --
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Q Do you think it's appropriate to include
t hat data?

M5. KIEHN: Qnj ection.

THE WTNESS: Well, validity is -- is
what counts --

BY MR W SNER

Q | see.

A -- in nmy mnd.

Q Al right, Doctor, let's continue going
t hrough this.

It's your opinion then before this jury
that this section that says "Unblinding Procedures,"
whi ch contains the sentence in italics, "Any patient
for whomthe blind has been broken will imrediately
be di scontinued fromthe study and no further
efficacy evaluations wll be perforned,"” refers only
to the procedure of the tear-off panel and does not
refer to other fornms of unblinding in the study; is
that right?

A That's ny understanding of this -- of
this section.

Q Ckay. Notwi thstanding that section, you
don't think that if a patient becones unblinded that

t hey shoul d be discontinued fromthe study or at
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| east -- at the very least, that their data shoul dn't
be included in the primary efficacy anal ysis?

M5. KIEHN: Qnj ection.

THE WTNESS: | -- | don't agree with
t hat .

BY MR W SNER
Q Ckay. |If you turn to page 331.

Do you see the section titled "Sanple

Si ze Consi derations"?

A Yes.

Q It reads: "The primary efficacy variable
Is the change frombaseline in CDRS-R score at
week 8. Assuming an effect size, treatnment group
difference relative to pool ed standard devi ati on of
0.05, a sanple size of 80 patients in each treatnent
group wll provide at | east an 85 percent power at an
al pha |l evel of 0.05 (two-sided)."

Do you see that?

A | do.

M5. KIEHN: Brent, just to correct your
first reference to 0.5, you said 0.05. | just wanted
to correct that. It says 0.5.

MR. W SNER: Thank you for the

correction, M. Kiehn.
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BY MR W SNER
Q In this paragraph it is specifying that
It expects a sanple size of 160 patients to
sufficiently power the efficacy analysis for the
nul | hypothesis on the primary efficacy endpoi nt,
correct?
M5. KIEHN:  Qbj ection.
THE WTNESS: That's correct.
BY MR W SNER:
Q When it refers to effect size of 0.5, is
It your understanding that that's referring to a
Cohen effect size?
A That's ny under standi ng, yes.
Q And is it fair to say pursue -- okay.
And under FDA standards, a Cohen effect
size of greater than or equal to 0.5 is considered a
noderate effect, correct?
M5. KIEHN: Qnj ection.

THE WTNESS: Well, that -- that's not

necessarily an FDA standard, but -- but that is
the -- the common understanding of a -- of a Cohen
effect size of 0.5, that it's -- it's a noderate
ef fect.

BY MR W SNER
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Q |"msorry, Dr. Laughren, haven't you
publ i shed publicly that the FDA considers anything
below a 0.5 effect size to be small?

A | -- | may have stated that in a
publication, but what |I'msaying is that that --

that's much nore broadly understood than FDA.

That's -- that's the -- the usual community
under st andi ng of what -- of what those effect size
nunbers nean, that a -- that an effect size of 0.5 1is

considered in the noderate range. You know, 0.3
woul d be considered a rather mnimal effect size.
Anything larger than that, 0.75, 0.81, would be
considered a large effect size. That's -- that's --
what |'msaying is that that's a conmmunity standard.
It's not necessarily FDA standards, it's -- it's a
comruni ty standard.

Q Ckay. Turn to page 334.

You see the section here where it

actually lists that the nedical nonitor wll be Pau
Ti seo?

A | do.

Q You al so see that it has a clinical trial

manager and it lists Joan Barton. Do you see that?

A | do.
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1 Q Do you know what a clinical trial manager
2 is?

3 A | -- 1 -- 1 don't offhand.

4 Q Ckay. Do you know Joan Barton?

3) A Not that | recall

6 Q Ckay. Al right. Let's turn back to

7 Exhibit 3, which is your nmenorandumthat we were

8 discussing earlier.

9 If you turn to page 3 in your -- in your
10 menorandum Do you see the table titled "Efficacy

11 Results on CDRS-R total score for Study Cl T- VD 18

12 LOCF" ?
13 A | do.
14 Q This chart lists the primry endpoint,

15 correct?

16 A That's correct.

17 Q And based on this chart, patients taking
18 Celexa inproved on a CDRS -- CDRS-R scale by 21.7
19 points and patients taking placebo inproved by 16.5
20 points. Do you see that?

21 A That's correct.

22 Q And you concluded that this primary

23  endpoint was positive because the P-value for the

24  difference between placebo and Celexa is | ess than
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0.05, right?
M5. KIEHN:  Qbj ection.
THE WTNESS: That's correct.
BY MR W SNER:
Q It is a statistically significant result.
A That's correct.

Q Ckay. Now, further down this page you

see the sentence that reads "Note." Do you see that?
A Yes.
Q It goes: "There was a packagi ng error

resulting in tablets being distinguishable for drug

and pl acebo for nine patients, although still

bl i nded. "
Do you see that?
A | do.
Q Before | ask you about that sentence, |

woul d I'i ke to show you sone of your previous
testi nony.

Do you recall that you have previously
been asked about this sentence in a lawsuit involving

the attenpted suicide of Heather Brown?

A | -- I may have been. | don't -- you
know, | may well have been.
Q s this actually the testinony you | ooked
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at wwth your attorney in preparing for your testinony
t oday?

A Well, we didn't go through the -- you
know, the transcript. | believe that M. Ellison
showed nme -- showed ne one section. W didn't -- we
certainly didn't go through the whol e thing.

Q Sure. And don't worry, I'mnot going to
go through the whol e thing.

(Exhibit No. 7 was marked for
identification.)
BY MR W SNER

Q | ' m handi ng you a docunent that's been
| abel ed Exhibit 7 to your deposition.

Do you recogni ze this docunent, Doctor?

A It -- it looks like a transcript of ny --
of my testinony fromthat deposition.

Q And this was taken on July 9th, 2013, in
the case Brown v. Demuth in the Grcuit County of
Mont gonery, Al abama?

A Yes.

Q Now, at the tinme that you participated in
this deposition, you were a retained expert on behalf
of Forest Pharmaceutical s?

A Yes.
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1 Q And you were testifying specifically not
2 only about the efficacy but potential side effects
3 associated with Cel exa and/ or Lexapro?

4 A Yes.

5 Q And you understand that you had

6 previously been instrunental in the review and

7 approval of both Celexa and Lexapro for use in the
8 United States?

9 M5. KIEHN:  Qbj ection.

10 THE WTNESS: That's correct.

11 BY MR W SNER

12 Q And in fact, you were called upon to

13 provide testinony because of that expertise and

14  experience you had at the FDA

15 A | believe that's correct.

16 Q In this deposition you were under the
17 sane oath that you are now under, correct?

18 A That's correct.

19 Q Al right. If you turn to page 300.

20 It's in the small 300, not the -- the big -- big

21 nunber.

22 A So we're | ooking at the page nunbers
23 that --

24 Q That's right, the small ones.
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You got it?
A Got it.
Q Al right. Starting on line 13, it
reads -- and I'mgoing to read for a few pages here,
so bear with ne.
But starting on line 300 -- page 300,
line 13, it says:
"Focusi ng on Exhibit 6, page 3, about
two-thirds of the way down on the page, there is a

note fromyou. Do you see that?"

A | do.
Q Sorry. | was reading the transcript.
So -- it's confusing. |I'mactually going to read the

whol e testi nony.

A Ch, sorry.

Q And then | wll pause and ask the
guestion, so you know when |'m actually asking the
guesti on.

A Ckay. Sorry. Sorry.

Q Al right. So |l will just do it again.

"So focusing on Exhibit 6, page 3, about
two-thirds of the way down the page, there's a note
fromyou. Do you see that?"

"A. Yes.
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1 "Q And it says: 'There was a

2 packaging error resulting in tablets

3 bei ng di stingui shable for drug and

4 pl acebo for nine patients, although

5 still blinded.""

6 | wll stop right there. Doctor, that's

7 the sanme sentence we just | ooked at in your

8 menor andum - -

9 A Correct.

10 Q -- correct?

11 A Correct.

12 Q So it appears that this testinony is

13 referring specifically to that sentence.
14 A Correct.
15 Q Al right. Going back to Exhibit 7, it

16 conti nues:

17 "That is a representation of the

18 reality that there was at the

19 begi nning of Study 18 trial a

20 potentially unblinding event.

21 Correct?

22 "A. Potentially, correct.

23 "Q | nmean that's what we're

24 calling it. There was a potentially
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unbl i ndi ng event, correct?
"A Yes. Wth an enphasis on
"potential.’
"Q Yes, sir. W don't know one
way or the other whether or not" --
oh, sorry.
“"We don't know one way or the other
whet her it woul d have unbli nded the
study. "

"MR | PSARO (Qbjection.

Ri ght.
BY MR ANDREWE:
"Q Ri ght ?
"A Correct."
Do you see that?

A | do.

Q At this point when you testified, it was
your understanding that the -- the dispensing error
that occurred with these nine patients was a
potential unblinding, correct?

M5. KIEHN: Qnj ection.
THE WTNESS: Are you asking ne a
guestion or are you readi ng?

BY MR W SNER
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1 Q

2 was your under st andi ng,

| "' m aski ng you the question now.

there was a potenti al

That

3 unblindi ng?

4 A Yes.

5 Q And, in fact, you put enphasis on the
6 fact that it was potential, correct?

7 A That --

8 M5. KIEHN: Qnj ection.

9 THE WTNESS: That's correct.

10 BY MR W SNER:

11 Q Al'l right. Going back to the exhibit,
12 says:

13 "Q And then you say a reanal ysis
14 W t hout these patients yielded a

15 P-val ue of 0.52 in favor of

16 cital opram correct?

17 "A Correct.

18 "Q And 0.52 would not -- would be
19 not statistically significant,

20 correct?

21 "A That's correct.

22 "Q So in this potentially

23 unblinding event, if these patients
24 were renoved, this would no | onger

It
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1 be a positive study?

2 "A That's correct.

3 "Q So the approval of Lexapro was
4 based on -- for pediatric use was

3) based on an escital opram positive

6 study and a cital opram positive

7 study, where if you renove nine

8 patients who were potentially

9 unblinded, it was actually negative.
10 "A If you renove the nine

11 patients. W considered the issue
12 and made a judgnent that they shoul d
13 not be renoved.

14 "Q It seens |like a | ot of hoops
15 to junp through to approve this drug
16 for pediatric use.

17 "A | didn't consider this a huge
18 hoop. | considered this a noni ssue.
19 That there is no reason to believe
20 that. The fact that tablets have a
21 di fferent color, any one patient

22 woul d only get one color tablet."

23 Do you see that?

24 A | do.
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Q Based on your previous testinony -- do
you believe that the testinony provided in this
deposition was true and accurate?

A The problemwith this testinony is that
the I awer who was doi ng the deposition was assum ng
that the P-value for the sensitivity analysis was

0.5, when in fact it was 0. 05.

| have -- there is a typo in ny neno, and
| know this because this is -- this is the testinony
that M. Ellison and |, you know, went over when we
nmet |ast week, and -- and | -- and this cane up
previ ously subsequent to this deposition that -- that
| realized that -- that that's a typo. That is

0.052, which is statistically significant. And so
the -- you know, the sensitivity analysis was
statistically significant.

| mean, and -- and why -- why are you

m srepresenting this to ne as -- as being the correct
P-val ue? You -- you know that.
Q Sorry, Doctor. | just read you the

transcript of your testinony, and | asked you if it
was true or accurate. | didn't m srepresent anything
to you. So | take offense that you think that | did

SO.
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My question was to you, is there anything
that was truthful or accurate about this, and you

specified that there was a typo, 0.52; is that right?

A That -- that's correct.
Q Ckay.
A lt's -- it's 0.052.

Q Now, you also just testified that a

P-value of 0.052 is statistically significant; is

that right?
A It's cl ose enough.
Q |"msorry, that wasn't ny question.

Does a P-val ue of 0.052 neet the
threshol d of statistical significance, yes or no?

A Whet her -- whether or not a -- a P-val ue
meets that standard is a judgnent. It is a judgnent.
Most people in | ooking at a P-value of 0.052 would
round it to 0.05. And soinny -- in ny view, that's
cl ose enough.

Q |"m sorry, Doctor. M question to you
was not whether it's close enough.

My question to you and to this jury and
under oath, and as sonmeone who worked at the FDA for
29 years, a P-value of 0.052, does that neet the

definition of "statistically significant" or not?
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A It's close enough.
Q So you think it's close enough. Does it
nmeet the value or not?

Doctor, a P-value -- for a P-value to be
statistically significant, it has to be at 0.05 or
| ower, correct?

M5. KIEHN:  Qbj ecti on.

THE WTNESS: 0.052 in ny mnd, in ny
view and ny judgnent, and actually in the judgnment of
nost peopl e at FDA who evaluate clinical trials, is
cl ose enough.

BY MR W SNER:

Q Al right. | appreciate your answer.
"' mgoing to ask the question again. | understand
you want to say it's close enough, and | appreciate
that, but that's not ny question.

My question to you is, a P-value is
statistically significant if it is at 0.05 or |ower,
correct?

M5. KIEHN:  Obj ection.

THE WTNESS: That's -- that's one
definition of statistical --

BY MR W SNER

Q That is the standard definition, Doctor,
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1 isn't it?
2 M5. KIEHN:  Qbj ection.
3 THE WTNESS: W're not -- we're not

4 going to agree on this. Because naking a judgnent --
5 again, this gets back to what | was saying earlier --
6 meking a judgnent about whether or not a package of

7 data is sufficient to justify approving a drug is a

8 judgnent. It is based on the accunul ated evi dence,
9 and -- and what -- what a thoughtful reviewer at FDA
10 wll conclude fromthat data about whether or not

11 that drug is effective.

12 The difference between 0.052 and 0.050 is
13 2/ 1000t hs.

14 BY MR W SNER:

15 Q Doctor, | appreciate your answer. | nove
16 to strike all of it as nonresponsive.

17 Agai n, ny question to you is not about

18 the package. |It's not even about Celexa. So if you
19 could actually answer ny question, we can get out of
20 here a | ot qui cker.

21 M5. KIEHN: | think he has answered your
22 guesti on.

23 MR. WSNER: | appreciate your objection

24 Let nme finish my question, and then you can issue
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your objection, M. Kiehn.
BY MR W SNER
Q My question to you, Doctor, is: Isn't it
true that the scientific standard for statistical
significance is 0.05 or less? Yes or no, Doctor?
M5. KIEHN: Objection. Asked and
answer ed.
THE WTNESS: | -- | believe |I've
answered the question to the best of ny ability.
BY MR W SNER
Q kay. | will reask the question, and you
can give ne the answer that you think answers the
guesti on.
Dr. Laughren, isn't it true that the
scientific standard for statistical significance is a
P-val ue of 0.05 or |ess?
M5. KIEHN: Qbjection. Asked and
answer ed.
THE WTNESS: | -- | believe |I've
answer ed the question.
BY MR W SNER
Q What is your answer then?
A The answer --

M5. KIEHN:  Obj ection.
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THE WTNESS:. The answer is that a
P-val ue of 0.052 is statistically significant in ny
Vi ew.

BY MR W SNER:
Q Doctor, that -- that wasn't ny question,
and -- that answer doesn't answer ny question.

So ny question is not about the P-val ue
of 0.052. M question to you is actually about the
scientific standard for statistical significance, and
a P-value has to be at 0.05 or less to be, under the
standard rubric of scientific investigation, a
statistically significant outcone, correct?

M5. KIEHN: ojection. Asked and
answer ed.

THE WTNESS: The -- the -- although the
usual definition of "statistical significance" is the
P-val ue of 0.05 or less, a judgnent about whether or
not a particular finding is statistically significant
IS -- is made by -- by individuals eval uating data.
There is not any hard and fast rule that -- that a
finding has to be 0.050000 or less to be
statistically significant. It is a judgnent.

BY MR W SNER

Q Now, Doctor, are you aware that Forest
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1 has admtted under oath that a P-value of 0.052 is
2 not statistically significant?

3 M5. KIEHN: nbjection. That's false.

4 THE WTNESS: | -- I"mnot -- |'m not

5 aware of that.
6 think about it.
7 BY MR W SNER:

8 Q

9 conceded t hat

Ckay.

in fact i

And honestly, |

You are aware that

don't care what they

For est has

f these unblinded patients

10 were renoved fromthe study, the study was negati ve.
11  Are you aware of that?

12 M5. KIEHN:  Qbj ection.

13 THE WTNESS: | -- |I'mnot aware of that,
14 and -- and honestly, | don't -- | don't agree with
15  that.

16 BY MR W SNER:

17 Q Ckay. You previously testified that if
18 these patients were renoved fromthe clinical trial,
19 the study was negative, didn't you?

20 M5. KIEHN:  Obj ection.

21 THE WTNESS: | was -- | was -- | was

22 msled in this case because the P-value listed here
23 is not the correct P-val ue.

24 BY MR W SNER:
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1 Q |"msorry you were m sl ed because the nman

2 guoted your own sentence, right, Dr. Laughren?

3 M5. KIEHN: Qnj ection.

4 THE WTNESS: You know, | -- | was not --
5 | was not provided with the conplete data at -- at

6 the tinme of this deposition. |If | -- if | had had

7 access to Dr. Hearst's review, | would have

8 recognized i mediately that -- that | had nade a

9 typo, that this -- that this is actually 0.052 and
10 not 0.52.

11 BY MR W SNER:

12 Q And, actually, at this point in your

13  deposition back in 2013, when you were working for
14 Forest as an expert consultant, you had your own

15  penmorandumin front of you, didn't you?

16 M5. KIEHN: Qnj ection.
17 THE WTNESS: | had ny nenorandum | did
18 not have -- | -- | don't believe that | had the rest

19 of the docunents to basically, you know, verify what
20 the correct P-val ue was.

21 BY MR W SNER:

22 Q Ckay. And so to verify what the truth
23 is, you would need nore than your own words; is that
24 right?
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1 M5. KIEHN:  Obj ection.

2 THE WTNESS: | woul d need, you know, the
3 full docunments because | obviously nade a -- nade a
4  typo.

5 BY MR W SNER

6 Q Ckay. Now, in that sentence, before

7 that, you said: "There was a packaging error in

8 tablets being distinguishable for drug and pl acebo
9 for nine patients, although still blinded."

10 It was your understanding that the

11 patients, despite getting a different color tablet,

12 were still blinded, correct?
13 M5. KIEHN: Qnj ection.
14 THE WTNESS: | -- |'massum ng that |

15 pmade that statenent based on sonething that | had
16 seen in -- in the supplenent.

17 BY MR W SNER:

18 Q Ckay. So it was your understandi ng that

19 the patients, despite receiving different col or

20 tablets, were still blinded, correct?
21 M5. KIEHN: Qbj ection.
22 THE WTNESS: Wll, that -- that was --

23 that was ny assunption, correct.

24 BY MR W SNER:
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Q If in fact the patients were unm stakenly
unbl i nded, that is not what you understood at the
time that you wote this nmenorandum correct?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- | -- again, this goes
back al nost 15 years. |'mnot sure what ny state of
mnd was at the tinme that | -- that | wote this

meno. But ny belief was based on what |'ve witten
here is that the patients were blinded.
BY MR W SNER:
Q Ckay.
(Exhibit No. 8 was marked for
identification.)
BY MR W SNER:
Q Al right. [I'mgoing to hand you what's
mar ked as Exhibit 8 to your deposition.
This is a docunent titled "Study Report
for Protocol No. CIT-MD>18." It is dated April 8,
2002.
Do you recogni ze this docunent, Doctor?
A s this the sanme docunent that you gave
nme previously? Oh, study report. Ckay. So this --
okay.

Q Do you recogni ze this docunent?
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A | don't recognize it, but it |ooks |ike
it's the full study report for Study 18.

Q Ckay, great. And it's actually -- just
so you know, it's portions of the final study report

for MD-18. Ckay?

A It's portions of the suppl enent?

Q O the final report for MD 18.

A Ch, okay. Okay.

Q This is a 2,135-page docunent. |'ve only

gi ven you portions of it --

A Onh, okay. Fair -- fair enough.

Q -- to spare our scanning costs in this
case.

This is the docunent that Forest
submtted to the FDA to represent the results and
conduct of Study MD 18, correct?

A So this -- this would have been part of
the -- of the supplenent that ny nenbo was based on
fromthe -- the April 18th, 2002 suppl enent.

Q Ckay, great. Turn to page 63.

The second paragraph on page 63 reads or
begins: "N ne patients, patients 105, 113, 114, 505,
506, 507, 509, 513, and 514, were m stakenly

di spensed one week of nedication with potentially
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unblinding information. Tablets had an incorrect
col or coding."
Do you see that?

A | do.

Q This is consistent with what you wote in
your nenorandum correct?

M5. KIEHN:  Qbj ection.
THE WTNESS:. It -- it appears to be.
BY MR W SNER:

Q In fact, it was your testinony that
sinply because a patient received a different col or
tablet, there is no reason to understand that the
patient or the investigator was unblinded; isn't that
right?

A That's correct.

Q This sentence here that | just read you
does not state that the integrity of the blind was
unm st akenly viol ated, does it?

A No.

Q It didn't say that dispensing the
incorrectly colored tablets would automatically
unblind the study, does it?

A Correct.

Q Wul d you read those two sentences, the
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unm st akenly unblinded and the automatically
unbl i nded convey different occurrence than what's
listed here in the final study.
M5. KIEHN:  Qbj ection.
THE WTNESS: Say that -- automatically
unbl i nded.
BY MR W SNER
Q Sure. It does not say that the
di spensing of the incorrectly colored tablets
automatically unblinded the study. It does not say
that, right?
A Correct.
Q Ckay. You would agree that if it had
said that the dispensing of these tablets
automatically unblinded the study, that woul d be

different than what it says here in the final study

report.

M5. KIEHN: Qnj ection.

THE WTNESS: Wat it says here is
that -- that basically -- as | understand this, the
coloring of the -- the coating of the tablets -- |
would -- | would like to see the suppl enent that |

reviewed that was the basis for this statenent.

That's what | would |i ke to see. | don't -- | don't
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know if this is a docunent that -- that we revi ewed
as -- as part of the suppl enent.
BY MR W SNER

Q | wll represent to you this is the final
study report that was submtted to FDA as part of its
pedi atric supplenent. So this is a docunent that you
woul d have reviewed as part of your consideration
of -- of the pediatric indication, correct?

A Let ne | ook through this. (Perusing

docunent .)
It doesn't even have a table of contents.
Q | renoved the table of contents to nake
t he docunent nore manageable in size. |If you | ook on

the bottomright-hand corner of each page, it's dated
April 8, 2002.

A | see that.

Q And the suppl enent was submtted on
April 18th, 2002, correct?

A Ri ght .

Q So this suggests that this docunent was
part of the package that was sent to you to review
the pediatric subm ssion for Cel exa, correct?

A Correct.

Q So it's fair to say then that in your
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1 consideration of the pediatric supplenment submtted

2 to FDA, this is a docunent you likely | ooked at.

3 A Li kel y.

4 Q Ckay.

5 (Exhibit No. 9 was marked for
6 identification.)

7 BY MR W SNER:

8 Q Al right. I'mgoing to hand you a

9 docunent that's | abeled Exhibit 9 to your deposition.
10 We're going to cone back to this several tines, so
11 keep it handy.

12 This is a docunent titled "Review and

13 Evaluation of Cinical Data." Do you recognize this

14 docunent ?

15 A This looks like it's Dr. Hearst's review
16  of -- of Supplenent 16.
17 Q Al right. And if you | ook at the | ast

18 page, there is an electronic stanp that indicates
19 this docunent was signed by Dr. Hearst electronically

20 on Septenber 12th, 2002. Do you see that?

21 A | -- 1 do.

22 Q Ckay. And the date of your nmeno is

23  subsequent to the date of this. 1Isn't that true?
24 A Correct.
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Q Al right. Wuld it be fair to say that
I n preparing your neno, you likely relied upon
portions or sonme of Dr. Hearst's analysis in formng
your neno?

M5. KIEHN: oj ection.

THE WTNESS:. That is probably true, but
| -- as | nentioned earlier, | probably also |ooked
at the -- at the actual suppl enent.

BY MR W SNER:

Q Ckay, great. Turn to page 8 in
Dr. Hearst's review.

A Ckay.

Q See, starting there on page 8 and
continuing on for several pages, he conducts his
review of the results of MD-18. You see that?

A | see that.

Q Al right. Turn to page 11. Do you see
the portion where he specifically is discussing the
efficacy results of MD 18?

A | do.

Q Al right. Do you see the paragraph that
starts with the word "because"?

A | do.

Q That sentence reads: "Because of a drug
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1 packaging error, the cital opramor placebo tablets
2 initially dispensed to nine patients at three study
3 centers were distinguishable in color, although

4 ot herw se bl i nded."

S Do you see that?
6 A | do.
7 Q That is a verbatimcopy and paste from

8 the final study report, isn't it?

9 M5. KIEHN:  Qbj ection.

10 BY MR W SNER:

11 Q Page 63, if you need to look at it to

12 conpar e.

13 A Sorry. \Where was the --

14 Q The sentence that begins -- the paragraph
15 that begins "because of a drug packaging error," and
16 then on page 63, it is the first sentence of the

17 second paragraph on Exhibit 4 -- 8.

18 A Well, it's not -- you know, the phrase
19 "al t hough ot herw se blinded" does -- does not

20 appear -- | don't see that on page 63.

21 M5. KIEHN: Brent, they don't match.

22 THE WTNESS: It -- it's not -- it's not
23 identical |anguage.

24 BY MR W SNER:
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1 Q Ch, I'"'msorry, Doctor. Let's go back to
2 Exhibit 8. |I'mhaving you | ook at the wong section.
3 |"'mtrying to skip portions in nmy outline. |

4  apol ogi ze.

5 If you turn to page 44 in the final study
6 report. |If you look at the | ast paragraph there on
7 page 44, do you see that? "No double-blind

8 treatnent," you see that?

9 A Ri ght .

10 Q Okay. Now, this is the section titled
11 "Blinding." Do you see that?

12 A | do.

13 Q And, actually, if you | ook at the second

14 paragraph in that section, it discusses the tear-off

15 procedure -- the tear-off panel procedure.
16 A | see that.
17 Q Ckay. And in this section that rel ates

18 to the tear-off panel procedure, |ook at the second
19 paragraph in the -- sorry, the second sentence in the
20 | ast paragraph on page 44.

21 It reads: "Because of a drug packagi ng

22 error, the citalopramor placebo tablets initially

23 dispensed to nine patients at three centers were

24 distingui shable in color, although otherw se
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1 unbl i nded. See Section 7.0?"

2 Do you see that?
3 A | do see that.
4 Q And that is a verbatimcopy and paste

5 which was in Dr. Hearst's nedical review, correct?
6 M5. KIEHN:.  Obj ection.
7 THE W TNESS: Yes.

8 BY MR W SNER

9 Q Ckay.

10 A That -- that does look like it's -- it's
11 identical |anguage.

12 Q Now, earlier you testified that the

13  protocol section about unblinding procedures only
14 applied to incidents involving the tear-off panel.

15 You renenber that?

16 A Vell, inthe -- in the protocol it -- it
17 did.

18 Q kay.

19 A | forget what page that was on. OCh, here

20 It is on page 328.

21 Q Now -- thank you for referencing that.

22 Now, the fact that the blinding i ssue was
23 discussed in Section 5.34 in the final study report

24 where it discusses whether or not there was any
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unblinding due to the tear-off panel, that it also
di scusses potential unblinding related to these nine
patients who were subject to the di spensing error,
doesn't that suggest that at | east Forest understood
that that section of the protocol applied to any form
of unblinding in the study?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- | don't -- | don't
agree with that.
BY MR W SNER

Q Ckay.

A | mean, you know, they -- they recognized
that there was a potential problem because
apparently, you know, the -- the coloring of the
pl acebo and the active products were different and
therefore allowed themto be distinguished. But that
doesn't mean -- that doesn't nean that -- that
patients were unblinded.

Q Ckay, great.

MR WSNER Let's change tapes.

THE VI DEOGRAPHER: The tine is 12:09 p. m
This is the end of disc No. 2. W will go off the
vi deo record.

(Recess.)
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1 THE VI DEOGRAPHER: This is the beginning
2 of disc No. 3 in the deposition of Dr. Thonas

3 Laughren. The tine is 12:21 p.m Back on the video
4 record.

5 BY MR W SNER

6 Q Ckay. Doctor, previously we were

7 di scussing Dr. Hearst's clinical review and how it

8 had a sentence that was copied and pasted in it from
9 the final study report, do you recall?

10 M5. KIEHN:  Obj ection.

11 THE WTNESS:. | do.

12 BY MR W SNER:

13 Q And that sentence that was copi ed and

14 pasted specifically dealt with the nine patients that
15  were dispensed the -- the incorrectly col ored

16 tablets?

17 M5. KIEHN:  Qbj ection.

18 THE W TNESS: That's correct.

19 BY MR W SNER:

20 Q The -- he goes on to say in his report --
21 now we're in Exhibit 9, I wll let you turn to that
22 so you're there. Are you in Exhibit 9, Dr. Hearst's
23 report? Yeah, it's right in front of you, right

24 there (indicating).
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A Ckay.

Q Al right. After that sentence that was
copi ed and pasted, it reads:

"A sponsor presents the results fromthe
LOCF anal ysis for the change from baseline to week 8,
excluding data fromthe nine patients fromwhomthe
study blind was potentially conprom sed. "

Do you see that?

M5. KIEHN:  Qbj ection.

THE WTNESS: | do.
BY MR W SNER

Q "The results fromthe week 8 LOCF
anal ysi s conparing the nean change from baseline in
CDRS-R in the cital opram and pl acebo groups was
affected by the exclusion of those patients. The LSM
di fference decreased from4.6 to 4.3, and the P-val ue
i ncreased from0.033 to 0.052."

Do you see that?

A | do.

Q Now, Dr. Hearst does not state that --
that the P-value of 0.052 was statistically
significant, does he?

A No.

Q He actually states that the anal ysis
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1 changed the results, doesn't he?

2 M5. KIEHN:  Qbj ection.
3 THE WTNESS: Well, he -- he states
4 that -- yes, he does state that, you know, that

5 excluding those patients led to a decrease in the
6 |east squares' nean difference and increased the
7 P-val ue.

8 BY MR W SNER:

9 Q And the exclusion of those nine patients,
10 according to him changed the P-val ue from bei ng
11  0.038 to 0.052. Do you see that?

12 A | do.

13 Q Now, you agree that 0.038 is -- is

14 statistically significant?

15 A | do.

16 Q That is clearly statistically

17  significant, right?

18 A Yes.

19 Q That is below 0.05, right?

20 A That's correct.

21 Q Now, 0.052, you testified already that
22 that is statistically significant -- | believe you

23 said it was close enough; is that right?

24 A | did.
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1 Q Ckay. But you agree that 0.052 is nore
2 than 0.050, right?

3 M5. KIEHN: Qojection. Asked and

4  answer ed.

5 THE WTNESS: | -- | do.

6 BY MR W SNER:

7 Q Ckay. |t appears, based on the fact that
8 Dr. Hearst copied and pasted a portion of the final
9 study report into his own clinical review that

10 Dr. Hearst relied upon the statenents nmade in the
11 final study report.

12 M5. KIEHN:  Qbj ection.

13 THE WTNESS:. It certainly appears that
14  he read it.

15 BY MR W SNER:

16 Q And do you recall whether or not you had
17 any conversations with Dr. Hearst about this

18  unblinding issue?

19 M5. KIEHN:  Qbj ection.
20 M5. VEEI NMAN:  Obj ect i on.
21 THE WTNESS: | -- | don't recall

22 BY MR W SNER
23 Q Ckay. And | don't want to know any of

24 the substance of any of those conversations, but if
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1 you did have a conversation |ike that, would it have
2 been docunent ed anywhere?

3 M5. KIEHN: Qnj ection.

4 THE WTNESS: Unlikely. | -- just to

5 qualify, typically during a review process we woul d
6 have had nultiple discussions. There wouldn't have
7 been any way to docunent every one of them

8 BY MR W SNER

9 Q And when you say "di scussion,"” you nean
10 like in person, right?

11 A Yes.

12 Q And you woul d be sitting in each other's
13 office and tal king about stuff.

14 A Yes.

15 Q Ckay. There was -- was there any sort of

16 formalized way of conmunicating wth one anot her

17 internally wthin the FDA?

18 M5. KIEHN: Qnj ection.
19 THE WTNESS: There were nultiple ways of
20 communicating. | nean, sonetines we had fornma

21  nmeetings, sonetinmes we just, you know, exchanged
22 e-mails, sonetinmes you would stop down to soneone's
23 of fice.

24 BY MR W SNER:
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1 Q That was an inartfully worded questi on.
2 s it customary practice -- and | don't
3 knowif it is, so l'mnot suggesting that it is. |I'm

4  just asking?

5 Was there a customary practice within the
6 FDA to make official recordings of neetings or

7 di scussi ons that happened solely internally within

8 the agency?

9 A No.

10 Q Ckay. In 2002, were you guys using

11 e-mail?

12 A Yes.
13 (Exhibit No. 10 was marked for
14 identification.)

15 BY MR W SNER:

16 Q Ckay. |'m handi ng you what has been

17 mar ked as Exhibit 10 to your deposition.

18 Before we get into that docunent,

19 actually, Doctor, | just want you to know |I'm goi ng
20 to be showi ng you a bunch of docunents that have been
21  produced by Forest in this litigation. |'mnot aware
22 if you' ve seen any of them | wll ask you if you've
23 seen any of them or have know edge of them based on

24 your interactions with counsel or Forest. | don't
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want to know any privil eged conmmuni cations that you
may have had with your counsel.

MR WSNER So if | amcalling for that,
pl ease do object so we can properly instruct the
Wi t ness.

BY MR W SNER

Q | ' ve handed you a docunent that's been
mar ked as Exhibit 10 to your deposition. This is a
docunment that has been produced by Forest in this
litigation. | will represent to you that this is a
draft of a letter that was going to be sent to the
FDA specifically relating to the dispensing error
that we were just discussing. The typed text portion
of the docunent was prepared by Dr. Paul Tiseo. The
medi cal nonitor of Study MD- 18 and the handwiting
portion of this docunent was witten by Dr. Charles
Fl i cker.

Al right. The first paragraph of this
docunent states: "The purpose of this letter is to
informthe agency that an error was nmade during the
packagi ng of the clinical supply to the above-noted
study."

Do you see that?

A | do.
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1 Q It is your understanding that in fact a

2 packaging error did occur in the study, right?

3 A Yes.

4 Q Ckay. The paragraph continues: "The

S error canme to our attention follow ng enroll nment of

6 the first few patients into the study. Two of our

7 i nvestigational sites called in to report that sone
8 of their patients were receiving white tablets and

9 others were receiving pink tablets. These reports

10 were passed on to Forest clinical packaging, where it

11  was discovered that a nunmber of bottles of," quote,
12 "active," unquote, "nedication were m stakenly packed
13  with the pink-colored commercial Cel exa tablets

14 instead of the standard white cital opramtabl ets used

15 for blinded clinical studies.”

16 Did | read that correctly?
17 A Yes.

18 M5. KIEHN: | believe so.
19 MR. W SNER: (kay, great.

20 BY MR W SNER:

21 Q So based on this letter, it appears that
22 the dispensing error was di scovered after two

23 clinical investigators called Forest inquiring about

24 why sonme of their patients were receiving white

ol kow Technol ogi es, I nc. Page 173




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

tabl ets and sonme were receiving pink ones.
Do you see that?
A | do.
Q This letter also indicates that the
pi nk-colored pills were actually the comrerci al
branded Cel exa tabl ets.
Do you see that?
A | do.
Q All right. The letter continues to say:
"On March 2nd, all sites were notified of this error
by tel ephone and by fax."
Do you see that?
A | do.
Q All right. W're going to take a | ook at
t hat fax.
(Exhibit No. 11 was marked for
identification.)
BY MR W SNER
Q "' mgoing to hand you what has been
mar ked as Exhibit 11 to your deposition.
Li ke Exhibit 10, this is a docunent that
has been produced by Forest in this litigation.
Have you seen this docunment before?

A | don't recall seeing it.
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Q Ckay. You don't recall seeing it with

your attorney, by any chance, |ast Wdnesday?

ni ght.

page.

A |"mquite sure that we didn't see it that

Q Al right. Please turn to the first

This appears -- the first page appears to be

an e-mail fromDr. Tiseo.

Do you see that?
A By the first page, you nean --

Q Thi s page right here on the front

(i ndicating).

t hat ?

f axed

A Thi s page (indicating)?

Q Yes.

A This page. Ckay.

Q This appears to be an e-mail from

seo. Do you see that?

A | do.
Q It's dated March 2nd, 2000. Do you see
A | -- | do.

Q The subject of the e-mail reads: "CIT-18
to investigational sites.”

You see that?

A | do.
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Q In the e-mail Dr. Tiseo states: For

your information, a copy of the fax that went out to
all the CIT-MD- 18 pediatric investigational sites
this norning is attached. All sites have been
contacted by tel ephone and given verbal instructions
on how to proceed with both drug treatnment as well as
their patients who have been screened and/or

random zed. | would also |like to thank everyone
involved in this process for their input and their
assistance in rectifying this situation in such a

tinmely manner."

Dd | read that nostly correctly?

A Yes.
Q All right. |If you turn to the next page,
you see that there is a -- what appears to be a

facsimle that's attached.
Do you see that?

A | do.

Q And this facsimle is al so dated
March 2nd, 20007?

A | do.

Q And the subject line reads "CID --
CIT-MD-18 Cital opram Pedi atric Depression Study."

Ri ght ?
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A | do -- yes.

Q And it states that it was actually sent
by Dr. Tiseo?

A | see that.

Q Al right.

The first paragraph of the fax states:
“"I't has cone to our attention that an error was nade
during the packaging of the clinical supplies for
above-noted study. A nunber of bottles of," quote,
"active," unquote, "nedication were m stakenly packed
wi t h pi nk-col ored commerci al Cel exa tablets, instead
of the standard white cital opramtablets used for
bl i nded clinical studies?"

Do you see that?

A | do.

Q It woul d appear then that this -- this
facsimle is noted by the investigational sites that
the pink pills that they have were actually
commercial Celexa, isn't it?

M5. KIEHN:  Obj ection.

THE WTNESS: |t appears to -- to suggest
t hat, yes.
BY MR W SNER

Q And previously when we | ooked at the
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study report, it stated that nine patients were
di spensed these incorrectly colored tablets, right?
M5. KIEHN: Qnj ection.
BY MR W SNER:
Q Do you want to take a | ook at the final
study report?
It's on page 63 of the final study
report, if you're looking for it.
M5. KIEHN: It's also on 44.
THE WTNESS: |'m confused by -- yeah,
have page 44.
BY MR W SNER:
Q Yeah, turn to page 63 of that -- of the
final study report. For the record, we're referring
to Exhibit 8 here.

Do you see the second paragraph, the

sentence --
A Ri ght.
Q -- "nine patients were dispensed"? Do

you see that?

A Yes.

Q Ckay. So according to the final study
report, these nine patients were actually di spensed

at | east one week of nedication with potentially
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1  unblinding information. Do you see that?

2 M5. KIEHN:  Qbj ection.
3 THE WTNESS. So, | nean, do we -- do we
4 infer fromthis that all nine patients got the

5 pink-colored tablets?

6 BY MR W SNER:

7 Q Wll, that's what the final study report
8 says, doesn't it?

9 M5. KIEHN:  Qbj ection.

10 THE WTNESS: This -- this is the fina
11 study report.

12 BY MR W SNER:

13 Q Are you on page 63 there?

14 | think you're in the wong doc- -- oh,
15 there you go. There you go. Page 63.

16 It says: "N ne patients,” and it lists
17 the patient nunbers, "were m stakenly di spensed one

18 week of nedication with potentially unblinding

19 i nformation. The tablets had an incorrect col or
20 coding."

21 Do you see that?

22 A Yes.

23 Q Ckay. So according to the final study

24 report, these nine patients were dispensed this pink
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nmedi cation. Do you see that?

A Ckay.

M5. KIEHN: Qnj ection.
BY MR W SNER:

Q Right, that's what it says?

A That's what it says.

Q Ckay. Al right. Now, if you go back to
the fax -- and keep the final study report handy if
you want to reference it, but go back to the fax that
we were | ooking at.

It reads: "As a result, dispensing these
tabl ets would automatically unblind the study."
Do you see that?

A | -- 1 do. | do.

Q So according to this facsimle,

di spensing this pink nedication would automatically
unblind the study. |Isn't that right?

A Yeah, that's what it says.

Q And he is the nedical nonitor for MD 187

A Yep.
Q Now, we know fromthe previous exhibit
that Forest becane aware of -- sorry. W know from

the previous exhibit that Forest becane aware of the

di spensing error because the investigational sites
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had actually call ed Forest and said, Hey, sone

of ny

patients are getting pink tablets, sone of themare

getting white. R ght?
M5. KIEHN:  Qbj ection.
THE WTNESS: Correct.
BY MR W SNER
Q And this facsimle is telling the
I nvestigational site that the pink tablets are
actual |y branded commrerci al Cel exa.
Do you see that?
A | do.
Q Wul dn't that by definition have
unbl i nded the investigator?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- it -- if -- if the

tablet said "Celexa R' on it, yes, it would have

unbl i nded the investigator.

BY MR W SNER

Q And, in fact, the investigator has now

potentially received this facsiml e saying, Hey,

those pink tablets that you have, they're actually

comrerci al Cel exa.
Isn't that what this fax is saying?

A That's what the fax appears to say.
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Q And it's saying, Listen, if you dispense
this nmedication, you' ve automatically unblinded the
st udy.

Isn't that what it says?

M5. KIEHN: oj ection.

THE WTNESS: Certainly for the
I nvesti gator.
BY MR W SNER

Q Ckay. Al right. |If you turn to the
third page of -- I'msorry, the last page -- |I'm
sorry. Turn to the third page of the facsimle.

Do you -- do you see the section up there
at the top that says "IRB"?
Yes.

VWhat is an | RB?

> O >

I nstitutional Review Board.
Q And what does an IRB do in relation to a

clinical trial?

A An IRBis -- is a group that -- that
| ooks at the -- at the trial primarily fromthe --
fromthe standpoint of its -- of the ethics of the

trial wwth regard to the patient --
Q Ckay.

A -- patient safety and -- and ethical
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aspects of the trial.

Q And the IRB, they're -- they're
I ndependent, of course, fromthe FDA, right?

A | ndependent of the FDA and t he conpany.

Q Ckay. It reads: "Although this is not a
patient safety issue, we recomrend that you inform
your | RB of the m stake in packaging. A brief letter
Is attached for your use explaining in detail the
reason for the nedication recall.”

Do you see that?

A | do.

Q And if you actually |look at the next
page, there is -- it looks like to be a formletter
that appears to be that attachnment for the IRB. Do
you see that?

A | see that.

Q Al right. And if you | ook at the second
paragraph in that letter, the second sentence starts
with "a nunber."” Do you see that?

M5. KIEHN: Say that again.

MR. WSNER: So the second --

M5. KIEHN: The first paragraph.
BY MR W SNER

Q Sorry, the first substantive paragraph,
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1 but -- sure. You see the paragraph that starts off

2 with "we have"?

3 A Yes.
4 Q All right. The second sentence in that
5 paragraph says: "The nunber of bottles of active

6 nedication" --

7 A That's -- that's --

8 Q | guess they both start with "we have."
9 That's confusing. Al right.

10 MR ELLI SON. Yeah. "~ Check.

11 BY MR W SNER

12 Q All right. So the first --

13 M5. KIEHN: The top paragraph.

14 BY MR W SNER

15 Q -- paragraph, it says: "W have been

16  inforned" --

17 A Do | have the right docunent?

18 Q Yeah, you do. The paragraph that begins
19 "we have been infornmed." Do you see that?

20 A Yes, | do.

21 Q So the second sentence in that paragraph.
22 A | got you. Ckay.

23 Q My m st ake.

24 It says: "A nunber of bottles of active
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1  nmedication were m stakenly packaged with the
2 pi nk-col ored commercial Celexa tablets instead of the
3 standard white citalopramtablets used for blinded

4 clinical studies.”

S) You see that?
6 A | see that.
7 Q That's consistent with what we read

8 earlier inthe facsimle, right?

9 A Yes.

10 Q And t he next sentence reads: "As a

11 result, dispensing these tablets would automatically

12 unblind the study."

13 Do you see that?
14 A | do.
15 Q And it reads: "The study wll now be

16 replaced with the appropriate white tablets to

17 mai ntain the study blind."

18 Do you see that?

19 A | do.

20 Q So again --

21 MR. ROBERTS: "This nedication wll now

22 be repl aced. ™
23 MR. WSNER What did | say?

24 MR, ROBERTS: You said, "The study w ||

ol kow Technol ogi es, I nc. Page 185




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

now be replaced.”

MR WSNER Sorry. Let ne -- let ne
read it again sol -- clearly I'mriddled wth
illiteracy.

BY MR W SNER

Q It says: "This nedication wll now be
replaced with the appropriate white tablets to
mai ntain the study blind."

Do you see that?

A | do.

Q So, again, it looks like not only is
Dr. Tiseo saying to the investigators that it would
automatically unblind the study, but he is
encouraging the investigators to informthe |IRB that
di spensi ng the nedi cation would automatically unblind
t he study.

M5. KIEHN:  Qbj ection.

THE W TNESS: Yes, | see that.

BY MR W SNER:

Q Ckay. Al right. Let's go back to
Exhibit 10, which is the -- that single page draft
letter that had the handwiting on it.

A Yes.

Q Ckay. | want to | ook specifically at the
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handwitten portion of the docunent, okay?
A Sur e.
Q Now, this is the handwitten conments by
Dr. Flicker, okay?
He wites: "Reconsider, no letter."
| wll stop there for a second. Do you
think it would have been appropriate for Forest to
not have notified the FDA of this dispensing error?
M5. KIEHN:  Qbj ection.
THE W TNESS: No.
BY MR W SNER

Q Ckay. You think they shoul d have

notified?
A Yes.
Q Ckay. It continues to read: "Qherw se,

| recommend nuch | ess narrative, nore concise: Due
to a packaging error, eight random zed patients at
three investigational sites had access to potentially
unblinding information. The drug has been repackaged
and a full conplenent of 160 additional patients wll
be enrol |l ed under standard doubl e-blind conditions.
For reporting purposes, the primary efficacy anal ysis
wi || exclude the potentially unblinded patients and a

secondary analysis including themw || also be
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conducted. These patients will be included in al
safety anal yses."
Do you see that?
A For the primary analysis will exclude the
potentially unblinded patients (reading to hinself).

Q Do you see that?

A Ckay. | do see that.
Q So Dr. Flicker is recomendi ng here that
Forest will enroll a full conplenent of 160 patients

under standard doubl e-blind conditions, and then the
primary efficacy analysis, they will exclude these
patients that were subject to the dispensing error.

M5. KIEHN: nj ection.

THE WTNESS: | nean, that's -- that's
actually not what it says. And he's -- he's
suggesting that the primary anal ysis shoul d be the
one that excludes the patients.

BY MR W SNER

Q Precisely. And he is saying -- yeah, |
think we're on the sane page here, Doctor. |'msorry
if I mss -- mswrded that in sone way.

He's suggesting that Forest is going to
enroll a full conplenent of 160 patients under

standard doubl e-blind procedures. Do you see that?
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1 M5. KIEHN:  Obj ection.
2 THE WTNESS: That that was the
3 original -- | nmean, the original plan was to enrol
4 160 patients, correct?
5 BY MR W SNER
6 Q Yeah. So it |looks |like he's saying here
7 that they tell the FDA, Listen, we're going to enrol
8 a full conplenent of 160 patients under standard
9 doubl e-blind conditions, and for these nine patients
10 that were subject to the dispensing error, we're
11 going to exclude themfromthe primary efficacy
12 anal ysi s.
13 M5. KIEHN: nj ection.
14 BY MR W SNER:
15 Q That's what he's witten here, right?
16 A That's -- that appears to be what it's --
17 what they're saying.
18 Q Ckay, great.
19 (Exhibit No. 12 was marked for
20 identification.)
21 BY MR W SNER
22 Q | ' m handi ng you what has been marked as
23  Exhibit 12 to your deposition. This is another
24 internal docunent that has been produced by Forest in
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1 this litigation.

2 As you can see on the top there, there is
3 an e-mail fromDr. Tiseo. It's addressed to

4 Dr. danoff, Dr. Gergel, Any Rubin and Anjana Bose
5 as well as Tracey Varner, Julie Kilbane and

6 Dr. Flicker.

7 Do you see that?
8 A | see that.
9 Q And the subject of the e-mail reads

10 "Letter to FDA for CIT-18." Right?

11 A Yes.

12 Q And it's dated March 8th, 2000. Do you
13 see that?

14 A | do.

15 Q So this is six days after the facsimle
16 that was sent to the investigators, which was

17 March 2nd.

18 A Yes.

19 Q In the e-mail Dr. Tiseo states:

20 “"Attached find the letter that Charlie and | put

21  together for the purpose of informng the FDA of our
22 packaging mshap in the cital opram pediatric study."
23 Do you see that?

24 A | do.
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1 Q And if you see attached to the docunent
2 is aletter or a docunent titled "Letter to FDA

3 Draft." Do you see that?

4 A |'msorry, which page are you on?

5 Q It's on the next page, attached to this

6 docunent is a docunent that is titled "Letter to FDA

7 Draft." You see that?

8 A Yes.

9 Q Al so dated March 8t h, 2000.
10 A | -- | see that.

11 Q Now, as we know from earli er,

12 Dr. A anoff, Dr. Gergel, and Dr. Flicker were all

13 signatories to the study protocol for MD 18, right?
14 A Yes.

15 Q And we know that Dr. Flicker was the

16 senior nmedical director at CNS and that Dr. Tiseo was
17 the one overseeing the conduct of the study.

18 M5. KIEHN: Qnj ection.

19 THE WTNESS:. | see that, yes.

20 BY MR W SNER:

21 Q Okay. Now, here is the -- the letter

22 that was actually drafted.

23 It reads: "The purpose of this letter is

24 to informthe agency that due to a clinical supplies
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packagi ng error for the above-referenced trial, eight
random zed patients at two investigational sites were
di spensed nedi cation that could have potentially
unbl i nded the study. The drug for this study has
since been repackaged and a full conplenent of 160
patients will be enrolled under standard doubl e-blind
condi tions."
Do you see that?

A | do.

Q This appears to closely track
Dr. Flicker's handwitten coments in the previous

docunent we | ooked at, right?

A Yes.
Q The letter, however, no |onger discloses
how t he investigators -- sorry. The letter no | onger

di scl oses how Forest |earned about the dispensing
error, does it?

A No.

Q It doesn't tal k about how i nvestigators
had call ed Forest asking why sone of their patients
were getting pink pills and sone were getting white,
right?

A Correct.

Q Al right. 1t goes on to read, the
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second par agr aph: For reporting purposes, the

primary efficacy analysis will exclude the eight

potentially unblinded patients with a secondary

anal ysis including themalso to be conducted.”
Do you see that?

A | do.

Q So that sentence read with the previous
one about enrolling a full conplenment of 160 patients
under standard doubl e-blind conditions indicates that
Forest intended to get a full cohort of patients that
they woul d conduct a primary efficacy anal ysis on,
correct?

M5. KIEHN: nj ection.
THE WTNESS: Correct.
BY MR W SNER

Q And they planned to not include these
pati ents who were subject to the dispensing error, at
|l east in the primary efficacy analysis, right?

A Yes.

Q And that they would submt separately a
secondary anal ysis which included these potentially
unbl i nded pati ents.

Do you see that?

A | do.
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Q Now, a m nute ago, you said that the
cardinal thing that's inportant for a clinical trials
validity is that the random zati on be mai ntai ned,
right?

A Yes.

Q Now, if they're planning to enroll a full
conpl enent of 160 random zed patients, focusing just
on those newly random zed patients woul dn't
conprom se the validity of the study, would it?

M5. KIEHN:  Obj ection.
THE W TNESS: Say -- say again.
BY MR W SNER:

Q So they plan to random ze 160 new
patients into the study under standard doubl e-blind
conditions, right?

A Yes.

Q If they were to focus exclusively on that
160 newl y random zed cohort, that wouldn't affect
the validity of the random zation of the study, would
it?

M5. KIEHN: Qnj ection.
THE WTNESS: Well, they're not -- it
| ooks like for the primary analysis that they're

proposi ng, they would not include the -- and I'm
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confused about eight versus nine, | thought it was
nine patients. | don't know how we get fromthere to
eight. But regardless, he is saying here that
they' re going to exclude those patients fromthe
primary anal ysis.
BY MR W SNER

Q Precisely. And so | guess ny question
Is, isif they did in fact do that, if they did
enroll a full 160 patient cohort under proper fully
standard doubl e-blind random zed conditions, the
I ssue of validity regarding random zati on would stil
be kept intact, wouldn't it?

M5. KIEHN: nj ection.

THE WTNESS: | -- the problemw th that
is, is that they're excluding eight random zed
patients. And so fromny standpoint, that should not
be the primary analysis. The primary analysis should
include all originally random zed patients. And an
exploratory, a sensitivity analysis m ght be done
that |l ooks at -- at all random zed patients, less --
you know, excl uding those who had had this -- this
probl em
BY MR W SNER

Q Now, Forest's decision at this tine to
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exclude these patients who were subject to the
di spensing error, patients that Dr. Tiseo said were
automatically unblinded, that would be consi stent
with a practice of naking sure that the patients’
data that was anal yzed was based on -- on -- was
based on doubl e-blind data, correct?

M5. KIEHN:  Qbj ection.

THE WTNESS: That -- that would -- that
appears to be the intent.
BY MR W SNER

Q And in fact, that woul d be consi stent
with ny reading of the study protocol, which says if
there is an unblinding for any reason, the patient
shoul d be discontinued and no further efficacy
assessnents conduct ed.

M5. KIEHN: Qnj ection.

THE WTNESS: That -- that -- that
appears to be the case.
BY MR W SNER:

Q So it appears, at |east fromwhat we see
here, that Forest actually read the study protocol
the way that | was suggesting it should be read,
correct?

M5. KIEHN:  Obj ection.
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1 THE WTNESS:. That -- that appears to be

2 the correct -- what | don't knowis -- is the

3 analysis that we saw in the study report, if the

4 primary analysis that led to the P-value of 0.038 was
5 this one that excluded the -- the eight unblinded

6 patients.

7 BY MR W SNER:

8 Q | promi se you, Doctor, we will get there.
9 A Ckay.

10 Q Ckay, great.

11 (Exhibit No. 13 was marked for

12 identification.)

13 BY MR W SNER

14 Q | " m handi ng you a docunent that has been
15 pmarked as Exhibit 13 to your deposition.

16 This is anot her docunent that has been
17 produced in the course of this litigation by Forest.
18 As you can see, this docunent contains a series of

19 e-mails.

20 Do you see that?
21 A Yes.
22 Q All right. So the way you read e-nail

23 chains is you' ve got to start fromthe back and nove

24 forward, okay?
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So please turn to the last e-mail
exchange in the docunent.

A Ckay.

Q All right. That e-nmail is dated March 8,
2000 and -- 2000, right?

A | -- yes, | see that.

Q And that's actually the e-mail we just
| ooked at a second ago. Do you see that?

A Yes. Yes.

Q Ckay. In response to that e-nmail, do you
see it -- it goes between page 1 through page 3, but
there is a response from Any Rubin dated March 9,
2000, at 8:56 a.m, and she wites an e-mail that is
in response to Dr. Tiseo's e-nmail.

Do you see that?

A So -- sothe -- the e-mail on the first
page, the first one is in response to the -- the | ast
one?

Q No, no. |If you ook at -- on page 1 at
the very bottom it says, "Subject" -- you see that?

A Yes.

Q Ckay. That is the e-mail, and it
spans -- if you look, it goes on to page 2 --

A | see.
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1 Q -- and on to page 3.

2 A | see. | see. That's the next one.

3 Q Yeah, that's the one that's in response
4 to Dr. Tiseo's e-nmail. Do you see that?

5 A Yes.

6 Q Ckay. Now, Dr. Tiseo's e-mail, it says:
7 "Pl ease review and send your coments back to ne

8 within the next few days." Do you see that?

9 A Yes.

10 Q Ckay. And if you | ook at the response

11 from Any Rubin, starting on the top of page 2, it
12 says: "Paul, | have taken the liberty of editing

13  your letter as follows. Please nmake any other"

14 A | -- I"msorry, where?

15 Q |"msorry. The top of page 2.

16 A Ckay.

17 Q Any Rubin says: "Paul, | have taken the
18 liberty of editing your letter as follows. Please

19 make any ot her changes you feel are necessary."

20 You see that?
21 A Yes.
22 Q So it appears that she has taken up

23 Dr. Tiseo's request that people review the proposed

24  |etter. Do you see that?
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A Yes.

Q And then you see bel ow that there appears
to have been copy and pasted revisions or changes to
the letter.

Do you see that?

A Yes.

Q And it reads here: "W are taking this
opportunity to notify the division of a clinical
supply packaging error for Study CIT-MD 18," open
paren, "sites," several dashes, close paren.

Do you see that?

A " msorry?

Q Ckay. So right under the word "Any,"

t here appears to have been copied and pasted her
version of the letter in response to Dr. Tiseo.

A Yes.

Q Ckay. So | just read you the first
sent ence.

A Ckay.

Q Do you see that?

A Yes.

Q Ckay. Al right. It goes on to read:
"Due to this error, nedication was dispensed to eight

random zed patients in a fashion that had the
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potential to cause patient bias."
You see that?

A | do.

Q It goes on to read: "At no tinme was
patient safety an issue. Upon notification of this
error, Forest immediately requested that all study
drug be accounted for and shi pped back to Forest
facilities. Upon receipt, the drug was correctly
packaged and resent to the sites. Additionally, a
fax was sent to the sites explaining the error, the
corrective neasures taken, and suggesting that
al though it was not a safety issue, that their |IRBs
be notified. "

Do you see that?

A Yes.

Q And that's all consistent so far with the
docunents that we've reviewed, right?

M5. KIEHN: Qnj ection.
THE WTNESS:. Right.
BY MR W SNER

Q Now, it says here: "Upon -- upon
recei pt, the drug was correctly packaged and resent
to the sites.” You see that?

Let nme just ask you a general question.
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Based on what Ms. Rubin cites here, Forest had the
I nvestigational sites send all the incorrectly
colored tablets to them

Do you see that?

M5. KIEHN: oj ection.

THE WTNESS. Right.
BY MR W SNER

Q So the patient was already random zed in

the study and they were receiving pink tablets at

t hat point.
A Ri ght .
Q Thi s suggests that they were now sw tched

to white ones.

M5. KIEHN:  Qbj ection.

THE WTNESS: That's what it appears to
suggest. They replaced the kits with ones that had
white tablets rather than --

BY MR W SNER

Q | f that happened to a patient that had
al ready been random zed in the study, do you think
that m ght have the potential to unblind the patient?

M5. KIEHN:  Qbj ection.

THE WTNESS: Well, it would certainly

confuse the patient. Wether -- whether or not --
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whet her or not they were unblinded is another
guestion, but it certainly would be confusing to
t hem

BY MR W SNER:

Q Ckay. Al right. In response to this
e-mail, so on page 1, you see that Dr. Flicker
responds to Any Rubin. You see that?

A Yes.

Q And this is dated March 14th, 2000. Do
you see that?

A Ri ght .

Q That's about five days after Any Rubin's
proposed edits.

A Yes.

Q And he wites: "Although," quote,
"potential to cause bias," unquote, "is a nasterful
stroke of euphemism | would be a little nore up
front about the fact that the integrity of the blind
was unm stakenly violated."

You see that?

A | do.

Q It appears that Dr. Flicker has taken
issue with Amy Rubin's editing of the letter to state

"potential to cause bias," correct?

ol kow Technol ogi es, I nc. Page 203




Thomas Laughren, M D.
1 M5. KIEHN:  Obj ection.
2 THE WTNESS: | see that, yes.
3 BY MR W SNER:
4 Q According to Dr. Flicker, the phrase
5 "potential to cause bias" in aletter to the FDA is
6 "a masterful stroke of euphemsm"” You see that?
7 M5. KIEHN:  Qbj ection.
8 THE WTNESS:. | do.
9 BY MR W SNER:
10 Q According to Dr. Flicker, the phrase
11  "potential to cause bias" is not being up front with
12 the FDA;, isn't that right?
13 M5. KIEHN: nj ection.
14 THE WTNESS: That's what it says.
15 BY MR W SNER:
16 Q According to Dr. Flicker, Forest should
17 just be up front about the fact that the integrity of
18 the blind was unm stakenly violated, right?
19 M5. KIEHN:  Qbj ection.
20 THE WTNESS: That's what it says.
21 BY MR W SNER:
22 Q Now, we reviewed the final study report
23 for MD-18. Nowhere in that study report that we
24 reviewed, the portions that we | ooked at, did it
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state that the integrity of the blind was
unm stakenly violated, did it?

A No.

Q In fact, the final study report stated
that they were otherw se blinded, didn't it?

A It -- it suggests that there was a

potential for unblinding, but didn't acknow edge

that -- that the investigators at least, if
they received -- if they noticed that the tabl ets had
the -- you know, the nane "Cel exa" on them and were

commerci al tablets, that the investigators at | east
woul d have -- woul d have been unblinded with regard
to those patients.

Q Before we get to the next e-mail, does it
concern you that the clinical nedical director at the
time, Dr. Flicker, believes that a letter that is
bei ng proposed to the FDA contains "a masterful
stroke of euphem sni?

M5. KIEHN:  Obj ection.
THE WTNESS: Yeah, no, that's -- that's
concerning, | would say.
BY MR W SNER:
Q Ckay. Let's take a ook at Ms. Rubin's

response. Do you see the -- the response right above
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1 that that's dated March 15, 2000?

2 A | do.

3 Q This is the day after Dr. Flicker's

4 e-mail. Do you see that?

5 A | do.

6 Q She states: "Thanks for the conplinent.

7 Part of ny job is to create," quote, "masterful,k "
8 unquote, "euphem sns to protect nedical and

9 mar keting."

10 Do you see that?
11 A | do.
12 Q Now, I will represent to you Any Rubin

13 was in reqgqulatory affairs for Forest.

14 Does it concern you that an enpl oyee for
15 Forest whose job it is to interact wwth the FDA

16 states that it's part of her job to "create masterfu

17 euphem sns to protect nedical and marketing"?

18 M5. KIEHN: Qnj ection.

19 THE WTNESS: It -- it is objectionable.
20 | mean, ny -- ny expectation of -- of conpanies is
21 that they will be, you know, conpletely transparent

22 wth -- with the FDA about what happened in the
23 conduct of a trial.

24 BY MR W SNER:
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Q Now, earlier in 2013 you were actually

asked to be an expert for Forest, weren't you?

A An expert in -- in litigation, yes.
Q For the Brown case, correct?

A Yes.

Q And, actually, one of the --

THE VI DEOGRAPHER: Doctor, if you woul d,
| think your phone is in your shirt pocket.

(A discussion was held off the record.)

THE VI DEOGRAPHER:  Excuse ne.

MR. W SNER: No problem
BY MR W SNER:

Q |"msorry, Doctor, you were saying you

believed that it's inportant for pharnaceuti cal

conpanies to be straightforward and honest with the

FDA, right?
A Yes.
Q And does it concern you -- and |'msorry

if |I asked this question already, but | got
distracted, so | just want to keep the record clear.

Does it concern you that Ms. Rubin, whose
job it was to interact wth the FDA, believes that
it's her job to "create masterful euphenm sns to

protect nedi cal and marketing"?
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M5. KIEHN:  Obj ection.

THE W TNESS: What -- what concerns ne
Is -- is that -- you know, what was represented to
FDA was not precisely what happened.
BY MR W SNER

Q Doctor, it kind of |ooks like Ms. Rubin

here is braggi ng about m sl eading the FDA, doesn't
it?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- it -- | nust say | --
| find that kind of |anguage objectionable. But,
again, what | nostly object tois, is the fact that
Forest apparently knew that -- that it wasn't just a
difference in coloring. The tablets that were sent
actually had the brand nane on them That appears to
be what happened. It would have been nore
transparent to say that.

|'mnot sure that it would have nmade a
difference in this case, you know, based on the data
that I've seen, but | think it would have been nore
up front to -- to be, you know, transparent with FDA
BY MR W SNER:

Q Now, | -- this is where | was going

earlier and now | renenber. In 2013, you were asked
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1 to provide expert testinony for Forest in a pediatric
2 suicide case involving Lexapro, correct?

3 A That's correct.

4 Q And one of the things that you were

5 offered as an expert on was whet her or not Study

6 M>18 was in fact positive for efficacy. Isn't that
7 true?

8 A That's correct.

9 Q In preparing you to testify under oath

10 and to put your reputation on the line, did Forest

11  disclose these e-mails to you?

12 M5. KIEHN: Objection. |I'mgoing to
13 instruct the witness not to reveal any communi cati ons
14 that you had wth Forest counsel. So if you can

15 answer that question independent of any

16  communi cati ons you had with counsel, you can go ahead
17 and answer.

18 MR CRIFFIN. He's a disclosed expert,

19 and you're instructing himnot to answer --

20 MS. KIEHN: | am

21 MR, CGRIFFIN -- about conversations with
22 out si de counsel ?

23 M5. KIEHN: In this litigation, yes.

24 MR WSNER To be clear, Ms. Kiehn, |I'm
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1  asking about whether or not you showed him-- |I'm
2 sorry, I'mreferring to counsel showed hi ma docunent
3 in his capacity as an expert testinony. |Is it your

4 claimthat a docunent relied on by an expert
5 constitutes privileged communi cati on?
6 M5. KIEHN: You didn't ask hi mabout a

7 docunent .

8 MR. W SNER. Wl |, okay.

9 MR, GRIFFIN:. Read the question back.
10 MR. WSNER. Read the question --

11 M5. KIEHN: Well, you said disclosed

12 these e-muils.
13 MR. WSNER: So can you pl ease read the

14  question back?

15 (Wher eupon, the requested record was
16 read.)
17 THE WTNESS: | don't -- | don't recal

18 seeing these e-mails, but, again, that was com ng up
19 on al nost four years. So -- but | don't recal

20 seeing them

21 BY MR W SNER:

22 Q | f you had seen the docunent where

23 M. Rubin was tal king about using masterful

24  euphem sns to protect nedical and marketing, that's
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sonet hi ng you probably woul d have renenbered?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- | -- | likely would
have, but | honestly don't know whether or not | -- |
saw it, but | don't think so.

BY MR W SNER

Q Let ne ask you this, Doctor: \Wether or
not you did see themor not, do you think that before
asking you to put your reputation on the line as an
expert testifying on behalf of Forest, they should
have shown you these e-mail s?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- | would like to have
seen everyt hing.

(Exhibit No. 14 was marked for

identification.)

BY MR W SNER:
Q | "' m handi ng you a docunent that is narked
as Exhibit 14 to your deposition.

This appears to be a letter dated
March 20t h, 2000, from Tracey Varner, manager of
Forest Reqgul atory Affairs, addressed to Russell Kat z,
director of the Division of Neuropharnmacol ogi cal Drug

Products in the FDA.
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Do you see that?

A Yes.
Q Have you ever seen this letter before?
A | -- 1 don't recall seeing it, but --

but, again, if the letter was sent in March of 2000,
that's alnost 17 years ago. So | -- even if | had
seen it, | wouldn't have renenbered it.

Q Ckay. This appears to be the final draft
of the letter that was actually sent to the FDA
regardi ng the dispensing error, doesn't it?

M5. KIEHN:  Qbjection.
THE W TNESS:  Yes.
BY MR W SNER
Q And it -- it appears to have been stanped

by the FDA received March 21st, 2000. Do you see

t hat ?
A Yes.
Q Do you recall who Dr. Katz is?
A Well, Dr. Katz was the division director.
Q He was your boss at the tinme?
A Yes.

Q Ckay. And in fact, when Dr. Katz left or
changed divi sions, you replaced him correct?

A Well, the division split into two
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1 divisions, and so he remai ned as division director of
2 the neurology division. | becane the division

3 director of the newWy formed psychiatry division.

4 Q Ckay. Now, the docunent reads: "W are
5 taking this opportunity to notify the division of a
6 clinical supply packaging error for Study Cl T-MD 18.
7 Due to this error, nedication was di spensed to eight
8 random zed patients in a fashion that had the

9 potential to cause patient bias."

10 Do you see that?

11 A Yes.

12 Q So that |anguage that Dr. Flicker called
13 "a masterful stroke of euphemsm™ it made it into

14 the letter, didn't it?

15 M5. KIEHN:  Obj ection.
16 THE WTNESS. Well, this version of the
17 letter was the one that was sent to FDA apparently.

18 BY MR W SNER:

19 Q So -- exactly. So the | anguage that

200 Dr. Flicker said was "a masterful stroke of

21 euphem sni and wasn't being up front with the FDA,
22 that actually made it into the final letter sent to
23  the FDA, didn't it?

24 M5. KIEHN:  Obj ection.
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THE WTNESS: This version of the letter
IS -- is the nodified version, yes.
BY MR W SNER
Q Ckay. Now, the second paragraph, which
IS just one sentence, it reads: "A full conpl enent
of 160 patients will be enrolled under standard
doubl e-blind conditions."
Do you see that?
A | do.
Q What i s your understandi ng of the neaning
of that sentence?
A As | recall, the original plan was to

enroll 160 patients. This -- this suggests that --

tonme, it -- it's alittle bit unclear, but it
suggests to ne that -- that eight additional patients
will be enrolled to bring the conplenent up to 160,

you know, excluding those eight patients who had --
you know, had been exposed to the know edge of -- of

t he actual tablet.

Q The next sentence --
A But, again, I'mnot -- I'mnot entirely
clear about it. It's alittle bit unclear to ne

exactly who was included in the primry anal ysis at

this point.
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Q Sure. The next sentence reads: For
reporting purposes, the primary efficacy analysis
wi || exclude the eight potentially unblinded patients

with a secondary analysis including themalso to be

conduct ed. "
Do you see that?
A | do.
Q It appears that Ms. Varner is stating in

this letter that Forest plans to exclude the patients
fromthe primary efficacy anal ysis, doesn't she?
M5. KIEHN:  Qbjection.
BY MR W SNER:
Q Let nme rephrase that.
It appears fromthis letter that
Ms. Varner is telling Forest that they plan to
excl ude those eight potentially unblinded patients
fromthe primary efficacy anal ysis?
A That -- that's what it says.
M5. KIEHN:  Qbj ection.
BY MR W SNER
Q And it says, instead, that Forest wl|
i ncl ude those potentially unblinded patients in a
secondary analysis. Do you see that?

A | do.
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Q Ckay. It appears that Forest did the
exact opposite when it finally issued its final study
report, didn't it?

A Ri ght. Because what -- if |I'm/l ooking
at -- at ny neno and -- and Dr. Hearst's review, our
under standi ng was that the primary anal ysis incl uded
all patients, including, you know, those patients who
were exposed to this nedication error, and the
sensitivity analysis excluded them rather than the
ot her way around.

Q So it just appears that between when
Forest sent this letter and when it finally submtted
its final study report, it did the exact opposite of
what it said it would do in March of 2000.

A well, if -- if -- what we saw in the
study report was a primary analysis that included al
patients, and then a sensitivity analysis that
excl uded those patients. In ny view, that -- that is
the correct thing to do.

Q | understand. But it's the exact

opposite of what Forest --

A I -- 1 --
Q -- said it was going to do.
A Yes. Yes. But | -- you know -- and,
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1 again, | don't -- | don't recall seeing this letter.
2 | don't know that -- | nean, what happens wth these
3 letters is that, you know, they conme into the file.

4 It goes initially to -- to the primary reviewer, even

5 if it's addressed to Dr. Katz, but |'msure Dr. Katz

6 didn't see this. | nay have not seen it. Again,
7 it's 17 years ago. | can't possibly know.

8 If | had seen this, | would -- | would
9 i kel y have objected to this plan, you know, to

10 exclude the eight patients fromthe primary anal ysis.
11 But, you know, it |ooks like they eventually did what
12 we ordinarily would have expected is to include all
13 patients in the primary anal ysis.

14 Q Now, Doctor, at this point in March of

15 2000, when Forest is saying they're not going to

16 include themin the primary anal ysis, Forest doesn't

17 know the results of the study, does it?

18 M5. KIEHN: Qnj ection.
19 THE WTNESS: They -- they coul d not
20 have.

21 BY MR W SNER:
22 Q Yeah.
23 When they submitted the final study

24 report where they did include the results of the
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unbl i nded patients in the primary efficacy anal ysis,
they did know the results, didn't they?

M5. KIEHN: Qnj ection.

THE WTNESS: That -- that's -- that's
true.

MR WSNER Al right. Let's take a
break?

THE WTNESS: Well, let nme -- let ne
qualify that. Let nme qualify that.
BY MR W SNER

Q Sur e.

A It's quite possible that when they
further thought about this and tal ked about it wth
their statisticians, they changed their m nd before
breaking the blind and -- and deci ded that they
should go with the original plan to include
ever ybody.

| -- I can't -- | can't possibly know.

Q Fair enough. And that's a possibility, |
grant you that, Doctor.

But |I'mjust saying what we do know is
that in March of 2000, Forest has agreed to excl ude
those potentially unblinded patients fromthe primary

efficacy anal ysis, correct?
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1 M5. KIEHN:  Obj ection.
2 THE WTNESS: Well, that's what this
3 letter says.

4 BY MR W SNER

S Q Ckay.

6 A | would like to see whether or not there
7 was an anendnent to the analysis plan reflecting that
8 as well. Because the -- the analysis -- it appears
9 that -- that the original analysis plan was -- was
10  fol | owed.

11 Q kay. Fair enough, Doctor. | -- we can
12 get into a lot -- that nuance later, we wll after
13  the break.

14 | guess ny question, though, is as of

15 March 2000, this letter is representing that Forest
16 intends to exclude those potentially unblinded

17 patients fromits primary efficacy anal ysis.

18 A That -- that's what -- that's what this
19 |etter says, yes.
20 Q Ckay. And we al so know that in the final

21  study report, they included those potentially
22 unbl i nded patients in the primary efficacy anal ysis.
23 A Which -- which is -- which is what the

24 original analysis plan very likely called for.
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Q Sur e.

And we know that in March of 2000 when
they sent this letter, Forest didn't know the results
of the study because it wasn't conpleted yet.

A They -- they couldn't possibly have known
t hen.

Q Ckay. And then -- | don't want to go
down the rabbit hole. I'mtrying to keep it sinple,
Doctor. And we know that when they submtted the
final study report in April of 2002, they did know
the results, right?

M5. KIEHN: Qbjection. Asked and
answer ed.

THE WTNESS: Well, when they submtted
the second report, but we don't know -- what we don't
know i s when the decision was nmade to go back to the
ori gi nal anal ysis plan.

BY MR W SNER

Q Sur e.

A When t hey nade --

Q Yeah, whet her or not they nade that
deci sion know ng the results or not, we don't know
that. |Is that what you' re saying?

A That's what |' m sayi ng.
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1 MR. WSNER Ckay, great. Let's take a
2 break.

3 M5. KIEHN:  Lunch break?

4 MR W SNER: Yeah

5 THE VI DEOGRAPHER: The tine is 1:09 p. m
6 W will go off the video record.

7 (Lunch recess.)

8 THE VI DEOGRAPHER: The tine is 2:06 p. m

9 We're back on the video record.
10 (Exhibit No. 15 was marked for
11 identification.)

12 BY MR W SNER:

13 Q Hi , Doctor.
14 A Hi .
15 Q | " m handi ng you a docunent that has been

16 marked as Exhibit 15 to your deposition. This is an
17 e-mail from Joan Barton to Dr. Tiseo, Dr. Flicker,
18 Joan Howard, Jane Wi and Carl os Cobl es dat ed

19 Decenber 6, 2000.

20 Have you ever seen this docunent before?
21 A | don't recall seeing it.
22 Q Ckay. You recall earlier that we -- we

23 di scussed that Ms. Barton was the clinical trial

24 manager. Do you recall?
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1 A Yes.

2 Q It reads: "Attached is a table show ng

3 which patients were random zed when the probl em was
4 discovered that the study drug was unblinded. A

5 total of six adolescents and three children had

6 already been random zed. Please let ne knowif this
7 wll alter the total nunmber of child or adol escent

8 patients to be random zed for this trial."

9 Do you see that?
10 A Yes.
11 Q This is dated in Decenber of 2000. Do

12 you see that?
13 A Yes.
14 Q So this is about seven nonths, eight

15 nont hs after the dispensing error occurred; is that

16 right?
17 A Yes.
18 Q And you know at this point in the trial

19 they had not unblinded the results yet, right?
20 A Ri ght .

21 Q She states here: "The probl em was

22 di scovered that the study drug was unblinded."
23 Do you see that?

24 A Yes.
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1 Q She doesn't state that it was potentially
2 unbl i nded, right?

3 A Correct.

4 Q O that it had the potential to cause

5 patient bias, does she?

6 A No.

7 Q It also says that a total of six

8 adol escents and three children had been random zed.
9 Is it fair to say that based on that

10 statenent, it looks like the majority of the

11 dispensing error occurred in patients in the

12 adol escent arnf

13 M5. KIEHN: nj ection.

14 THE WTNESS: Well, two to one.

15 BY MR W SNER:

16 Q Yeah. Six to three, right?
17 A Yeah.
18 Q Okay. Al right. |If you turn the page,

19 this is the attached table that she referenced in her

20 e-mail.

21 Do you see that?

22 A Yes.

23 Q And it states that this is C T-VD 18

24  study drug packaging error, site tracking March 1st,
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1 2000.

2 Do you see that?

3 A Yes.

4 Q Thi s suggests that Forest becanme aware of

5 the dispensing error at |east as of March 1st, 2000.
6 Do you see that?

7 M5. KIEHN:  Qbj ection.

8 THE W TNESS: Yes.

9 BY MR W SNER

10 Q And it lists here all the various

11  investigator sites. Do you see that?

12 A Yes.

13 Q And it appears that the dispensing error

14  occurred in patients in the Busner, Harnon and Wagner

15 investigational sites.

16 Do you see that?

17 A Yes.

18 Q Do you know Dr. Busner?

19 A |"ve heard the nane. | don't -- | don't

20 even know if it's a himor a her.

21 Q Okay. Fair enough.

22 Do you know Dr. Harnon?

23 A Again, the nane is famliar, but I -- |
24 don't -- | don't.
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Q Well, you sure know Dr. \Wagner, right?

M5. KIEHN:  Qbj ection.

THE WTNESS. Well, | know -- | know t he
name. | don't -- | don't know her personally. |
know -- | nean, she's, you know, well known, but...

BY MR W SNER

Q Sure. And Dr. Wagner is known for her
work specifically in pediatric depression, right?

A Correct.

Q It appears based on this chart that four
of the nine patients subject to the dispensing error
occurred at her site.

Do you see that?

A Yes.

(Exhibit No. 16 was marked for
identification.)
BY MR W SNER:

Q | " m handi ng you a docunent that's been

premar ked as Exhibit 16 to your deposition.

Let's keep themin order.

A Ckay.

Q | wll help you out here.

A Ckay.

Q Let's get themall in order.

ol kow Technol ogi es, I nc. Page 225




Thomas Laughren, M D.

1 A kay.

2 Q Exhibit 14, do you have it right here?

3 A Sorry. Yes.

4 Q That one right there (indicating)?

5 A This is ny -- this is ny -- oh, this one
6 here.

7 Q Yeah. |'mjust going to put them al

8 together so they're all in order.

9 A Ckay. Al right. This is 7.

10 Q Ckay. Al right. | think I got them

11  nostly in order.

12 A And here is 7.

13 Q Ckay, great.

14 Ckay. | just handed -- |1'mgoing to hand
15  you -- | just handed you Exhibit 16. There you go.
16 Al'l right. These are a series of

17 docunents, e-nmil exchanges that were produced by
18 Forest in this litigation ranging from August 9th,
19 2001, through August 10th, 2001. The first e-mail
20 appears to have been sent by Jane Wi to Dr. Tiseo and

21 Dr. Flicker on August 9th, 2001.

22 Do you see that?
23 A Yes.
24 Q OCkay. | will represent to you that
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1 Jane Wi was one of the |ead statisticians on Study
2 MD-18 wit hin Forest.

3 Her e-mail reads: "Paul, Charlie, we
4 will neet with you to tal k about the results of

5 CT-18 in the R&D conference roomat 9:30 to

6 10:30 a.m, August 10th."

7 Do you see that?
8 A | do.
9 Q Now, if you see the next e-mail, she

10 appears to have forwarded that e-mail to Janes Jin

11 and Q ong Wang.

12 Do you see that?

13 A Yes.

14 Q | think it's Q ong Wang.

15 Ckay. | will represent to you al so that

16 M. Jin and Ms. Wang were both biostatis- --

17 bi ostatisticians working at -- at Forest on NMD 18.
18 This e-mail fromM. Wi to M. Jin and
19 Ms. WAng appears to have been sent shortly after

20 m dni ght .

21 Do you see that?
22 A Yes.
23 Q And it reads: "W need to generate

24  Tables 4. 1A and 4.1B for |ITT popul ati on, excl udi ng
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the nine patients who were unblinded at the begi nning
of the study. Can you please tell Q ong who they are

and try to get the results before 9:30 Friday

nor ni ng. "
Do you see that?
A | do.
Q Ms. Wi has characterized these patients

as being unblinded at the beginning of the study.
Do you see that?
A | do.
Q She does not say "potentially unblinded."
Do you see that?
A Yes.

Q And she references Tables 4. 1A and 4. 1B,

A Yes.

Q And she appears to be trying to obtain
Tabl es 4. 1A and 1B wi thout the nine unblend --
unbl i nded patients included; isn't that right?

A Correct.

Q And she appears to be doing this in
anticipation of a neeting, quote, about the results
of CIT-18, right?

A Correct.
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1 Q Al right. So please turn to Exhibit 8,
2 which is the final study report. It should be in

3 order now.

4 Al right. |If you could please turn to
5 page 108.
6 This is a docunent, it has the title

7 “"Table 4. 1A." Do you see that?

8 A | do.

9 Q And this is Table 4.1A as it was

10 submtted to the FDA, right?

11 A Ckay.

12 Q Al right. The title of it is "Change

13 From Baseline By Visit for CDRS-R. "

14 Do you see that?
15 A | do.
16 Q And it specifies that this is an LOCF

17 anal ysi s?
18 A Yes.
19 Q And it has the by week results of that

20 primary efficacy point fromweek 1 to week 8.

21 Do you see that? It goes on to the next
22 page.

23 A Ch, okay.

24 Q Do you see that?
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A | do.
Q Ckay. It appears that in the final study
report the nine patients that were subject to the
di spensing error were actually included in
Table 4. 1A, doesn't it?
M5. KIEHN:.  Obj ection.
THE WTNESS: Right.
BY MR W SNER
Q And that's different than what Ms. Wi has
asked themto do in preparation for a neeting about
the study results in August; isn't that right?

M5. KIEHN:  Qbj ection.

THE WTNESS: Well, | mean, she -- she
asked for tables. She doesn't say what Table 4.1A is
supposed to do here in the e-mail.

BY MR W SNER
Q Well, fair enough.

If we look at the final study report,
Table 4.1A is the primary efficacy endpoint by week,
right?

A VWhat | -- what | don't know i s what
Tabl es 4. 1A and 4. 1B, how they -- how they differ.
Q Ch, we will get into the difference

bet ween 4. 1A and 4.1B i n one second.
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1 A So -- so your understanding of 4.1A from
2 thisis that it excludes or does not exclude?

3 Q The final study report it does not

4 exclude. Do you see that? If you |look at --

5 M5. KIEHN: | don't think he can tell

6 that by looking at it.

7 BY MR W SNER:

8 Q Well, if you | ook at week 8, the

9 P-val ue --

10 A Well, the P-value is -- is the P-val ue

11 that was reported in the study report --

12 Q Exactly.
13 A -- for the primary anal ysis, presumably
14 including all patients, including those nine patients

15 or eight patients, whatever.
16 Q Al right. Do you know whet her or not

17 those eight patients were included?

18 A | -- I don't -- | don't offhand. |
19 nmean - -
20 Q Ckay. Let ne show you sonet hing that

21 mght help you figure that out.
22 Turn to page -- page 70 in the final
23  study report.

24 A kay.
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Q | f you | ook underneath the chart that's
graphing the study results --

A 85 and 89. N equals 85 and N equal s 89,
those are the nunbers that were included in this
anal ysis set that generated the P-val ue of 0.038.

Q There you go. So the 85 and 89 -- and
that's a good way of doing it. And if you | ook at
Table 4. 1A, those are the corresponding entries.

A Ckay. GCkay. So -- so it includes
those -- those patients.

Q Preci sel y.

Ckay. So it appears then that Jane Wi is
requesting in August in anticipation of a neeting to
di scuss the efficacy results -- well, let's back up.
Ckay. Let's back up.

On Exhibit 16, you see that this e-mail
she sends is at -- on August 10th, 2001.

A Yes.

Q Ckay. In this e-mail --

A well, uh --

Q From Jane Wi on the top.

A Ckay, correct.

Q So it's August 10, 2001, and that's the

one that's just after m dnight.
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1 A Ri ght .

2 Q And this is in anticipation of a neeting
3 at 9:30 Friday norning, right?

4 A Ri ght .

5 Q kay. And in this e-mail she is asking
6 to generate these tables excluding the nine

7 patients --

8 A Ri ght.

9 Q -- that were, quote, unblinded at the
10  begi nning of the study, right?

11 A Right. Correct.

12 Q Ckay. Now, if you look at the final

13 study report, on page 108 --

14 A Ckay.

15 Q -- this is Table 4. 1A

16 Do you see that?

17 A Ri ght .

18 Q And if you |l ook at the top right, there
19 is actually a date, August -- QOctober 30th, 2001,
20 right?

21 A Ri ght.

22 Q So this was generated, it appears, after

23 that neeting on August 10th, right?

24 A Yes.
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1 Q Ckay. So in the neeting she had asked to
2 generate this table excluding the nine patients, but
3 inthis table that's represented to the FDA, those

4 patients are included, aren't they?

5 A Yes.

6 Q Ckay. Now, if you turn to the next

7 table, 4.1B, which is on page 110 of the sane

8 exhibit.
9 A Ckay.
10 Q And this represents the sanme endpoint,

11 but instead of using the LOCF, it's using observed

12 cases. Do you see that?

13 A kay. Got you.

14 Q Do you see that, Doctor?

15 A | do. | do.

16 Q Okay. And if you actually | ook at

17 week 8, the final week in the study, which was the
18 prespecified endpoint, the P-value is 0.167, right?
19 A Correct.

20 Q And you agree wwth ne that a P-val ue of
21 0.167 is not statistically significant.

22 A Correct.

23 M5. KIEHN: nj ection.

24 BY MR W SNER:

ol kow Technol ogi es, I nc. Page 234




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

Q It's not a -- it's not close enough,
right?
A It's not cl ose enough.
Q Ckay. Al right.
(Exhibit No. 17 was marked for
identification.)

BY MR W SNER:

Q Ckay. |'m handing you a docunent that's

Exhibit 17 to your deposition.

This i s anot her docunent that has been

produced by Forest in this litigation containing an

e-mail fromJoan Howard to a | arge nunber of
i ndi vi dual s dat ed Septenber 14th, 2001.
Dr. Laughren, if you look at the

recipient line in that e-mail -- it's not Joan

Barton, it's Joan Howard. |It's a different person.

If you |look at the recipient line, you will see in

the recipient Iine Dr. Flicker, Dr. Tiseo, Jane Wi,

Janes Jin, WIIliam Heydorn and Ms. Barton, right?

A Yes.

Q Ckay. At the bottomof the e-mail,
Ms. Howard wites: "Attached are m nutes from
neeting held August 21st."

Do you see that?

t he
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A Yes.

Q Ckay, great. And if you turn the page,
there's a docunent attached to this titled "Forest
Laboratories, Inc.'s Gtalopram Cinical Team
Meeting, Mnutes of Meeting, August 21, 2001."

Do you see that?

A Ri ght .

Q Al right. So this appears to be the
m nutes of -- of a neeting that happened in August of
2000 -- August 21st of 2001, right?

A Correct.

Q And this also appears to have been after
that neeting of August 10th, 2001, correct?

A Ri ght .

Q Ckay. And if you |look at the -- the
hi ghl i ght section, there is a section that says
"CIT-MD>-18." Do you see the -- see that,

"Cl T-MD- 18" ?

A Correct.

Q And it says: "Databases |ocked and
headline results available. Timng of pediatric
subm ssion needs to be determned. Final report is
contracted out to Pharnmanet."

Do you see that?
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1 A Yes.

2 Q All right. So it appears by at | east

3 this point in August of 2001 that the database has
4 been in fact | ocked and that they had the results of
5 the study.

6 A Correct.

7 Q All right. Are you famliar with a

8 conpany cal |l ed Phar manet ?

9 A | -- I've heard the nane. It's a -- it's
10  one of many conpanies that | believe provides

11 services to -- to drug conpanies. | don't knowif
12 they do primarily data analysis or what they do, but
13 | -- | have heard the nane. | honestly don't know
14  exactly what they do.

15 Q Ckay. It appears here that they've

16 contracted out to Pharmanet to help prepare the final
17  study report; is that right?

18 A Yes.

19 Q Is it -- have you heard of sonething

20 called a contract research organi zati on?

21 A Yes. Yes.

22 Q | s Pharnmanet a contract research

23 organi zation?

24 A | -- | -- based -- based on what's
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characteri zed here, they probably would -- woul d fal
under that general rubric of a contract research
organi zation. Contract research organi zati ons assi st
conpani es in various ways, often in the conduct of a
trial and other things. So | --

Q s it unusual in your experience for a
conpany |like Forest to contract wwth a CROto help
prepare a final study report?

A | just don't know the answer to that.

Q Ckay. Do you have any opi ni on about
whet her or not it's appropriate for a drug conpany to
use a contract research organi zation to prepare a
report to be submtted in a regulatory filing?

A | don't have an opinion one way or the
ot her.

Q Ckay. In the submt -- in the submtting
of a final study report to the FDA, do you think
it's -- the fact that a contract research
organi zati on was used to prepare it should have been

di scl osed?

A | -- 1 -- 1 don't -- | don't -- you know,
| don't have an opinion about that. | -- you know,
the assunption is that however -- however the study
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I s conducted, however the data are anal yzed, however
the study report is put together, that it has -- it
has to follow, you know, certain basic standards.
And whet her that's done within the conpany or whet her
it's contracted out, I -- | don't -- | don't know
that FDA has a particular concern about that. |I...

Q At the end of the day, though, the
accuracy and content of a final study report, the
buck stops with the drug sponsor submtting it,
right?

A Yeah, no, they --

M5. KIEHN:  Qbj ection.

THE W TNESS: They take -- they have to
take responsibility for the final product that
they're subm tting.

BY MR W SNER
Q G eat.
(Exhibit No. 18 was marked for
identification.)
BY MR W SNER
Q | "' m handi ng you a docunent, it's
Exhibit 18 to your deposition.
Thi s docunent contains excerpts of a

deposition taken of WIIliam Heydorn on August 29t h,
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1 2007, in the In re Forest Laboratories, Inc.

2 Securities litigation.

3 By any chance, have you ever seen this
4  deposition before?

5 A No, | don't. | don't -- | don't recal

6 seeing it.

7 Q Ckay. |If you could turn to page 42 of
8 the deposition. It shouldn't be too many pages in
9 there. |It's just the excerpts.

10 Are you there, Doctor?

11 A | amthere.

12 Q Ckay. Starting on line 16, it reads:
13 "Q Did you have any role in the

14 creation of the study report for

15 Cl T- MD- 187

16 "A. Yes.

17 "Q And what was your role?

18 " A | was the primary author on

19 the study report for C T-MD> 18.

20 "Q When you say 'primary author,"’
21 what did that entail?

22 "A | was the individual

23 responsi bl e for ensuring that the

24 study report was witten and
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1 conpl eted as accurate and was

2 conpleted on tinme and was avail abl e
3 when needed for submi ssion to the

4 FDA. "

5 Did | read that correctly?

6 A Yes.

7 Q Ckay. |If you turn to page 47 in that
8 sane exhibit, line 4. Are you there?

9 A Yes.

10 Q Ckay.

11 "Q And what did the departnent
12 work on with regards to submtting
13 information to the FDA?

14 "A So the departnent was

15 responsi ble for witing up the

16 clinical study report, and that was
17 ny primary -- | took on that role
18 personally as ny primary

19 responsibility. W subcontracted
20 that to a third party to generate
21 the first draft of the study report,
22 and then | worked closely with the
23 third party and with Dr. Flicker to
24 conpl ete the study report, making
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sure it was accurate and conpletely
summari zed the avail able data for
subm ssion to the FDA. "

Do you see that?

A | do.

Q Al right. So based on the testinony |
just read you, it appears that Dr. Heydorn was the
primary author of the final study report for NMD 18,
right?

A Correct.

M5. KIEHN:  Qbjection.
THE WTNESS: Correct.
BY MR W SNER

Q It also appears, and it's consistent with
t he docunent we just | ooked at, that Dr. Heydorn
worked with a third party to help generate the first
draft of the study report, right?

M5. KIEHN: Qnj ection.
THE WTNESS: Correct.
(Exhibit No. 19 was marked for
identification.)
BY MR W SNER:
Q | "' m handi ng you what has been marked as

Exhibit 19 to your deposition.
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Again, this is a docunent that has been
produced in the course of this litigation. This
appears to be an e-mail sent fromDr. Heydorn to
several individuals dated October 4th, 2001.

Do you see that?

A Yes.

Q Ckay. Copied on this e-mail are
Dr. Flicker, Janes Jin and Jane Wi, right?

A Correct.

Q And the subject of the e-mail is, quote:
Notes from Conference Call, October 4th. Do you see
t hat ?

A Yes.

Q In the body of the e-mail, it reads:

"Attached are ny notes from our conference cal

t oday. "
Do you see that?
A | do.
Q Now, if you turn the page, there's an

attachnment, and the attachnment is titled "Notes from
Conference Call w th Pharmanet, October 4th, 2001."
Do you see that?

A | do.

Q And it appears that from Forest,
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1 Dr. Flicker, Dr. Heydorn, Janes Jin and Jane Wi were
2 participants for Forest, right?

3 A Yes.

4 Q And it appears to have two participants

5 f rom Phar manet .

6 Do you see that?

7 A Yes.

8 Q | don't know how to say their nanes, but
9 do you -- do you recogni ze those individuals from

10 Phar manet ?

11 A No.

12 Q Ckay. This docunent appears to contain
13 the notes of a conference call that Forest had with

14 Phar manet regardi ng Study MD- 18, doesn't it?

15 A Yeah --
16 M5. KIEHN: Qnj ection.
17 THE W TNESS: Yes.

18  BY MR W SNER:
19 Q Al right. Now, if you |ook down at

20 point 11, it's the second to the bottom

21 A Yes.
22 Q It states: "Dosing error. Sone
23 citalopramtables” -- and I will tell you that

24 Dr. Heydorn has subsequently testified that that
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1 should read "tablets,” so l'"mgoing to read it that

2 way -- "There was a dosing error. Sone cital opram

3 tablets were not blinded. The nine patients who

4  received unblinded nedication were included in the

5 min analysis. A secondary post hoc analysis of the
6 | TT subpopul ati on was done. Refer to these anal yses
7 briefly in the nethods and results, and reference the

8 reader to the appendix table.”

9 Do you see that?
10 A | do.
11 Q That appears to be what they ultimtely

12 did in the final study report, correct?

13 M5. KIEHN: nj ection.

14 THE WTNESS: Correct. That's what it
15 appears that that's indicating, yes.

16 BY MR W SNER:

17 Q Ckay. Notably, he says that the nine

18 patients who received the unblinded nedication were
19 included in the main analysis. It does not state

20 that the patients were potentially unblinded, does

21 jit?
22 M5. KIEHN:  Qbj ection.
23 THE WTNESS:. It -- it says they received

24 unbl i nded nedi cati on.

ol kow Technol ogi es, I nc. Page 245




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

BY MR W SNER
Q So it appears, at |east at this point

when they're neeting with Pharmanet in October of
2001, Forest had nmde the decision to renege on its
statenment to the FDA that it would not include the
potentially unblinded patients in the prior efficacy
anal ysis, correct?

M5. KIEHN: Qnj ection.

THE WTNESS: | don't know that that's
correct. | don't know based on what you've given

me whet her or not there was a change in the analysis

pl an consistent with what was witten in that -- in
that e-mail that -- that basically that neno or
whatever it was to the FDA, a letter -- | forget

whether it was a letter or an e-mail or what it was,
It was probably a letter -- in which they said that
the primary analysis would -- would not include them
BY MR W SNER

Q Sur e.

And | guess ny question is, it appears by
this point in Cctober of 2001, Forest had nade the
decision to not do what it said it would do in that
|l etter, correct?

M5. KIEHN:  Obj ection.
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1 THE WTNESS:. That -- that appears to be
2 the case. Yes.

3 (Exhibit No. 20 was marked for

4 identification.)

5 BY MR W SNER

6 Q Al right. Comng at you fast here,

7 Doctor. |'m handi ng you what has been nmarked as

8 Exhibit 20 to your deposition.

9 Thank you.
10 Al right. These are the excerpts of a
11 deposition taken of WIIliam Heydorn taken on -- the

12 deposition of WIliam Heydorn taken in this

13 litigation, in this case on Cctober 14th, 2016.
14  Ckay?

15 A Ckay.

16 Q Have you ever seen this deposition

17  transcript before?

18 A | don't -- | don't believe so, no.

19 Q Al right. During the course of

200 Dr. Heydorn's deposition we showed hi mmany of the
21  docunents that |'ve shown you today about the

22 unblinding and the e-mail correspondence, and he
23 provided testinony. And considering he was the

24 primary author on the report, | would |like to show
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you what he had to say, okay?
M5. KIEHN: QObjection. You're
testifying.

BY MR W SNER:

Q Ckay?
A Yes.
Q |"mjust telling you that's what |

going to do. Just telling you what |I'm doing.

All right. So let's start off wth

m

page 87, and these are just excerpts so they -- they

should all be pretty nmuch one after the other.
A Ckay.
Q On page 87, it reads: "So" -- on
line 19, it reads:
"So wth the dispensing error
patients excluded fromthe MD 18
primary efficacy outcone neasure,
Celexa failed to -- failed to
significantly outperform placebo in
treating pediatric depression.
Ri ght ?
"MR  ABRAHAM  (Dbj ecti on.
"THE W TNESS: "That appears to

be the case.
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BY MR BAUM

"Q Wuld it an inportant

substantial diff-" -- sorry.

"Q That would be an inportant

substantial difference, wouldn't it?

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

According to Dr. Heydorn, excluding those
nine patients rendered the results of the study no
| onger statistically significant.

Do you see that.

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- | see that's what he
says, Yyes.

BY MR W SNER

Q And he al so agrees that that shift in
statistical significant on the primary endpoi nt was
an inportant and substantial difference.

Do you see that?

M5. KIEHN:  Obj ection.

THE WTNESS: | -- | see that's what he
sai d, yes.

BY MR W SNER

Q Ckay. Turn to page 109. I'msorry, turn
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to page 107.
A 107. Okay.
Q On line 13:
"Q So if these eight patients or
ni ne patients who were unblinded or
if the investigators working with
them were unblinded, the efficacy
scores for those individuals should
not have been included in the
primary outcone neasure, correct?
"MR. ABRAHAM  (nj ecti on.
"THE W TNESS: Yeah. Apparently
fromthe wording in the protocol, if
t hey were indeed unblinded."
Do you see that?

A | do.

Q So according to Dr. Heydorn, who
ultimately actually wote the final study report, if
these patients were unblinded, they should have been
excluded fromthe primary efficacy anal ysis.

Do you see that?
M5. KIEHN:  Qbj ection.
THE WTNESS: That -- that -- that's what

he says, yes.
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1 BY MR W SNER:
2 Q Ckay. Now, if you could turn to
3 page 157. W're going to skip a few pages. W'l

4 come back to them | ater.

S Are you on page 157, Doctor?

6 A Yes.

7 Q Al right. Starting on the first |ine,
8 it reads:

9 "Q Well, if they received the pink
10 tablets and they're being told just
11 now t hat they were active

12 medi cati on, those patients were

13 gi ven active nedication, correct?

14 "MR  ABRAHAM  (Dbj ecti on.

15 "THE WTNESS: Yes, | would

16 assune so, yeah.

17 "MR. BAUM

18 "Q And the investigators would

19 know t hat .

20 "MR  ABRAHAM  (Dbj ecti on.

21 "MR. BAUM

22 "Q They woul d know which patients
23 reached them right?

24 "MR. ABRAHAM  (Obj ecti on.
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"THE W TNESS: | woul d have no

di rect know edge, but | woul d assune

SoO.
"Q So they were unblinded as
well, correct?

"MR. ABRAHAM  (bj ecti on.
"THE WTNESS. Wth respect to
t hose patients, | would assune so."
Do you see that?
A | do.
Q So it appears that Dr. Heydorn is
concurring with what you said earlier that if the
i nvesti gator knew that the pink pills being
distributed to a patient were in fact Cel exa, that
woul d unblind the study with regards to that
I nvestigator, right?
M5. KIEHN: Objection. Msstates prior
testi nony.
THE WTNESS: The -- | nean, the problem
Is what | -- the problemis that | don't know the
actual operational details of -- of what happened. |
don't know if -- you know, who provided the kit to
the patient. It -- it -- it nmay have been, you know,

a different person certainly than the investigator.
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| -- I don't -- | nmean the problemis
we're nmaking a | ot of assunptions here about -- |
mean, | understand that the tablets were pink and
they presumably had the Cel exa brand on them which
certainly, you know, would be expected to unblind the
patients if -- if they | ooked at that.

Whet her or not the investigator --
whet her or not the person who ultimately did the
rating on that patient was unblinded, | don't know
that fromthis.
BY MR W SNER

Q Fai r enough.

But we do know that Dr. Flicker, who was
a director -- nedical director at Forest overseeing
this trial, stated that the integrity of the blind
was unm st akenly violated, right?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- yes.
BY MR W SNER:

Q And we do know that Dr. Tiseo, the guy

overseei ng the conduct of the trial, he said that
di spensi ng these nedi cati ons would automatically
unblind the study, right?

M5. KIEHN:  Obj ection.
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1 THE W TNESS: Yes.

2 BY MR W SNER:

3 Q So at |l east according to Dr. Heydorn,

4 Dr. Tiseo, as well as Dr. Flicker, they at |east seem
5 to have read these docunents and cane to the

6 conclusion that there was an unblinding, right?

7 M5. KIEHN:  Qbj ection.

8 THE WTNESS: Well, the -- | agree that's
9 what was said. Again, the problemis they may --

10 they may have neant that it was unblinded with regard
11 to the patients. It doesn't necessarily nean that
12 the patient doing the rating on that patient was

13  unblinded. That's -- that's the distinction | want
14 to nmake.

15 BY MR W SNER

16 Q | understand that, but let's -- let's use
17 alittle bit of common sense here, right. The

18 investigators who are doing these anal yses rai se an
19 issue that sonme of them-- their patients that

200 they're doing this with are having white -- white

21 pills and sone are getting pink, right?

22 M5. KIEHN:  Qbj ection.

23 THE W TNESS: | agree.

24 BY MR W SNER:
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1 Q And they bring this attention to Forest,
2 and then Forest sends them a neno expl aining the

3 whole situation, right?

4 A | agree.

5 Q And that nmeno says, Listen, you know,

6 these pink tablets that you're dispensing, they're

7 actual |y branded Cel exa.

8 Do you see that?
9 M5. KIEHN:  Qbj ection.
10 THE WTNESS: | see that.

11 BY MR W SNER:

12 Q Ckay. So while | agree there's an

13  assunption being nmade here, it's a pretty reasonabl e
14  assunption that in response to that facsimle from
15 Forest, the investigators -- the investigation site
16 said, Hey, guys, those pink pills, by the way, we got

17  the solution, it turns out that's the drug.

18 M5. KIEHN: Qnj ection.

19 THE WTNESS: Those findings certainly
20 raise a concern. | wll -- 1 will agree with you
21 there.

22 BY MR W SNER
23 Q OCkay. Now, on page 202, it's the next

24 one over, line 13, it reads:
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1 "Q Ckay. |If an investigator

2 knows which patients are taking

3 branded Cel exa and which ones are

4 taking white pills" --

5 A "' msorry, which --

6 Q Ch, I"'msorry. W're on page 102,

7 line 13.

8 A You nean 202, line 13. Ckay.

9 Q Page 202, line 13. | apologize. It
10 reads:

11 "Q Ckay. And if an investigator
12 knows which patients are taking

13 branded Cel exa and which ones are

14 taking white pills, doesn't that

15 mean the integrity of the blind was
16 un -- was m stakenly -- unm stakenly
17 conprom sed?

18 "MR. ABRAHAM  (nj ecti on.

19 "THE WTNESS: It does raise

20 guestions about the integrity of the
21 blind. "

22 Do you see that?

23 A Yes.

24 Q And you woul d agree with that statenent,
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1 right?
2 A Yes.
3 Q kay. Al right. If you turn to the

4 next page, page 218. Al right. Starting on

S |line 6 -- I'"'mgoing to read quite a bit here, so
6 forgive nme, but | will try toread it all correctly.
7 Starting at line 6, it reads:

8 "Q Now, having seen this e-mail

9 fromDr. Flicker and the fax from

10 Dr. Tiseo, would you agree that the
11 patients who are subject to the

12 di spensing error were actually

13 unbl i nded?

14 "MR  ABRAHAM  (Dbj ecti on.

15 "THE WTNESS: | don't know for a
16 fact, but that's the inplication

17 fromthese letters, yes.

18 "MR. BAUM

19 "Q Does it concern you that the

20 clinical medical director at the

21 time, Dr. Flicker, believed that the
22 | etter being sent to the FDA

23 contains a masterful stroke of

24 euphem sn?
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1 "MR. ABRAHAM  (Obj ecti on.

2 "THE WTNESS: | don't know what
3 his frame of m nd was when he wote
4 t hat .

5 "MR BAUM

6 "Q But they had the obligation to
7 be up front, truthful and honest

8 with the FDA, correct?

9 "MR  ABRAHAM  (bj ecti on.

10 "THE W TNESS: Yes.

11 "MR. BAUM

12 "Q And this shows that they

13 weren't, correct?

14 "MR  ABRAHAM  (Dbj ecti on.

15 "THE W TNESS: He apparently had
16 some concerns about this, yes.

17 "MR. BAUM

18 "Q Well, it was nore than just

19 concerns. He said it was

20 unm st akenly unbl i nded, and they

21 said it had the potential for bias.
22 That's a m srepresentation, isn't
23 it?

24 "MR. ABRAHAM  (Obj ecti on.
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1 "THE WTNESS: It's a

2 m srepresentati on of what Charlie
3 Fl i cker thought shoul d be

4 communi cated to the FDA.

5 "MR BAUM

6 "Q DidD. Flicker ever tell you
7 directly that the integrity of the
8 bl i nd was unm stakenly viol at ed

9 because of the dispensing error?
10 A No. "

11 Al right. Now, if you turn to the next

12 page, starting on page 229, l|ine 2:

13 "Q Now, when you hel ped draft the
14 MD- 18 study report, the NMD 18

15 posters and the Power Points that

16 were used for CME and the

17 publication in the American Journal
18 of Psychiatry in MD-18, were you

19 awar e that Forest personnel |ike

20 Ti seo and Joan Barton and Charlie
21 Flicker, viewed these patients as
22 unbl i nded as opposed to potentially
23 unbl i nded?

24 "MR. ABRAHAM  (Obj ecti on.
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"THE WTNESS: No, not to ny
know edge -- not to ny recollection.
"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
wei gh the pros and cons of
prescri bing Cel exa or Lexapro to
Ki ds?
"MR  ABRAHAM  (Dbj ecti on.
"THE W TNESS: Probably, yes."
Do you see that, Doctor?
A | do.
Q Now, do you agree with Dr. Heydorn that
this issue of the unblinding should have been
di scl osed by Forest in its publication of the results
regardi ng Study MDD 187
M5. KIEHN:  Obj ection.
THE WTNESS: | -- | -- | think in -- 1in
full transparency, it should have been nore fully
di scl osed both to FDA in the final study report

and -- and it's reasonable, as -- as we did in our
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reviews, to nention the potential unblinding in our
reviews. So | -- | do agree with -- with that
st at ement .

MR. W SNER  Thank you.

Let's take a break so he can change the
t ape.

THE VI DEOGRAPHER: The tine is 2:41 p. m
This is the end of disc No. 3. W'Il|l go off the
vi deo record.

(Recess.)

THE VI DEOGRAPHER: This is the begi nning
of disc No. 4 in the deposition of Dr. Thonas
Laughren. The tine is 2:48 p.m Back on the video
record.

BY MR W SNER
Q Al right. Now, if you turn to page 307
in Exhibit 20, which is the deposition of
Dr. Heydorn, do you see the line starting at 21,
Doct or ?
A | do.
Q Al right. It reads:
"Q Do you have any regrets about
your involvenment with the Cl T- VD 18

based on what |'ve shown you today?
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1 "A. I wish we had done things a

2 little differently.

3 "Q Li ke what ?

4 "A I wish | had known for certain
5 whet her the patients -- those nine
6 patients were unblinded. But

7 obviously | don't. You showed ne a
8 | ot of docunents today suggesting

9 t hat people knew the patients were
10 unblinded. | don't know for a fact
11 that they knew that. Al | knowis
12 what they wote on the paper.

13 wi sh I was aware of the

14 correspondence with the FDA

15 "Q Do you think based on what

16 |'ve shown you today that Forest

17 m sl ed anyone about the results of
18 MD- 18?

19 " A It probably should have been
20 nore forthcom ng."

21 Now, |'mgoing to skip down to the

22 question starting on |ine 24:
23 "Q Wul d you have changed

24 anything in the final study report?
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"MR. ABRAHAM (bjection. Calls
for specul ati on.

"THE WTNESS: If | were the only
one involved in witing it, |
probably woul d have witten it
sonewhat differently."

Do you see that?

A Yes.

Q It appears based on Dr. Heydorn's
testinony, he did not believe that the final study
report was fully up front or forthcomng wth the
FDA, isn't that true?

M5. KIEHN: Qnj ection.
THE WTNESS: That's what he's saying.
BY MR W SNER:

Q And he's the nan who actually was
responsi ble for the final study report for Study
MD- 18, right?

M5. KIEHN:  Obj ection.
THE W TNESS: He appears to have been,
yes.
BY MR W SNER
Q Does it concern you that Dr. Heydorn, who

was a former FDA enpl oyee hinself, thinks that Forest
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1 was not as forthcomng as it should have been with

2 the FDA about its representation of the results from

3 MDD 18?
4 M5. KIEHN:  Qbj ection.
5 THE W TNESS:. Yes.

6 BY MR W SNER:

7 Q You woul d agree, Dr. Laughren, that |'ve
8 shown you several docunents today that suggest that
9 at | east people wthin Forest believed that these
10 ni ne patients who were subject to the dispensing

11 error were unbli nded.

12 M5. KIEHN:  Qbj ection.
13 THE WTNESS: It appears that that is the
14  conclusion that -- that sone peopl e reached.

15 BY MR W SNER:

16 Q And you woul d agree with ne that the

17 final study report did not disclose unequivocally

18 that these patients were unblinded, correct?

19 M5. KIEHN:  Qbj ection.

20 THE WTNESS: It -- it referred -- it

21 referred to themas potentially unblinded. And --
22 and that is still a possibility, but probably |less a
23 probability than if they had just been different

24 colored tablets without the brand nane on them
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Sol -- 1 think it would have been nore
transparent to include in the study report that
additional information. |'mnot sure that it would
have made a difference here, but it -- I -- 1 do
obj ect to, you know, a company not being conpletely
transparent with information that they have in
reporting on the results of a study.

BY MR W SNER

Q Ckay, Doctor, | would like to switch
gears a little bit here, get off the unblinding issue
for a quick second.

You recall that the secondary endpoints
for MD-18 were the CA inprovenent score and the
change from baseline and C@ severity score, K-SADS-P
depressi on nodul e score and CJS -- CGAS score at
week 8, correct?

A | don't recall that, but I'll take your
word for it.

Q Ckay. Do you recall that we | ooked at
the secondary endpoints earlier in the protocol?

A | -- 1 do. | just don't recall exactly
what was st at ed.

Q Ckay. Let's turn to Exhibit 8, which is

the final study report.
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1 Al right. If you turn to page 100.

2 Do you see page 1007

3 A Yes, |'ve got 100.

4 Q All right. This is Table 3.1 and this
5 lists the primary efficacy endpoint, correct?

6 A Yes.

7 Q And this has the P-value of 0.038 at

8 week 8, right?

9 A Ri ght .

10 Q And you agree -- we've all agreed that
11  that is a statistically significant result, right?
12 A Correct.

13 Q Al right. If you turn the page to

14  page 101, you have Table 3. 2.

15 Do you see that?
16 A Yes.
17 Q And Table 3.2 is the secondary efficacy

18 endpoint of CA inprovenent after eight weeks.

19 Do you see that?

20 A Yes.

21 Q And that has a P-value of 0.257, right?
22 A That's correct.

23 Q That's not statistically significant?
24 A No, it's not.
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1 Q Definitely not close enough, right?
2 A No.
3 Q Ckay. You woul d agree that that

4  secondary endpoi nt was negative?
5 A Ri ght, correct.
6 Q Ckay. Look at Table 3.3, which is the

7 next one on page 102. This lists the change from

8 baseline in CG severity after eight weeks.

9 Do you see that?

10 A | -- | do.

11 Q And that's the LOCF anal ysis as well?
12 A Correct.

13 Q And that has a P-value of 0.2267

14 A Correct.

15 Q Al so not statistically significant?

16 A Tr ue.

17 Q That's a negative secondary endpoint as
18  well, right?

19 A That's correct.

20 Q Al right. Let's turn to the next page

21 to Table 3.4. This lists the secondary efficacy
22 endpoi nt of change from baseline in CGAS after eight
23 weeks.

24 Do you see that?

ol kow Technol ogi es, I nc. Page 267




Thomas Laughren, M D.

1 A | do.

2 Q And again, this has a P-value of 0.309 at
3  week 8.

4 Do you see that?

5 A | do.

6 Q That's not statistically significant?

7 A No.

8 Q That secondary endpoi nt was al so

9 negative?

10 A Correct.

11 Q Al'l right. Next page, page 104. This
12 lists Table 3.5, which is the secondary endpoi nt of

13 change from baseline in K-SADS-P depressi on nodul e

14  after eight weeks.

15 Do you see that?

16 A | do.

17 Q Again, this has a P-value of 0.105.

18 Do you see that?

19 A Ri ght.

20 Q That is not statistically significant?
21 A Ri ght.

22 Q That's negative, correct?

23 A Correct.

24 Q Okay. It appears then that all four
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1 prespecified secondary endpoi nts were negati ve,
2 correct?
3 MR. ROBERTS: (bjection.
4 THE W TNESS: Ri ght.
5 BY MR W SNER
6 Q Now, that doesn't make the study
7 negati ve -- back up.
8 MR WSNER Did you just object?
9 MR ROBERTS:. | did.
10 MR. WSNER: Who's defending this
11 deposition?
12 M5. KIEHN: It's okay. Go ahead.
13 MR. ROBERTS: She asked ne to take over
14  for alittle while.
15 MR WSNER  Oh.
16 M5. KIEHN: It's fine.
17 MR WSNER That's fine. Just give ne a
18 heads-up. | was suddenly surprised that you
19  were speaking.
20 MR, ROBERTS: Ckay. Sorry. She
21  whispered it to ne. You guys were goi ng back and
22 forth. | didn't want to --
23 M5. KIEHN: If it's all right -- if it's
24 all right --
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MR. ROBERTS: Yeah, yeah.
M5. KIEHN: -- he will go for a while.
MR. WSNER: That's fine.
Let's go off the record.
THE VI DEOGRAPHER: The tine is 2:56 p. m
Go off the video record.
(Brief discussion off the record.)
THE VI DEOGRAPHER:  2:56, back on the
vi deo record.
BY MR W SNER
Q Now, Doctor, notw thstanding the fact
that all the secondary endpoints were negative, the
study is still considered positive because the only
endpoint that really counts is the prinmary endpoint,
correct?
MR. ROBERTS: (njection.
THE WTNESS: That's true.
BY MR W SNER
Q And so because it reached statistical
significance, you concluded the ultimate, the study
was positive, right?
A Yes.
Q Ckay. Let's go back to Exhibit 19.

| told you earlier we'll do a | ot of
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j unpi ng around here. | apol ogi ze.

A Ckay.

Q This is the e-mail that had attached to
it the pharmacy -- Pharnmanet note conference notes.
Do you see that?

A Yes.

Q Now, if you turn to the actual conference
notes, | ook at the nunbered paragraph 9. Okay?

A Ckay.

Q It reads: "For the secondary efficacy
measures, no significant difference at week 8 LOCF
anal ysis."

Do you see that?

A Yes.

Q And that's consistent wth the tables we
just saw, right?

MR, ROBERTS: (bjection.
THE W TNESS: Yes.
BY MR W SNER:

Q In those tables, all of the LOCF anal ysis
for the secondary efficacy neasures were negative,
right?

MR. ROBERTS: njection.

THE WTNESS. At week 8, yes.
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BY MR W SNER

Q Ckay. It then reads: "There were
significant findings early on in treatnent. Forest
| ooki ng at individual patient listings to see if
there were any clues as to why week 8 findings are
not positive. For now enphasize the positive
findings at earlier time points for the secondary
efficacy vari abl es. ™

Do you see that?

A | do.

Q Earlier you tal ked about how the final
study report is the drug sponsor's opportunity to
spin the data in the nost positive light, right?

MR. ROBERTS: (bjection.

THE WTNESS: Well, | -- 1 think it's
fair to say that -- that nost conpanies w il put
their best foot forward when they're presenting their
data. And -- and that's why | say FDA reviewers
often go directly to the datasets and don't bother
with the conpany's interpretation of the findings.
BY MR W SNER

Q Now, here they're specifically saying
because all of our secondary endpoints that we gave

are negative, we shoul d enphasi ze the positive
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findings earlier in the study, right?

MR, ROBERTS:. (bjection.

THE WTNESS:. | -- | see that, yes.
BY MR W SNER:

Q Al right. Let's look at the final study

report. If you could turn to Exhibit 8.
A On, do | have 8?
Q Yeah, you got it there.
A Ckay.
Q Turn to page 72.
A kay.
Q Ckay, great. Draw ng your -- you see the

section titled "Efficacy Concl usions"?

A | do.

Q And this is the section of the report
where in a narrative format the sponsor discloses the

overall conclusions of efficacy, right?

A Correct.
Q Now, you | ook at the second paragraph,
the first sentence, it reads: "Significant

di fferences | ess than 0.05 indicative of greater
I nprovenent in cital opram patients than pl acebo
patients were al so observed on the CAd-1, CAdS and

CGAS. "
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1 Do you see that?

2 A | do.

3 Q |"mgoing to stop right there.

4 That does not say that every single

5 secondary endpoi nt was negative at week 8, right?
6 A Correct.

7 Q And week 8, that's actually the protocol
8 specified endpoint, isn't it?

9 MR. ROBERTS: (bjection.

10 THE W TNESS: Yes.

11 BY MR W SNER:

12 Q Ckay. Al right. Let's turnto

13 Exhibit 9, which is Dr. Hearst's clinical review

14 Got it?

15 A | do.

16 Q Okay, great. Turn to page 11.

17 A Ckay.

18 Q Al right. Do you see the paragraph

19  beginning "significant differences" that's there?
20 A Yes.

21 Q And this actually appears to be where
22 Dr. Hearst is discussing the secondary endpoints,
23 right?

24 A kay.
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Q He wites: "Significant differences,
| ess than 0.05 indicative of greater inprovenent in
cital opram patients than placebo patients, were also
observed on the CAd-I, CES and CGAS."

Do you see that?

A Yes.

Q It | ooks |ike he copied and pasted that
sentence again fromthe final study report, didn't
he?

MR, ROBERTS: (bjection.

THE W TNESS: However, he goes on to
say --
BY MR W SNER

Q Sure, sure, we're going to go back to
that in a second.

M5. KIEHN: Let himfinish his answer.

MR WSNER  That wasn't responsive to ny

guesti on.

M5. KIEHN: | don't care.

THE WTNESS: No, you're right, that's
what he -- it looks like. | nean, he is basically

agreeing with, you know, their conclusion that if --
that they're -- you know, if you |look at earlier

tinmnewi se, it doesn't -- it doesn't actually say
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1 t hat .

2  BY MR W SNER:

3 Q Sure. But, just to be clear, though,

4 that sentence that | just read to you in his report

5 is a verbatimsentence fromthe "Efficacy

6 Conclusions” in the final study report.

7 A Yes.

8 Q Ckay. Wile you have the study report in
9 front of you, let's read the rest of it.

10 It said: "Statistically significant

11 effects were not found consistently across study tine
12 points for the secondary efficacy paraneters as the
13 primary efficacy parameter, but nunerically greater
14 i nprovenent in the cital opram group was observed on
15 every efficacy paraneter on every clinical visit in
16 both the LOCF and OC analysis. Results fromthe LOCF

17 and OC anal ysis were simlar."

18 Do you see that?

19 A Yes.

20 MR, ROBERTS: Wait. \Were do you see

21 "results" from-- which docunent are you referring to

22  when you say "results"?
23 MR. WSNER: Doc -- Exhibit 8.

24 MR. ROBERTS: Oh, okay.
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BY MR W SNER

Q So you see that, Doctor, in the final
study?

A | -- | do.

Q Ckay. Now, if you actually | ook at the
Hear st nedi cal review, he quotes verbatimthe sane
thing wth the exception of the |last part that says
"results."

Do you see that?

A Yes.

Q So it appears that Dr. Hearst copied and
pasted al nost an entire paragraph directly fromthe
final study report into his nedical review as it
related to the secondary endpoints.

MR, ROBERTS: (bjection.

THE WTNESS. Yes, it's -- it's
I denti cal .
BY MR W SNER

Q So a second ago you said typically
nmedi cal reviewers don't even | ook at the study
report, they go straight to the data. This does not
appear to be one of those cases.

MR. ROBERTS: njection.

THE WTNESS: Well, | -- 1 don't know,
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you know, what -- what he -- what he | ooked at before
he used this | anguage.

So, again, | -- you know, we're making a
| ot of assunptions that he never actually | ooked at
any of these data tables. | don't -- | don't know
t hat .

BY MR W SNER

Q Fai r enough.

Now, Doctor, in the course of your work
at the FDA, do you recall copying and pasting
| anguage froma final study report into your nedical
revi ew?

A No, I -- 1 -- 1 did not do that.

Q Wiy not ?

A Because | preferred to reach ny own
concl usi ons.

Q Now, the way this is witten in the final
study report and transcribed into Dr. Hearst's
review, that does appear to have been trying to
enphasi ze the positive results to earlier time points
and avoi d discussion of the fact that all the
secondary endpoints that we gave were negative,
right?

MR, ROBERTS: (bjection.
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1 THE WTNESS: Well, | -- 1 don't want to

2 assume notive. | -- 1 don't know what he had in m nd
3 when he did this.

4 BY MR W SNER:

5 Q Fai r enough.

6 Putting Dr. Hearst aside, |I'mtalking

7 about Forest, we saw that they had a conference where
8 they said they were going to enphasize this.

9 A Yes. Yes. No, it's -- it is consistent
10 with -- with that view of focusing on the positive

11 and not giving a conplete picture.

12 Q And it appears that that spin that Forest
13 put into the final study report made it into

14 Dr. Hearst's report, correct?

15 MR. ROBERTS: (bjection.
16 THE WTNESS: It -- it appears to have,
17 yes.

18 BY MR W SNER:

19 Q Ckay. Let's go back to Exhibit 3, which
20 is your nenorandum
21 Al right. If you turn to page 3. Now,

22 on page 3, just above the paragraph that says

23 "comment," there is a sentence that reads: "Results

24  also significantly favored cital opram over placebo on
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nost secondary out cones.”
Do you see that?

A Yes.

Q Now, you didn't state there that all the
prespeci fi ed secondary endpoi nts were negative at
week 8, right?

MR, ROBERTS: (bjection.
THE WTNESS: Correct.
BY MR W SNER:

Q You're referring here, | assune, to the

earlier tinme points when there were statistically

significant results in the secondary endpoints,

correct?

MR. ROBERTS: (bjection.

THE WTNESS: | -- again, | don't -- this
was witten a long tinme ago. | don't recall what

woul d have been in ny mnd at the tinme that | wote
this, but it -- you're correct in saying that it
doesn't -- it doesn't enphasize the fact that the
ei ght-week results were all negative on the secondary
endpoi nt s.
BY MR W SNER

Q Now, | know you don't recall this, but is

it possible that when you were drafting this neno,
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1 you |looked at the final study report, |ooked at
2 Dr. Hearst, who you relied upon, and thought, On,
3 nost of the secondary endpoints nust have been

4 positive?

5 MR. ROBERTS: (bjection.

6 THE WTNESS: | -- | would -- | would

7 have to specul ate about what -- what | was | ooking at
8 at the tinme when | wote this, and | -- | -- | prefer
9 not to do that. | just -- | don't know.

10 BY MR W SNER:

11 Q Ckay. Wbuld you agree with ne, though,
12 that it would be accurate to say all the protocol
13 specified secondary endpoints for Study MD 18 were
14 negati ve at week 8?

15 MR. ROBERTS: (bjection.

16 THE WTNESS:. That is -- that appears to
17 be correct, yes.

18 BY MR W SNER:

19 Q And woul d you agree with ne that -- that
20 you don't state that in your neno?

21 A | -- I do not state that in ny neno.

22 Q And you woul d agree with nme from what

23 we've seen in Dr. Hearst's clinical review, he did

24 not state that either.
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1 A He did not appear -- appear to do that
2 either.
3 Q Ckay. So on the sane page -- you have

4 your nmeno in front of you, right?
5 A Yes.
6 Q Ckay. You have broken down the efficacy

7 results between children and adol escents. Do you see

8 that?
9 A | do.
10 Q Now, you understand that Dr. Hear st

11  didn't present data this way, right?
12 MR. ROBERTS: (bjection.
13 THE WTNESS: | would have to | ook at --

14 BY MR W SNER

15 Q Pl ease take a ook and tell ne if he did.
16 A (Perusi ng docunent.)

17 Can you direct ne again to where on

18 his --

19 Q Sure.

20 A -- his review the efficacy findings --

21 Q It's just on page 11, that's -- that's

22 about it. That's the only reference to secondary
23 endpoints or even primary endpoints for MD 18 t hat

24 | ve seen.
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On page 11, do you see any reference to

A No. No, | don't. So he didn't break it
down that way.

Q Ckay. Do you know why you did?

A It's sonmething that | -- that | generally
do. | -- you know, | explore a little bit nore.
So. . .

Q Were you trying to sonehow see if there
was any indications fromthe data that m ght suggest

that there are sone positive results sonmewhere in the

dat a?

MR. ROBERTS: (njection.

THE WTNESS: Wat -- what | was trying
to do, because, again, you're dealing wth a -- with
a -- in pediatric years, a fairly wde range there of

children and adol escents, and it's, in general, of
interest to know -- because there have been many
ot her cases where we have found sone differences in
the effect of a drug in children conpared to
adol escents. Adolescents tend to | ook nore |ike
adul ts.

So that -- that's -- that's why | broke

it down that way.
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BY MR W SNER

Q Ckay.

A | mean if you ook at the findings, it's
not as if the findings are entirely comng from
adol escents, but the effect size is -- is sonewhat
bi gger in the adol escents. So in children, it's
about, you know, about four units difference on this
measure. |In adol escents, it's closer to seven.

So. ..

Q Now, in the -- in your nmeno you sai d:
"The sponsor did not cal cul ate P-values for these
groups separately."

Do you see that?

MR. ROBERTS: Wiere is that?

THE WTNESS: Were do | say that?

Oh, right, right, right. Yeah, you
ordinarily wouldn't do that in a -- in an
exploratory -- it's -- it's an exploratory anal ysis.
You're not testing a hypothesis. Odinarily you
don't generate a P-value unless you're specifically
testing a hypothesis.

BY MR W SNER:
Q Fai r enough.

And so just based on what you said here,
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do you know whet her or not the differences observed
here were statistically significant or not?

A | -- 1 don't. And again, fromny
standpoint, it -- it wouldn't be that inportant.
Because a P-val ue, whether it net that usual
threshold of statistical significance would not be
particularly relevant for sonething that wasn't --
that wasn't being prespecified and tested.

| mean -- and you could do that. You

could say if you nake it on the overall analysis,

then you get to -- you have another 0.05 to | ook
first at -- at adol escents, and if you wn there,
then you get to ook at -- but it wasn't done that
way .

Q Ckay. And that's all | was saying is the

reason why there is no P-value is because that wasn't
t he hypothesis being tested, right?

MR. ROBERTS: (njection.

THE | NTERPRETER: Ri ght .
BY MR W SNER

Q Okay. Now -- all right.

Keep this all here, but can you pull out

Exhibit 19, which is the e-nmail with the pharma --

Phar nranet notes attached to it.
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Ckay.
You got it?
Yeah.

And that's Exhibit No. 19.

> O » O >

Ckay.

Q Now, if you go to the item nunber 7. Do
you see that?

A | do.

Q It reads: "Note: The study was not
powered to | ook at differences within the two
subgroups, children and adol escents. The sanpl e size
was cal cul ated based on the anticipated effect size
for the primary efficacy variable."

Do you see that?

A Correct.

Q And that's consistent with what you
just --

A Yes.

Q -- testified to, right?

A Yes.

Q The study wasn't specifically designed to
| ook at adol escents in isolation or -- or even

children in isolation.

A Correct.
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Q Ckay. Al right. You can put that down.
Go back to the final study report, which
Is Exhibit 8 which is right here.
Al right. |[|f you turn to page 72.
A Ckay.
Q You beat ne.
MR. ROBERTS: W were there already.
BY MR W SNER
Q All right. You see the section that says
"Treatnent By Age Group Interaction"?
A Yes.
Q What is an interaction variable in a

statistical analysis?

A It -- it's basically an indication that
that -- that that variable, in this case age, you
know, may -- may have an effect on the outcone.
That's all it is. It's just a -- it's a-- it's a

nmetric to nmeasure whether or not there appears to be

a -- a difference by age.
Q Ckay.
A By that -- by that strata. You can

stratify this, and you can stratify mal es versus
femal es, by wei ght, whatever. You do a |ot of

different exploratory anal yses, and they cal cul at ed
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1 interaction terns by -- by age and --
2 Q Now, it says here in the second sentence
3 in that section: "No significant treatnent by age

4 group interaction was found on the CDRS-R, Cd -1,

5 Cd-S, CGAS or K-SADS-P."

6 You see that?
7 A | do.
8 Q So it appears that based on the

9 statistical analysis represented in the final study
10 report, there was no significant effect by the age of

11  the treatnment groups; is that right?

12 MR. ROBERTS: (bjection.

13 THE W TNESS: Agai n, you know, these

14  P-values for these interaction terns are -- are not
15 very -- in ny mnd, not very useful. But...

16 BY MR W SNER
17 Q Fai r enough.
18 But according to this, it's saying that

19 there is no treatnent by age group interaction,

20 right?

21 MR. ROBERTS: (njection.

22 THE WTNESS: That -- that is what it
23  says.

24 BY MR W SNER:
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Q And that's for the primary and all the
secondary endpoints, right?
MR. ROBERTS: (njection.
THE WTNESS: Correct.
BY MR W SNER
Q Ckay. Now, on that sanme page, if you
| ook at the paragraph at the bottom it says: "No
treatnent by age group interaction was observed,
i ndicating that the nmagnitude of the treatnent

effect was simlar in the child and adol escent

subgr oups. "
Do you see that?
A | do.
Q Do you have any reason to dispute that

concl usi on?

A Wll, "simlar" is a -- is a sonewhat
vague term | nean, obviously in ny nmeno, | point
out the difference in magni tude between the two

di fferent age groups.

Q Sur e.
A Soit's -- it's a mtter of how you -- of
how you interpret "simlar."” | nean, there is an

effect in both strata by this crude nonstatistical

approach to |l ooking at it, just exploratory | ooking
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1 at the nunbers. Yes, if you calculate an interaction
2 term it's -- it doesn't have a significant P-val ue,
3 but I just -- | think -- | prefer this way of | ooking

4 at the data.

5 Q | under st and.
6 A But personal preference.
7 Q If you | ook at page 243 in the final

8 study report.

9 A Ckay.

10 Q This is appendi x Table 5. Do you see
11 that?

12 A | do.

13 Q And this lists out the treatnent by age

14  group interaction terns, doesn't it?

15 A Ri ght .

16 Q And it has the P-values all l|isted there.
17 Do you see that?

18 A Yes.

19 Q For the primary as well as all the

20 secondary endpoints. Do you see that?

21 A | -- 1 -- well, if you go on to 244, you
22 mean? No, no.

23 Q CDRS-R, CA --

24 A Are we | ooking at the sane page?
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Q

Yeah, 243 in the table.

Yeah.

Effi cacy paraneter on the left?
Ri ght .

And it lists all the primary as well as

the secondary --

A
right.

Q
they're all

A

Q

great .

Ch. No, no -- right. You're exactly

Ckay, great. And all the P-val ues there,
not statistically significant, right?
Yeah.

And you would agree with ne that -- okay,

Wiile we're here, just because we're

here, if you turn to the next page, which is appendi x

Tabl e 6.

A

Q

Ckay.

As you see here, this is the change in

baseline in the CDRS after eight weeks. Do you see

t hat ?

A

Q

see that?

Yes.

And this is the subpopul ation. Do you

| f you | ook at the bottom there's a
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1 note, it says "Patients,” and it lists all of them--

2 A Right. R ght. Right.

3 Q -- the drug dispensing error excl uded.
4 A Ri ght .

5 Q Do you see that?

6 A Yes.

7 Q So this is actually the table that

8 reflects the statistical analysis --
9 A Yes.
10 Q -- of the primary efficacy endpoi nt

11 excluding --

12 A Excl udi ng those patients.

13 Q That's right.

14 And the P-value there is 0.052, right?

15 A Correct.

16 Q Ckay. Earlier we -- we discussed this a
17 little bit. Do you recall that you participated in a

18 synmposiumin 2013 that was neant to bring various
19 stakeholders fromaround the country together to
20 discuss the difference between clinical and

21 statistical significance?

22 MR. ROBERTS:. (bjection.
23 THE WTNESS: | -- | think there was a --
24  a session at ISCTM I|Is that the one that you're
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referring to?
BY MR W SNER
Q | believe so, yes. Do you recall that
neeting at all?
A | -- | participate in a |ot of neetings.
| -- you know, | -- | do vaguely recall it.
(Exhibit No. 21 was marked for
identification.)
BY MR W SNER:
Q All right. |I'mgoing to hand you a
docunent that's been marked as Exhibit 21.
A Ckay.
Q This is a docunent, it's titled "Defining
a Cinically Meaningful Effect for the Design
I nterpretation of Random zed Controlled Trials."
Do you see that?
A | do.
Q And it has a bunch of authors listed, and
one of themis yourself, right?
A That's correct.
Q Wuld it be fair to say then that you
reviewed this docunent before it was published with
your nane?

A Yes.
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Q Ckay. Now, if you look at the objective,
and | think this will help crystallize your
participation in it, it says: "This article captures
t he proceedi ngs of a neeting ained at defining
clinically neaningful effects for use in random zed
controlled trials for psychopharmacol ogi cal agents?”

Do you see that?

A | do.

Q And if you turn the docunent and turn to
page -- well, | guess 10-S at the bottom It's in
the red box on the bottom

A Ckay.

Q 10-S, do you see it?

A Got you.

Q Do you see the section that says "The
FDA' s perspective"?

A Ri ght, right, right.

Q Do you see that?

A | do.

Q Wuld it be fair to say that you probably
pl ayed a heavy role in drafting this portion?

A Right. Yes --

MR. ROBERTS: njection.

THE WTNESS:. -- that's very likely.
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1 BY MR W SNER:

2 Q Ckay, great.

3 You can go back to the beginning. I'm

4 going to go through a couple of sentences and ask you
5 questions about them W' Il get to your -- the FDA

6 section in a second.

7 But if you turn to page 5-S.
8 A kay.
9 Q In the columm to the far left, do you see

10 the paragraph that begins "the effect"?

11 Do you see that?
12 A Yes.
13 Q It reads: "The effect of a treatnent

14 reflects the differential response anbng patience

15 when treatnent is given versus when treatnent is not
16  given, control over conparison condition, often

17 pl acebo. Statistically significant effects are not

18 necessarily clinically nmeaningful effects.”

19 "Il stop right there.

20 A Yes.

21 Q Do you agree with that?

22 A I n general, yes.

23 Q kay. It continues: "Wile there is

24 broad consensus as to how to establish statistical
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significance, clinical significance remains elusive."

See that?
A | -- | do.
Q And you agree with that, right?
A | do agree with that.
Q Ckay.
A But we were tal king about that earlier.
Q Exactly.
It continues: "Many statistical

net hodol ogi es have been put forth to neasure the

magni tude of a clinical effect,” open paren, "an
effect size," close paren. "One of the nost
frequently used effect size neasures is Cohen's d."
Do you see that?

A | do.

Q Are you famliar with the Cohen's d or
Cohen effect size?

A Yes.

Q Ckay. |Is that sonmething that you woul d
consi der in assessing whether or not the results of a
clinical trial are clinically nmeaningful ?

A | -- 1 think -- | think it has value. |
don't think it's perfect, and -- and FDA

statisticians tend not to like it because it's, In
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part, dependent on sanple size. The standard
devi ation shrinks as you increase the sanple size,
and, of course, that's a denom nator in the

cal cul ati on for Cohen's c.

Q Yeabh.
A So they -- they tend not -- not to use
it, but I -- | do use it nyself. | thinkit's --

it's useful, but it isn't perfect.
Q Al right. It goes on to say: "A
random zed controlled trial, RCT, Cohen's d is the
di fference between the treatnent and control neans
di vided by the assuned common standard deviation. |t
is aclinically interpretable effect size reflecting
a degree of overlap between the patient responses in
the treatnment and control groups when the responses
have normal distributions with equal variances."
Do you see that?
A Yes.
Q For the people here who do not have a
degree in statistics, does that generally say that
t he Cohen effect size can be an effective neasure for
assessing clinical significance?
MR. ROBERTS: njection.

THE W TNESS: It -- it's -- it's a useful
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1 way of roughly assessing -- putting -- putting a

2 nunmeric -- putting a netric on effect size by sort of
3 standardizing it with the standard deviation. And so
4 it's a way of maki ng conparisons across different

5 trials, across different di seases, across different,
6 you know, outcone neasures. It's -- it's sort of a

7 standard -- and that's why, you know, we say, you

8 know, an effect size of like 0.3, which is typical of

9 what you get in a depression study, is pretty -- is
10 pretty small. |In other disorders |ike ADHD, you get
11 nuch bigger effect sizes that are based -- based on

12 Cohen's d. So...
13 BY MR W SNER
14 Q Sure. Are you famliar with sonething

15 call ed the nunmber needed to treat?

16 A Yes.

17 Q And what is that?

18 A So the nunber needed to treat is -- is a
19  nunber that you can calculate if you're -- if you're,

20 you know, basically using percentage of responders,
21 proportion of responders as an outcone.

22 And so, say, if you have a trial where,
23 you know, 75 percent of patients in a -- in atrial

24 were assigned a drug have a, quote, response, however
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1 you define "response,” and 50 percent on placebo have
2 a response. So then the -- you know, the difference
3 between responders in the drug and pl acebo groups

4 Is -- is 25 percent. So the nunber needed to treat

5 themis just the inverse of that, so it would be 4.

6 Wiich is -- you know, by psychiatric standards is

7 a -- is a pretty good nunber needed to treat. In

8 nost psychiatric trials it's -- it's nore than that.
9 It's nore like 7 or 8.

10 So -- but, again, it's a rough neasure of
11 the -- of the -- sort of the clinical inpact in the
12 popul ation of a particular treatnent that has a -- an

13 effect, but the question is how inportant is the

14 effect in the popul ation.

15 Q s one way to express the concept of NNT
16 -- you don't agree with nme, you can tell ne so -- but
17 that if we have -- let's say the NNT nunber is 5,

18 okay? That the nunber of patients that need to be
19 treated with the drug such that you would see an
20 outcone different than what you would see if you just

21  gave placebo is 5?

22 MR. ROBERTS:. (bjection.
23 THE WTNESS: That -- that's correct.
24  That is the -- the conmpn sense interpretation of
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1 that -- of that neasure.

2 BY MR W SNER:

3 Q Ckay, great.

4 All right. Let's -- let's turn to the

5 next page, page 6-S, under the "Payer's Perspective."
6 Do you see that?

7 A | do.

8 Q Al right. If you |look down in the |ast

9 par agraph there m dway t hrough the paragraph, you see
10 the sentence that begins "today"? Do you see?

11 A Yes.

12 Q Al right. |t says: "Today P |ess than
13 0.05 is generally accepted to be statistically

14 significant. Besides being an arbitrary limt, it

15 does not necessarily align wth clinical

16 significance. dinicians know well that results from
17 an RCT, or random zed controlled trial, can be

18 statistically significant without being clinically

19 significant and vice versa."

20 Do you see that?

21 A | do.

22 Q Do you agree with that?

23 A In general, yes, that statistical

24 significance by itself is -- is not necessarily a
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good neasure of how inpactful a treatnent wl|

the -- in the popul ation.

be in

Q Ckay, great. Now, if you turn the page

to 7-S, the top of the paragraph, it says: "It may

be nore appropriate to speak of a clinically

meani ngful effect size, which has been defined as the

smal l est difference, i.e., effect size, that patients

perceive as beneficial and that woul d mandate,
absence of troubl esone side effects and costs,
change in the patient's nmanagenent.”

Do you see that?

A | do.

in the

a

Q Have you ever -- have you ever heard of

t hat concept of clinical significance?

A Yeah. | nean, | -- again, | was at this

neeting, and I -- as you -- | aman author on this

paper, so |l -- | amfamliar with -- with that

not i on.

Q Sure. Do you agree with that notion?

A | -- 1 -- 1 do agree that, in general, we

need to be thinking nore about how to devel op

treatnments that have a real i1npact on patients'

lives. And actually, FDAis -- is noving nore in

that direction too. There's a lot greater interest
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1 nowat FDA in |ooking at, for exanple, what are

2 call ed PRCs, patient reported outcones, as an

3 alternative to these standard instrunents |like the
4 HAM D and the MADRS and so forth that are typically

5 used nowin clinical trials.

6 Q And you're famliar that, for exanple,
7 agencies in the United Kingdom have -- like the N CE
8 organization, they -- they focus heavily on the idea

9 of clinical significance --

10 A Yeabh.

11 Q -- right?

12 MR. ROBERTS: (bjection.
13 THE W TNESS:. Yeah.

14 BY MR W SNER:

15 Q And you believe that organizations |ike

16 NI CE are reputabl e organizations?

17 MR, ROBERTS: (bjection.

18 THE WTNESS: | have -- | have a good

19 deal of respect for N CE

20 BY MR W SNER:

21 Q kay. Al right. Well, let's turn to

22 page 10-S in the section that says "FDA Perspective."
23 Do you see that?

24 A | do.
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Q And -- and do you think that you probably

wote this section?

MR. ROBERTS: (njection.

THE WTNESS: | -- | suspect |
drafted the first version of it, yes.

BY MR W SNER

pr obabl y

Q And it's probably fair to say that before

you al |l owed a docunent to be published with the "FDA

Per spective" as a header, you nmade sure to read

through it and nmake sure it was accurate,
MR. ROBERTS: (njection.
THE W TNESS:  Yes.

BY MR W SNER

Q Ckay.

right?

A As -- as did ny boss at the tine.

Q Well, this -- well, that's a good

guestion, actually. This says that this suppl enent

was published in May/June of 20183.

A Ch, | -- yeah, right. This was after |

| eft FDA, so...

Q kay. So that's what | thought. This

was after --
A No, no, | -- right.
Q Ckay. That said, | amstill sure you
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1 wanted to nmake sure you didn't get in trouble with

2 your boss or bosses at the FDA. Al right.

3 A But -- knowi ng -- know ng Bob Tenple, |

4 would think that -- that he probably would agree with

5 a lot of this.

6 Q Ckay.

7 A But I -- | can't speak for Bob Tenpl e.

8 Q Sure. Sure.

9 Al right. Well, it says here under the

10  "FDA Perspective," the first paragraph starts off:

11 "The FDA | ooks for," quote, "substantial evidence,"
12 unquote, "that a drug will do what it's |abeled to
13 do, although it does not define 'substanti al

14  evidence.' There are no specific regul ations

15 defining mninmumeffect size or howto determne a

16 clinical meaningful effect.”

17 Do you see that?

18 A | do.

19 Q | s that your understandi ng?

20 A It -- it's true. | nean, you know, if

21  you look at the law, it says to support efficacy, you
22 have to have substantial evidence of effectiveness
23 from adequate and well controlled trials. It doesn't

24 say what -- you know, what "substantial" is. Either
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in terns of the nunber of trials, although it does
say trials, but in terns of the effect size in those
trials, it doesn't -- doesn't really get into that.
And the regulations don't really get into that nuch
ei t her.
Q Now, from my understandi ng of the |aw,

and you can tell ne your understanding insofar as you
work with the FDA, but --

MR. ROBERTS: Wth the caveat that he is
not a | awyer.

MR WSNER ['msorry. |'masking a
guestion. Please don't interrupt ne with testinony.

MR, ROBERTS: Ckay.
BY MR W SNER:

Q So let nme ask ny question again.

Now, Doctor, ny understanding of the |aw
Is that unless the FDA nakes a finding that there is
a lack of substantial evidence, an NDA, at |east with
regards to efficacy, has to approve it.

MR, ROBERTS:. (bjection.

THE WTNESS: | think -- | think FDA
iIs -- is obligated to, you know, approve an
application unless it can find conpelling reasons not

to, If it has -- neets that m ni mum definition of
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"substantial evidence."
BY MR W SNER

Q And ny understanding generally, and this
I's obviously a generalization, but to neet the burden
of substantial evidence of efficacy, a sponsor has to
provide two positive clinical trials, right?

MR. ROBERTS: (bjection.

THE WTNESS:. That's general -- that's
generally the way it's interpreted, yes.

BY MR W SNER:

Q And that neans, for exanple, you could
have many nore negative clinical trials, but so | ong
as you have those two positive ones, you' ve net that
m ni nrum burden of substantial evidence, right?

MR, ROBERTS: (bjection.

THE WTNESS:. That -- that -- | nean,
in-- in general, that is true. However, | can tell
you that FDA does consider the total database of
trials. In fact, you can -- you can do -- | don't
want to take up too nuch tine with this -- but you
can use the binomal fornula for calculating the
probability of getting out of a set of, say, four
trials -- | happen to know this probability by heart

because it's such a common thing -- but if you have
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1 four trials considered i ndependent, so you can use

2 the binomal fornula, you get two that are

3 significant of P less than 0.05 or less, and two that
4 don't make it, the probability of getting that by

5 chance is about four in a thousand.

6 So, it's still -- even if you have sone

7 negative trials, that's the point I"'mmking, it's

8 so -- it's still quite a rare finding by chance to

9 get those two positive. And that's why | think, you

10 know, the drafters of the law, you know, were

11 thinking in ternms of replication, that you would Iike
12 to have replication.

13 BY MR W SNER

14 Q Ckay. We'll cone back to that topic in

15 just a few seconds actually, so | -- | appreciate you
16  bringing that up.

17 A Al right.

18 Q Al right. Let's turn the page and | ook

19 at page 11-S. Ckay?

20 A Ckay.
21 Q And then in the mddle of the section
22 there's a paragraph that says "Effect size." Do you

23 see that?

24 A Yes.
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Q Al right. It says: "Effect size is
usual |y neasured by regulators as the difference
bet ween the drug and pl acebo nean change from
basel i ne using a standard neasure. Cohen's d woul d
be the nmean test group m nus the nean control over
standard deviation. Wile Cohen defined |arge,
medi um and snmal | effects as d, 0.8, 0.5, and 0. 2,
respectively, an FDA rule of thunb is that an effect
size is deened large if it is greater than 0.8, small
if it is less than 0.5, and noderate if it falls
bet ween t hose val ues."

Do you see that?

A | -- | do.

Q And is that your understandi ng of
generally how the FDA views or |abels the Cohen
effect size?

A Yeah, | think --

MR. ROBERTS: (njection.

THE WTNESS: | think that's articul ated
sonmewhere in sonme FDA docunent, but | can't off the
top of nmy head point toit. As | was saying, FDA
statisticians tend not to think too highly of Cohen's
as a neasure of effect size, but clinicians at FDA

view it sonewhat differently. So...
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BY MR W SNER:
Q Ckay. And just is it a rule of thunb,

|"mjust saying that it's greater than --

A And - -

Q Sorry.

A "' msorry.

Q If it's greater than 0.08, it's

considered large, and if it's smaller than 0.5, it's
consi dered smal | ?

MR, ROBERTS: (bjection.

THE WTNESS:. | -- | think that's --
that's generally accepted.

BY MR W SNER

Q And this is, of course, based -- based on
your experience working on psychiatric nedications,
right?

MR, ROBERTS: (bjection.

THE WTNESS: And that's -- that is
consistent with the way these nunbers are used in
the -- in the academ c clinical comunity.

BY MR W SNER
Q Ckay, great.
And then the next sentence reads: "On

the NNT scale then, large would be smaller than 2,
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small would be greater than 4, and noderate if it
falls between those two val ues."
Do you see that?

A Yeah, |'mnot sure in retrospect exactly
where this conmes from

Q Well, do you agree with that?

A | -- 1 think it's -- it's alittle -- a
little bit severe in terns of a requirenent for --
and | know that |I'man author on this paper. [|'m not
sure exactly where that cane from because it
isn't -- it isn't consistent with the NNTs that you
often see for psychiatric drugs.

Q But you would agree with ne that the
effect sizes in the NNTs that you commpbnly see in
psychiatric drugs are generally pretty small, right?

MR. ROBERTS: (njection.

THE WTNESS: They're -- generally they
are nore above this.
BY MR W SNER:

Q Ckay.

A They're nore like -- nore like 6, 7, 8,
even 10. So...

Q Al'l right. The next paragraph -- sorry,

the paragraph right fromthe bottomthat starts "As
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1 briefly." Do you see that?

2 A | do.

3 Q "As briefly described in the introduction
4 above, the NNT val ue, how many people need to be

5 treated with the new drug rather than placebo for one
6 additional patient to benefit, can also be helpful to

7 regul ators. ™

8 Do you see that?
9 A Yes.
10 Q And you agree that the NNT nunber is

11  something that's hel pful to regul ators?
12 A It's -- it's -- it's commonly used, and,
13  you know, FDA is -- is now working on the concept of

14 clinical meaningfulness in trying to conme up with

15 sone -- sone netrics to incorporate into the review
16 process to -- to do sonething nore specific on

17 that -- on that issue.

18 Q Okay. Now, if you go through to the next
19  paragraph -- well, the next -- the end of that

20  paragraph in the next colum.

21 Do you see that?

22 A Yes.

23 Q The sentence that begins "overall"?
24 A Ri ght.
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1 Q It reads: "Overall, the NNT is a
2 nmeani ngful , well respect -- well accepted, conmon

3 sense neasure, but its val ue depends on how

4 ‘'response' is defined."

S Do you see that?

6 A " msorry, where exactly are you?
7 Q Sure. Right there in that |ast

8 paragraph, the sentence that |eads "overall.’
9 A Ckay. Right, right, right.

10 Q Al right. So it reads: "Overall, the
11 NNT is a" --

12 A Yes.

13 Q -- "meani ngful, well accepted, comn

14  sense neasure, but its val ue depends on how

15 'response' is defined," right?
16 A Ri ght.
17 Q And what you nean by "its val ue depends

18 on how 'response' is defined,"” that neans how t he
19 response rate is defined in the protocol for that

200 clinical trial, right?

21 MR. ROBERTS: (njection.
22 THE WTNESS: Yes. For -- for exanple,
23 typically a response is -- is -- it's a change of

24 50 percent reduction on, say, the HAMD or the CDRS-R
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I's considered a responder, but clearly it depends on
how you define that.
BY MR W SNER
Q Yeah. But you don't define the response
neasure after the study is conpleted, right?
MR, ROBERTS: (bjection.
THE WTNESS: Odinarily, no. You would
do it before.
BY MR W SNER:
Q Ckay. Al right.
Al right. Let's turn to page 13-S.
A Ckay.

Q Al right. This is a section that says:

"Determi ning how effective a treatnent will be for an
I ndi vidual patient" -- do you see that?

A | do.

Q All right. I'mgoing to skip the first

paragraph and start with the second one that starts

with "Paul." Do you see that?
A Mm hnm
Q Al right. It reads: "Paul Meehl" -- am

| saying that right?
A Yes.

Q Ckay.
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-- "held that all null hypothesis of
randommess are false in that wth a | arge enough
sanpl e size and sufficient nunber of RCTs, there wll
eventually result one or two or nore val ues of
P-val ue | ess than 0.05."

MR. ROBERTS: "One or two nore val ues.”

BY MR W SNER.

Q “... result one or two nore val ues of
P-value less than 0.05." Do you see that, Doctor?

A | do.

Q kay. It continues: "A P-value |ess

than the conventional 0.05 neans that the sanple size
was | arge enough to detect sone deviation fromthe
nul | hypot hesis, not that the deviation was
clinically significant or inportant. A
nonstatistically significant result nmeans that the
sanpl e size was not |arge enough and often reflects
t he adequacy of the study design in terns of sanple
size and units neasured.”
Do you see that?

A | do.

Q Do you agree with that?

A There's no question that, you know, that

P-val ue i s dependent on sanple size. You can drive
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the variance down as you increase the sanple size to
get a statistically significant finding that
potentially may not be clinically neaningful. That
IS true.

Q And so in the context of a depression
trial, if the difference between the placebo and the
drug treatnent -- let's say it was five points on the
HAMD scal e, okay?

A Yeah.

Q It's possible that if you had a sanple
size of 100 patients, you would not have a
statistically significant result, but if you had a
sanpl e size of 500 patients, the sane difference
woul d be statistically significant; is that right?

A That's true.

MR. ROBERTS: (njection.
BY MR W SNER:

Q And so in that --

MR, ROBERTS: Do you mnd just waiting a
second after he finishes the question so | have a
chance to object.

THE WTNESS: Sorry. Sorry.

MR. WSNER You don't have to object to

everyt hing, you know.
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MR. ROBERTS: | don't object to
everything --

MR WSNER Well, it's true --

MR. ROBERTS:. -- but your questions are

obj ecti onabl e soneti nes.
BY MR W SNER

Q Al right, Doctor. So -- so you would
agree then that, as a general matter, one of the ways
to help ensure that any differences between the
pl acebo group and the treatnent group is actually
statistically significant is just really increase the
sanpl e size, right?

MR. ROBERTS: (njection.

THE WTNESS: As -- as | said before, you
can by driving up a sanple size achieve statistical
significance that -- that potentially, you know, may
not be clinically nmeaningful.

BY MR W SNER

Q Al right. Now, going back to this

paragraph, |I'mgoing to skip the next sentence and
starts with the sentence that says "if two." Do you
see that?

A Wi ch col umm are you in?

Q W're in the sane area, it's the sane
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1 paragraph, but it starts with the sentence "if two
2 separate RCTs" -- do you see that?
3 MR. ROBERTS: Doctor, it's still the

4 first colum --

5 MR. WSNER: Yeah, still the first --

6 MR. ROBERTS: -- towards the bottom

7 THE WTNESS: kay. "If two separate,”
8 yeah.

9 BY MR W SNER:

10 Q Yeah. Ckay.

11 So it reads: "If two separate RCTs with
12 P less than 0.05 were to nean approval of a drug, it
13 would take only 40 RCTs to approve a drug absolutely
14  equivalent to placebo. And if each trial were run at
15 the 80 percent power |evel, whatever the true effect
16 size, it would only -- it would take only about

17 three. This neans that those with deep enough

18 pockets can eventually get their desired results.

19 Essentially anything can be approved with the right

20 nunber of studies of |arge enough size."

21 Do you see that?

22 A | do see that.

23 Q So this person's discussing a concern

24 that by just random probability, you will eventually
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1 get a sufficient nunber of studies that have a

2 P-val ue of |ess than 0.05.

3 MR. ROBERTS: (bjection.

4 THE WTNESS: And -- and as | was saying
5 before, we have done calculations to try and get an
6 idea of where you would cross that threshold of --

7 you know, of getting two trials at 0.05 based on

8 chance, which is what this is saying, and -- and the

9 nunber is well above 12 trials, it's probably closer

10 to 20.
11 So, | don't -- | don't agree that you
12 can -- you can achieve that by doing -- and |I told

13 you that the probability, if you do four trials of
14 getting -- of getting two that are significant and

15 two that are not, is only four in a thousand. So

16 it's -- it's a very |ow chance probability.

17 Now, you know -- and even as you get up
18 to like ten, it's still -- it's still well bel ow
19 0.05. So it isn't -- it isn't that easy, and it's

20 going to be a rare conpany that has deep enough
21  pockets to do, you know, 15 trials to get -- they
22 would run out of noney | ong before that given how
23 nmuch clinical trials cost these days.

24 BY MR W SNER:
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Q Fai r enough.

Do you have any idea how nuch noney
conpani es |like Allergan have, Doctor?

MR. ROBERTS:. (bjection.
BY MR W SNER

Q Al right.

A Wll, I nean -- | know -- | know you say
that, but the truth is that conpanies are -- these
days are backing out of psychiatric drug research and
nmovi ng into other areas because it is so difficult.
Sol -- 1 think --

BY MR W SNER:

Q Could it also be, Doctor, that the market
is fluttered -- flooded with generic versions of
psychi atric nedicines and there's no nore noney to be
made?

MR, ROBERTS: (bjection.

THE WTNESS: | nean, | don't -- we don't
want to take up all this tine debating it.
BY MR W SNER

Ckay.

A But | can -- | can push back agai nst
t hat .

Q Ckay. That's fine.
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(Exhibit No. 22 was marked for
identification.)

BY MR W SNER

Q | ' m handi ng you what has been marked as

Exhibit 22 to your deposition.

This is a docunent titled "A Random zed

Pl acebo-Controlled Trial of Ctal opramfor the
Treat ment of Major Depression in Children and
Adol escents. "

Do you see that, Doctor?

A | do.

Q And this appears to have been publi shed

-- at least the lead author is Dr. Wagner. Do
see that?
A | do.

you

Q Do you also see that WIliam Heydorn is

on this?

A Yes.

Q Ckay. And this was published in the

Anmerican Journal of Psychiatry in 2004. Do you see

t hat ?

A | do see that.

Q You understand that this is the published

version of the results of Study MDD 18?
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1 A Yeah, |'ve seen this paper.

2 Q Ckay. During your tinme in your capacity
3 at the FDA and even afterwards, have you had any

4  conversations with anybody about this publication?
5 A No.

6 Q Ckay. Have you spoken to Dr. Wagner

7 about this publication?

8 A | -- 1've never spoken to Dr. Wagner.

9 Q So fair enough, you don't recall ever
10 speaking to anybody about this publication?

11 A | -- 1 think in my earlier work with

12 Forest, | -- | believe that this publication was
13  discussed, but | don't specifically recall the

14 conversati ons.

15 Q Wul d you have reviewed sonething |ike

16 this, by any chance, while you were at the FDA?

17 A A publication?

18 Q Mm hnm

19 A We ordinarily would not review published
20  papers because we -- we have the data.

21 Q You have the final study report.

22 A Ri ght .

23 Q And the final study report generally

24 contains a heck of a lot nore information than the
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publ i shed paper, right?
MR, ROBERTS:. (bjection.
THE W TNESS: Yes.
BY MR W SNER:
Q Al right. Now, if you turn to page --
in the journal, it's 1081.
A Ckay.
Q And in the right-hand colum, do you see
t he paragraph that starts "Cital opramtreatnent”?
A Yes.
MR. ROBERTS: They both do. There's two
that start "Ctal opram --
BY MR W SNER
Fair enough. The one in the m ddle.
A Ah. Ckay, got you.
Q Thanks.
It reads: "Citalotramtreat- --
cital opramtreatment shows statistically significant
I mprovenent conpared with placebo on the children's
depression rating scale revised as early as week 1,
whi ch persisted through the study, Figure 1. At
week 8, the effect size on the primary outcone
measure, Children's Depression Rating Scale R --

scal e revised, |ast observation carried forward was
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2.9."
Do you see that?
A Yes.
Q Now, there's no nention there fromwhat |
can tell of -- that results are being based on data

frompatients that were potentially unblinded,
right?

MR. ROBERTS: (njection.

THE WTNESS: Again, I'd -- | would have
to read the whol e paper, but | take your word that
it's not -- that it's not nentioned.

BY MR W SNER:

Q Ckay. It says an effect size of 2.9. |If
that's a Cohen effect size, that is exceptionally
high, isn't it?

A | --

MR, ROBERTS: (bjection.

THE WTNESS: |I'msorry. | don't mean to
I nterrupt you.

BY MR W SNER

Q Sur e.
A |"maqquite sure that's not the Cohen
effect size. It -- it's nore likely the difference

bet ween drug and pl acebo and change from basel i ne
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1 as -- as a neasure of effect size.

2 Q Ckay.

3 (Exhibit No. 23 was marked for
4 identification.)

5 BY MR W SNER

6 Q Al right. 1 want to hand you what has
7 been marked as Exhibit 23 to this deposition.

8 This is a copy of the letters to the
9 editor that were submtted --

10 MR, ROBERTS: Wait, just give ne one
11  second just to get it, if you don't m nd.

12 BY MR W SNER:

13 Q -- letters to the editor --

14 MR. ROBERTS: Thank you.

15 BY MR W SNER

16 Q -- that were published follow ng the

17 publication of the study.

18 A Ckay.
19 MR. WSNER  Are you okay?
20 MR. ROBERTS:. Yeah. | just wanted to

21 have the exhibit in front of ne.
22 MR WSNER  Sure. Just trying to keep
23 it going.

24 BY MR W SNER:
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1 Q Al right. Have you ever |ooked at these
2 before, by any chance?

3 A | don't recall |ooking at these.

4 Q Ckay. Al right. If you |look here, if

5 you | ook on page 817, which is the first page, there
6 is -- it says: "Child psychopharmacol ogy, effect

7 sizes, and the big bang."

8 Do you see that?
9 A Yes.
10 Q And if you look to the right, it says the

11  authors are Andres Martin, Walter Glliam Jeffrey

12 Bostic and Joseph Rey. You see that?

13 A | do.

14 Q Do you know Dr. Bostic?

15 A The -- the nane is famliar, but | -- |
16 don't -- | don't think | have met him | --

17 Q | know you're doing work at Massachusetts
18 Ceneral; is that right, nowadays?

19 A | -- I am but I'"'mnot up there very

200 often. | do nost of it fromhonme. So..

21 Q Ckay. Fair enough.

22 Al right. So | want to go through sone
23 of this -- and if you actually turn the page, on the
24 pottomright-hand corner, it says: "Dr. Wagner and
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col l eague's reply."
Do you see that?

A | do.

Q So it appears that there were a few
letters to the editors published, and then obviously
Dr. Wagner and the col | eagues responded to those
letters.

Do you see that?

A | do.

Q Ckay. Al right. Let's look to the
first one, "The Child Psychopharmacol ogy, Effect
Si zes, and the Big Bang."

It reads: "We read with interest the
article by Karen D. Wagner, MD., Ph.D., et al., in
the June issue in their study conparing citalopramto

pl acebo. W were surprised to find" --

A ' m sorry.

Q Ch.

A Can you tell nme again exactly --

Q Wll, the first page.

A Ch, okay.

Q The bottom | eft col umm.

A Ch, okay.

Q Al right. It continues: "W were
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surprised to find the authors reporting an overall
effect size of 2.9. The commonly cited criteria set
forth by Cohen effect sizes can be considered
trivial, less than 0.2; small, 0.2 to 0.5; noderate,
0.5to 0.8; or large, greater than 0.8."

Do you see that?

A | do.

Q That's sort of consistent with what we
just discussed a few m nutes ago, right?

A Yes.

Q Al right. 1t continues: "By these
nmetrics, the reported effect size can be
characterized as gargantuan, big bang-worthy. The
val ue does not appear to be a benign typographi cal
error for the 0.29 given that 2.9 appears twce."

Wul d you agree generally that a Cohen
effect size of 2.9 would be -- woul d be gargantuan?
MR. ROBERTS: (njection.
THE W TNESS:  Yes.
BY MR W SNER
Q Okay. If you turn to the next paragraph,

the sentence begins: "A Trickster Decinmal," question
mark. Do you see that?

MR, ROBERTS: \Where are you?
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1 THE WTNESS: So you're into the
2 second --

3 BY MR W SNER

4 Q Yeah, sorry. See the next paragraph?

5 A Yes.

6 Q It says "A trickster" --

7 A The third sentence.

8 Q Yeah, you see that?

9 A Yes.

10 Q Ckay, great.

11 So it reads: "A trickster decimal point

12 may be to blane, and a denoted effect size of 0.29

13  nmay gain in honesty what it |loses in sex appeal of an
14 inflated 2.9 status. A snmaller effect size seens

15 nore plausi ble and not only because a neta-anal ysis
16 of 33 trials of selective serotonin reuptake

17 i nhibitors, SSRIs, for the treatnent of adult

18 depression arrived at a pooled effect size of 0.4,

19  but because the current study, although statistically
20 significant, was not that clinically inpressive.

21 Only a 36 percent of patients treated with

22 ci tal opram responded conpared to 24 percent of

23 those with placebo for a | ukewarm nunber needed to

24 treat of 8."
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A

Q

agree that

smal | .

Do you see that?
Yes.
|"mgoing to first ask you, you would

a response rate of 36 percent is pretty

MR, ROBERTS: (bjection.

THE WTNESS: | -- | -- again, the

problemis that the effect size, as we discussed -- |

nmean that the -- a response rate depends on how you

define "response."

BY MR W SNER

Q
A

Sur e.

So you can float it all over the place

dependi ng on how you define it.

Q Well, at |east based on how this study
was defined --
A Yes.
Q -- apriori, it had a 36 response rate,
right?
A Yeah.
Q And you woul d agree that's pretty snmall?
MR. ROBERTS:. (bjection.
THE WTNESS:. It's -- it's -- it's pretty
nodest, | agree with that.
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BY MR W SNER
Q And | nean, to put it in layman's ternmns,

t hat neans about two-thirds of all the children put
on citalopramdidn't have a response as defined by
t he study.

MR, ROBERTS: (bjection.

THE WTNESS: That -- that's correct.
But, again, it doesn't -- it doesn't nean that the
I nprovenent that they had was -- was not neani ngful
in sonme way. |'mjust cautioning that response rate
depends on how you define a response.
BY MR W SNER:

Q | hear you, and |I'mjust saying that

based upon how the response rate was defined in MD 18
before the study was conducted, it ultimtely
resulted in about two-thirds of children not
responding to the nedication.

MR. ROBERTS: bjection. |Is that a
questi on?

THE WTNESS: Based on this definition of

"response,"” that's absolutely correct.
BY MR W SNER:
Q Ckay. And it says here that the nunber

needed to treat was 8. You see that?
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A Yes.
Q That's a pretty high NNT, right?

MR. ROBERTS: (njection.

THE WTNESS: It -- it's -- it's fairly
high. [It's not too far out of line for what we're
seei ng these days in psychiatric trials,
unfortunately.

BY MR W SNER

Q And you say "unfortunately" because you
woul d agree wth nme that a nunber needed to treat
represents a pretty small effect, doesn't it?

MR. ROBERTS: (bjection.

THE WTNESS: It's -- it's not as big as
we would like themto be for sure.

BY MR W SNER

Q | nmean it neans in |ayman's terns that
for us to see one additional patient to get a benefit
fromcital opram over taking a placebo, we would need
to treat eight different children, right?

MR, ROBERTS:. (bjection.

THE WTNESS: That -- that is what it
nmeans in commbn sense terns. Again, we could -- we
coul d have a very extended di scussion of this, and I

don't want to take up the tine here to do that. But
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it is -- there is no question, these effects are
nodest .
BY MR W SNER
Q And you al so woul d agree, Doctor, at
| east fromwhat you can tell, that this response rate
as well as the NNT nunber discussed here, that
actually included the data that had the potentially
unbl i nded patients init, didn't it?
MR. ROBERTS: (bjection.
THE WTNESS: That -- that's true.
BY MR W SNER
Q Al right. Now, if you |look at the | ast
paragraph in that letter, it reads: "Alternatively,
the authors may have used a different definition or
formula to calculate the effect size. This would be
unf ortunat e because the basic job description of an
effect size is to facilitate comruni cati on anpong
I nvesti gators and across neasures."”
Do you see that?
A | do.
Q And that's what you said a m nute ago,
that one of the reasons we use a Cohen effect size is
because it hel ps standardi ze conpari sons of different

outconmes in different studi es.
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1 MR. ROBERTS: (bjection.

2 THE W TNESS: Yes, but, again, in

3 fairness, different groups, you know, are accustoned
4 to using different neasures of effect size. At FDA,

5 t he Cohen's neasure netric is not used that often.

6 They're nore -- nore likely to use what these authors
7 used.
8 Sol think it's alittle bit unfair to

9 attack them you know, for making the assunption that
10 what they're presenting is the Cohen effect size when
11  they were using a nore comonly used nmeasure of
12 effect size, say, within FDA or perhaps wthin sone
13  other communities.

14 BY MR W SNER

15 Q Ckay. And I'msorry, | don't nean to be
16 attacking Dr. Wagner here and her coll eagues. | was
17 just reading what it said here.

18 | just want to know, do you agree that

19 the Cohen effect size is typically used so you can

20 conpare the results fromdifferent studies across?

21 MR. ROBERTS: (njection.
22 THE WTNESS: | think it would have been
23  better for the authors to -- to present several

24  different neasures of effect size, rather than just
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1 relying on -- on the -- you know, the one that FDA
2 tends to rely on.

3 BY MR W SNER

4 Q Ckay. Now, if you turn to page -- where
5 aml -- 818. Do you see that?

6 A | do.

7 Q All right. Sorry, 819. The |ast

8 paragraph in the left colum. Do you see that?
9 It starts with "Dr. Martin and

10  col | eagues.”

11 A Yes.

12 Q Ckay. It reads: "Dr. Martin and

13  col |l eagues inquire about the value of 2.9, which was
14  calculated as the quotient of the | east square nean

15 divided by the common standard -- standard error of

16 the nmean for each treatnent group."”

17 Do you see that?
18 A Yes.
19 Q That's not the -- that's not a Cohen

20 effect size, right? 2.9?

21 A "' m not sure what they nean by "the

22 gquotient of the |east square nean." |It's the

23 difference between the nean change from basel i ne of

24 drug and pl acebo divided by the conmmobn standard
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1  deviation.
2 MR, ROBERTS: And just to clarify for the
3 record, this is the Dr. Wagner and col | eagues' reply

4 secti on.

5 MR. W SNER: Yeah
6 MR, ROBERTS: Ckay.
7 MR WSNER | don't think there is any

8 confusi on about that, Counsel.

9 MR. ROBERTS: Well, now there's not.

10 MR. WSNER. Okay. Again, if you could
11 limt your commentary objections, | would appreciate
12 that.

13 MR. ROBERTS: kay.

14 MR. W SNER: Thanks.

15 MR. ROBERTS: And | will clarify for the

16 record every once in a while.

17 MR W SNER  Ckay, great.

18 BY MR W SNER:

19 Q The next sentence reads: "Wth Cohen's

20 met hod, the effect size was 0.32."

21 Do you see that?

22 A | do.

23 Q Ckay. So it looks like they ultimtely
24 did a -- calculated the Cohen effect size and it was
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1 determned to be 0.32, right?

2 A Ri ght.
3 Q And under the standard of the FDA and
4 just generally anpbngst acadenmics, that's a -- that's

5 asmll effect size, right?

6 MR, ROBERTS: (bjection.

7 THE WTNESS: It -- it's typical of what
8 you see for antidepressants. But it is nodest.

9 It's -- it's small.

10 BY MR W SNER:

11 Q kay. And, again, that -- it appears

12 that that effect size was in fact cal cul ated again
13 with including data fromthose potentially unblinded
14  patients, right?

15 MR, ROBERTS: (bjection.

16 THE WTNESS: Most |ikely.

17 BY MR W SNER:

18 Q Al right. Now, if you could turn back
19 to the page before, on page 818.

20 A Ckay.

21 Q You see there's another letter to the
22 editor, it starts at the bottomof the left colum.
23 Do you see that to the editor, at the very botton®

24 A The one right under "Dr. Wagner and
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1 coll eagues' reply" or --

2 Q No, no, to the left of that.

3 A Yes.

4 Q Just "To the editor, we read wth

S interest.”

6 A Okay. Ckay.

7 Q So I'"'mgoing to go through this letter to

8 the editor and ask you sonme questions about it. And
9 you can see that it was sent by Maju Mather --

10 Mat hews. Do you see that?

11 A | do.

12 Q It has a bunch of different physicians

13 |isted there. Do you see that?

14 A | do.

15 Q Just quickly reading through that, do you

16 recognize any of those individuals?

17 A Maj u Mat hews used to work for nme when |
18 was at FDA.

19 Q Oh, really. Well, what did Maju --

20 Dr. Mathews do for you?

21 A He was a clinical reviewer. He's a

22 psychiatrist.

23 Q Do you know what years he worked with

24 you?
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A | -- I don't -- you know, it's -- |
would -- | would have to guess. It was sonetine
maybe, |'m guessing here, but probably 2007, 2008
t hrough maybe 2010, sonething |ike that.

Q Ckay. Anyone el se here that you
recogni ze?

A Ch. No. No. No. No.

Q Okay. Al right. Now, in the right

colum, do you see the sentence -- the paragraph that
begins "Qur great -- greatest concern"?
A Yes.

Q Ckay. So it reads: "Qur greatest
concerns -- concernis with the results and
conclusions drawn. There is no table show ng the
results in detail. The authors have only stated that
36 percent of citalopramtreated patients net the
criteria for response conpared to 24 percent of
patients receiving placebo. This response rate,
while itself marginal conpared to other studies of
anti depressants, does not in itself show that
citalopramis better than placebo."

Do you see that, Doctor?

A Yes.

Q You woul d agree with ne that the response
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rate seen in depression trials is usually higher than
36 percent, right?

MR. ROBERTS: (njection.

THE WTNESS: It is usually higher, but,
again, it -- it depends on how "response" is defined.
BY MR W SNER

Q You are aware that Prozac received a
pediatric indication for treatnent of depression?

A Yes.

Q Do you -- do you recall, by any chance,
what the fluoxitine response rate was?

A | don't.

Q Ckay. It continues: "W calculated the
absol ute benefit increase of using cital opram as
0.12. 95 percent confidence interval equals 0.015
to 0.255."

MR. ROBERTS:. That's negative 0.015.

MR. WSNER: Sorry. Thank you.
"Negative 0.015 to 0.255."

BY MR W SNER

Q What is absolute benefit increase?

A | -- | don't know of f hand.

Q Ckay. It continues: "The relative

benefit increase that could be attributed to
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1 citalopramwas 50 percent, 95 percent confidence

2 interval, a negative 135 percent to 6 percent."”

3 Do you see that?

4 A | do.

5 Q Do you know what relative benefit

6 i ncrease is?

7 A |"'mnot famliar with these netrics that

8 they're tal king about.

9 Q Ckay. It continues: "The odds ratio,
10 I.e., the odds of inproving while taking cital opram
11 conpared to placebo, was 1.75, a confidence -- 95

12 percent Cl, 0.92 to 3.43."

13 Do you see that?

14 A Mm hmm  Yes.

15 Q Do you know what an odds rati o of

16 i nprovenent is?

17 A No, I'd have -- | would have to think
18 about this. I'mnot -- these are -- these are not

19 comonly used netrics.

20 Q Ckay.

21 A In my view, but...

22 Q Al right. Well, then the next sentence
23 reads: "The nunber needed to treat, i.e., the nunber

24 of children who need to be treated with cital opram
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1 for one additional positive outcone was 8. 95
2 percent confidential interval equals 4 to infinity.
3 None of these shows that citalopramis any better

4  than pl acebo."

S Do you see that?
6 A | see that.
7 Q Do you understand why the authors are

8 concerned that the observed difference between
9 cital opram and pl acebo was not clinically

10 meani ngf ul ?

11 MR. ROBERTS: (njection.

12 THE WTNESS: | -- | understand the
13 concern that the effect sizeis -- is relatively
14 small. It is in general for antidepressants.

15 mean, the results in adult depression trials for

16 antidepressants is not so different. It's very

17 chall enging to do acute studies in depression.

18 If you -- if you look at, and we did a --
19 sort of an aggregate anal ysis of nmmintenance trials
20 I n depression that shows a nuch bi gger effect size.
21 So, in other words, for patients who have responded
22 to an antidepressant, the -- you know, there is a
23 much bigger effect size. Basically, the risk of

24 relapse is reduced by about 50 percent, which is
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1 quite inpressive conpared to these kinds of results.
2 But there's no question, it -- it's a

3 real challenge to do studies in acute depression

4 whether you're tal king about adults or children.

5 BY MR W SNER

6 Q And you woul d agree based upon the

7 relatively snall effect size observed here in this
8 study that this study by itself doesn't provide

9 concl usi ve evidence that Celexa is in fact effective

10 in treating pediatric patients?
11 MR. ROBERTS: (njection.
12 THE WTNESS: | agree with that, and of

13  course, we didn't approve that suppl enent.
14 BY MR W SNER:

15 Q Now, Doctor, we know that all the
16  protocol specified secondary endpoints for

17 Study MD- 18 were negative, right?

18 MR. ROBERTS: (njection.
19 THE WTNESS: At the week 8 endpoint,
20 yes.

21 BY MR W SNER:
22 Q We know that the observed cases endpoi nt
23 on the primary efficacy variable was negative at

24 week 8, right?
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1 MR. ROBERTS: (bjection.
2 THE WTNESS: That's correct, although
3 that wasn't the -- that wasn't the protocol specified

4 primary anal ysis.

5 BY MR W SNER

6 Q Sure. But we know that the OC results
7 for the people who actually conpleted the clinical

8 trial, that actually was negative for efficacy,

9 right?
10 A That's true.
11 Q We know that with Study MD-18 that there

12 were nine patients that Dr. Flicker characterized as
13  bei ng unm stakenly unblinded, right?

14 MR. ROBERTS: (bjection.

15 M scharacterizes the evidence.

16 THE WTNESS: That's correct.

17 BY MR W SNER:

18 Q And we know t hat when those nine patients
19 are excluded fromthe primary efficacy anal ysis

20 pursuant to the LOCF anal ysis, that the P-val ue goes

21 higher than 0.050, right?

22 MR. ROBERTS:. (bjection.
23 THE WTNESS: That's -- that's true.
24 However, | would push back a little bit on that to
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make the point that that analysis was a sensitivity

analysis to get -- to gauge -- you know, to get sone
sense of sort of the inpact of -- of the patients who
were -- who were potentially unblinded, or I guess in

this case, may be nore than potentially unblinded.
And you expect when you do a sensitivity analysis and
you throw patients away that the power of that study
IS going to dimnish

And so a P-value of 0.052 is not bad for
a sensitivity analysis that you know going in is
| osing power. And that -- that's the purpose frankly
of it. It's -- | would argue that it's still not the

correct P-value if you're characterizing, you know,

that study. It's just -- it's sonmething to do to try
and get a sense of -- of the inpact of those -- of
those patients on the -- on the trial.

And to ne, it suggests that the inpact
was not great. In other words, yes, there was
potenti al unblinding or perhaps they were unblinded,
| don't know the answer to that, but it didn't have a
huge i npact on the -- on the significance.

Yes, it was 0.052, and | know you want to
argue that that's not statistically significant, and,

of course, by usual standards, it doesn't neet that
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threshold, it msses by 2/1000ths. But to ne, it
argues that those patients were not inordinately
I npactful on the -- on the outcone of that study.
BY MR W SNER:

Q Well, you do know that the inclusion of
those unblinded patients in the study results
changed the nunerical difference between placebo and
cital opramat week 8, right?

MR. ROBERTS: (bjection.

THE WTNESS: In ternms of the P-value?
BY MR W SNER

Q No, in terns of the actual different --
differential between placebo and cital opram

MR. ROBERTS: (bjection.

THE WTNESS: The effect size is neasured
by di fference between drug and pl acebo and change
from basel i ne.

BY MR W SNER

Q That's right. You understand the
difference at week 8 with the patients included was
4.6 points on the CDRS-R score, and that when they're
renoved, it drops to 4. 3.

Did you know t hat ?

MR, ROBERTS: (bjection.
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1 THE WTNESS: | -- | think | renenber
2 reading it soneplace. But, again, |I'mnot sure how
3 to -- howto evaluate the inportance of that.

4 BY MR W SNER

5 Q Wll, let's -- let's just talk nunbers

6 for a second. | nean, you renbve nine patients' data
7 fromthe analysis out of a cohort of over 170, and

8 just the renoval of those nine patients creates a

9 nunmerical point difference of 0.3 in the difference

10  between placebo and cital opram right?

11 MR. ROBERTS: (njection.

12 THE WTNESS: But the -- the 0.3 is a

13 relatively small nunber, and | don't -- again, you
14 know, we're getting back to this issue of -- of how
15 do you neasure clinical significance. | don't know

16 what the clinical significance of a four-point
17 difference is. | have no idea what the clinical
18 significance of a -- a difference of 0.3 is.

19 BY MR W SNER

20 Q | get you there, Doctor.
21 And | guess what |'mtrying to say is it
22  wasn't just a powering issue. It actually changed

23 the values of the difference between placebo and the

24 drug group, correct?
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MR. ROBERTS: (bjection.

THE WTNESS: | -- | -- 1 don't really
agree with you on that point.
BY MR W SNER:

Q Okay. Well, it was a significant

enough -- of enough difference to at | east have
changed the P-value to a nunber that was above 0. 05,
correct?

MR. ROBERTS: (bjection.

THE WTNESS: It -- it did do that.
BY MR W SNER

Q Ckay. So then, you know, in |ight of

the -- the effect size of Study MD- 18, the fact that
all the secondary endpoints were negative at week 8,
that the OC results on the primary endpoint were
negative at week 8, and that Study 94404 was negative
on both the primary and secondary endpoints, that
dat a conbi ned together wasn't sufficient in your
opinion while you were at the FDA to determ ne that
Cel exa was effective for pediatric patients.

MR. ROBERTS: (njection.

THE WTNESS: That's correct. W didn't
approve the suppl enent.

BY MR W SNER
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1 Q Based on this data, can you definitively

2 say to a degree of scientific certainty that Cel exa

3 is superior to placebo in treating pediatric

4 patients?

5 A Well, our -- our ultimte decision on

6 approving Lexapro depended on that positive Cel exa

7 study. And so, you know, as you |'m sure know, there
8 were two studies done with Lexapro. The active

9 conponent of Celexa, of racemc citalopram is

10 escitalopram The R-cital opramhas no effect on the
11  serotonin transporter, so it's entirely driven by the
12 escitalopram And that -- that's why we nade the

13 judgnment that we could -- we could conbine the data
14 fromthose two progranms in nmaking a judgnment about

15 Lexapr o.

16 Q Doctor, we're going to get to Lexapro in
17 a second. | mght have said that in ny question and
18 that was an error. W wll get -- we will get into
19 all this shortly. | don't -- | don't want to get too
20 off -- off track because | really want to get through
21 this --

22 A Ckay.

23 Q -- and get you hone.

24 But | guess ny question is, is based on
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all the data we know about Cel exa specifically, can
you as a scientific definitively state that Cel exa
IS superior to placebo in treating pediatric

depr essi on?

MR. ROBERTS: njection.

THE WTNESS: So, this -- and this is --
because t he conpany, of course, never cane back wth
a supplenment for Celexa. There was no reason to do
that. But the sanme logic -- and that's why | brought
I n the Lexapro.

BY MR W SNER
Q Ch, | see.
A The sanme logic applies in the reverse.

If you believe that the active ingredient
Is the escitalopramin terns of an effect on the
serotonin transporter, then the Lexapro study can
contribute to nmaking a judgnent that Celexa is a --
because in terns of the active ingredient, they're
the sanme drug. And of course, it's not approved for
pedi atric depression. Only Lexapro is.

But I -- | think one could easily
extrapol ate back, and as a clinician, say, make that
judgnment. | personally as a clinician would not use

Cel exa because it has sone ot her problens that
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1 Lexapro doesn't have. But | -- | have -- if |

2 beli eve that Lexapro works as an anti depressant, |

3 have every reason to believe that Cel exa does.

4 Q Ckay. Maybe it was an inartfully worded
5 question. | guess | neant based on the data that

6 existed as of 2002, there was no way to definitively
7 determ ne that Cel exa was effective in treating

8 children; is that right?

9 MR. ROBERTS: (bjection.

10 THE WTNESS: | -- | agree, and | think
11 that's reflected in our decision not to approve the
12 suppl enent.

13 BY MR W SNER

14 Q And you woul d agree then that it wasn't
15 until Forest was able to obtain a positive result in
16  adol escents for Lexapro in 2008, prior to that there
17 was not sufficient evidence that either Cel exa or

18 Lexapro were effective in pediatric patients.

19 MR, ROBERTS: (bjection.

20 THE WTNESS: | -- | think in general,
21 could say that's true, but I -- I want to qualify
22 it -- again, | don't want to spend too nuch tine
23 qualifying these -- these questions. But as a

24 clinician who only had access to Cel exa at that
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point, | don't think it would have been

unreasonabl e -- not based on the data just from
Celexa in pediatric patients, but based on -- on

the -- the data in adult patients as well. Because |

think extrapolating fromadults to children, when we
believe that it's essentially the sane -- especially
i n adol escents, that it's essentially the sane
di sease, is not -- is not unreasonable, and for that
reason; not because of -- of the single Celexa trial
In pediatric patients.
BY MR W SNER
Q Fai r enough, Doctor. | guess -- | guess

| appreciate your candor about what a doctor's
decision to prescribe a drug for use in children, and
| don't want to get there.

| guess ny question to you is nore from
an academ c FDA perspective. Until Study M 32,
which is the positive study in Lexapro, was conpl eted
In 2008, 2009, there was no definitive evidence that
these drugs were effective in treating children. |Is
that fair to say?

MR. ROBERTS:. (bjection.

THE WTNESS:. It -- it's fair to say, and

for the unpteenth tinme, we didn't approve the
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suppl enent .

MR WSNER Yes, exactly. kay, great.

Let's take a short break.

THE VI DEOGRAPHER: The tine is 4:11 --
excuse ne, 4:12. This is the end of disc No. 4. W
will go off the video record.

(Recess.)

THE VI DEOGRAPHER: This is the begi nning
of disc No. 5 in the deposition of Dr. Thonas
Laughren. The tine is 4:26 p.m Back on the video
record.

MR WSNER Let's go off the record.

THE VI DEOGRAPHER: 4. 26, off the record.

(Pause in the proceedings.)

THE VI DEOGRAPHER: The tinme is 4:27.
Back on the video record.

BY MR W SNER:

Q Al right, Doctor, we're going to skip
for now Exhibit 24. So we will just put a
pl acehol der sheet for 24, unless | end up using it
| at er.

(Exhibit No. 25 was marked for

identification.)

BY MR W SNER
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1 Q | "' m handi ng you what has been narked as
2 Exhibit 25 to your deposition.

3 This is a docunent entitled "Summary

4 Report for Protocol No. SCT-MD 15, a doubl e-blind,
5 placebo-controlled eval uation of the safety and

6 efficacy of escitalopramin pediatric depression.”

7 Do you see that, Doctor?

8 A | do.

9 Q Do you recogni ze this docunent ?

10 A | -- I don't offhand recognize it. |
11 pean, | -- | do know which study MD-15 is,

12 esci t al opram st udy.
13 Q And this appears to be the study report

14 for MD-15. Do you see that?

15 A Yes.

16 Q It's dated Decenber 3rd, 20047

17 A Yes.

18 Q So this would have been after the FDA

19 denied a pediatric indication for Celexa; is that

20 right?
21 A That's correct.
22 Q Okay. If you turn to page 45 in this

23 docunent .

24 A kay.
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Q You see there is a section that says
"Effi cacy Anal ysis"?

A | do.

Q And then bel ow that, you see it specifies
within that section the primary efficacy anal ysis?

A Yes.

Q All right. And it reads: "The prinmary
efficacy paraneter was the change from basel i ne
visit to week 8 in CDRS-R score."

Do you see that?

A Ckay. Yes.

Q Ckay. So the primary endpoint for MDD 15
appears to be nearly identical to the primary
endpoint for MD-18; is that right?

A That's correct.

Q And bel ow that you see that there are
t hree-secondary efficacy endpoints.

Do you see that?

A | do.

Q The first one is Cd score at week 8, the
second one is change from baseline to week 8 in the
Cd S score, and the third one is change from basel i ne
to week 8 in the CGAS score.

A Yes.
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1 Q Al right. And then finally, if you turn
2 the page to page 46, there's actually another section

3 that says "Additional Efficacy Analysis."

4 Do you see that?
5 A Yes.
6 Q And it lists two additional efficacy

7 par anmet er s.

8 Do you see that?
9 A Yes.
10 Q The first one is the CDRS-R response

11 rate. Do you see that?

12 A Ri ght .

13 Q And it defines it appears -- I'msorry,
14 that's at week 8, right?

15 A Correct.

16 Q And it defines response rate at |ess than
17 or equal to 28. Do you see that?

18 A Yes.

19 Q So ny understanding of that is, if a

20 patient's CDR score was |ess than or equal to 28,

21 that would be considered a response.

22 A Correct.
23 Q Ckay. And then the CA-1 response rate,
24 it says: "Cd-I, less than or equal to 2 at week 8."
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Do you see that?

A | do.

Q What is your general understanding of the
di fference between a secondary efficacy paraneter and
an additional efficacy paraneter?

A | -- I would have to | ook back to the
analysis plan to see if they -- if they defined any
of these, if these were included in the hypothesis
testing. | don't know how of f hand.

Ordinarily, the only secondary neasures
that -- that, say, the psychiatry division would
focus on would be those that are designated as key
secondary endpoints and are included in the
hypot hesis testing. Any -- any other endpoints would
be consi dered exploratory.

Q Ckay. Turn to page 100 in this docunent.
Do you see the Table 3.1?

A Yes.

Q It's very simlar to MD-18. Table 3.1
lists the change in baseline and the CDRS-R at
week 8.

Do you see that?

A | do.

Q And the P-value represented there is

ol kow Technol ogi es, I nc. Page 356




Thomas Laughren, M D.

1 0.310. Do you see that?

2 A | do.
3 Q That's negative?
4 A It's not statistically significant,

5 correct.

6 Q Ckay. It's not close enough, right?
7 A No.
8 Q Ckay. Now, Table 3.2, which is on

9 page 101, do you see that?
10 A Yes.
11 Q And that lists the secondary efficacy

12 endpoi nt of CA inprovenent at week 8.

13 Do you see that?

14 A Yes.

15 Q That has a P-val ue of 0.169?

16 A Yes.

17 Q Again, that's negative?

18 A Not statistically significant.

19 Q kay. And generally, that's known as

20 being negative, right?

21 A Yes.

22 Q Ckay. And then the next table, 3.3,
23 that's another secondary efficacy endpoint.

24 Do you see that?

ol kow Technol ogi es, I nc. Page 357




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

A Yes.

Q Change from baseline in CE severity at
week 87

A Yes.

Q And that has a P-value of 0.057. Do you

see that?
A | do.
Q That's close to statistically

significant, but it's not there, is it, right?

A No.

Q Ckay. Look at the next table, Table 3.4,
it has another secondary endpoint change from
baseline in CGAS at week 8.

Do you see that?

A | do.

Q And that has a P-val ue of 0. 065.
Do you see that?

A | do.

Q And, again, that's not statistically
significant, is it?

A It doesn't neet that threshold, correct.

Q Ckay. Let's nove on to Table 3.5. This
lists the results of an additional efficacy

par anet er .
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1 Do you see that?
2 A | do.
3 Q It's the anal ysis of the CDRS-R response

4 rate at week 8.

5 A Yes.

6 Q A P-value of 0.317. Do you see that?
7 A | do.

8 Q That's al so negative?

9 A It's, again, not statistically

10 significant.
11 Q Al right. Table 3.6. This is the final
12 additional efficacy paraneter. It's the analysis of

13 Cd-R response at week 8.

14 Do you see that?

15 A | do.

16 Q Again, it has a P-value of 0.144.

17 A Correct.

18 Q That was not statistically significant,
19 correct?

20 A Correct.

21 Q Ckay. So to be clear then, based on

22 these tables, it appears that the primary efficacy
23 endpoint, the secondary efficacy endpoints, as well

24 as the additional efficacy paraneters, they were al
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1 negative, correct?

2 A | -- based -- based on what you've shown
3 nme here, yes.

4 Q Ckay. And in fact, it is your

5 understanding that MD-15 was consi dered a negative
6 study, right?

7 A Yes.

8 Q These results with all the endpoints

9 bei ng negative at week 8 is consistent with that

10  concl usi on.

11 A That's correct.

12 Q Ckay. Do you think that MD 15 provides
13 scientifically valid evidentiary support for the use

14 of Celexa in use in children?

15 A No.

16 Q Do you think that it provides

17 scientifically based information -- sorry, do you
18 think it provides simlar support -- scientific

19  support for the use of Lexapro in children?
20 A No.

21 M5. KIEHN: Qnj ection.

22 BY MR W SNER:

23 Q And to be clear, MD 15, that study

24 popul ation included both children and adol escents; is
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that right?
A | believe that's correct.
Q kay. And sanme thing with Study MD 18,
that also had children and adol escents, right?
A Yes.
Q Now, you understand that Study 94404 was
just in adol escents. You know that, right?
A Correct.
(Exhibit No. 26 was marked for
identification.)
BY MR W SNER
Q | ' m handi ng you what has been marked as
Exhi bit 26.
All right. This is a letter from Russel
Katz at the FDA to Andrew Fri edman at Forest.

Do you see that?

A | do.
Q Have you ever seen this letter before?
A (Perusing docunent.)
| don't -- | don't offhand renenber it,
but -- it doesn't -- it doesn't surprise ne that we

woul d have been asked that question and responded to
t he conpany.

Q Ckay. And if you look at the |ast page
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of the docunent, it's electronically signed by
Russel | Katz on Novenber 16, 2004.
Do you see that?

A Yes.

Q Al right. And just for ny own
edi fication, what does it nean when there's an
el ectronic signature |ike that on an FDA docunent?

A Virtually all documents now, all letters
that go out are -- are signed electronically. FDA
has an el ectroni c docunent system and so, you know,
rat her than signing a paper copy, which is what we
did in the old days, you go into that docunent
system you know, find the -- you get a notification
that there is a letter waiting for you or sone other
docunent or a review that you're expected to | ook at,
and if you agree with, sign off on and so forth.

And so that's just an acknow edgnent
that -- that the decision to -- to sign the letter
was made on that day at that tine.

Q Ckay. Because it's electronically
signed, that doesn't make the docunent any | ess
valid, right?

A No. No. No. Thereisn't -- there isn't

going to be any -- any paper copy of -- of this
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docunent. It's just -- it resides in that -- in that
system
Q Ckay, great.
Al right. |If you |look at -- do you
recall independently if you had any role in preparing

this letter?

A | -- I don't offhand recall the
di scussion. |I'msure that | was included in this
decision to -- to draft this letter, and | may have
witten parts of it. | -- you know, | --

Q Ckay.

A Aletter like this has to be signed off
by the division director.
Q Ckay. And at this point, though, 2004,

Dr. Katz was the division director?

A Yes.
Q Ckay. Now, the letter -- if you | ook at
the third paragraph, you said -- it's the third

par agraph on the first page.
A On the first --
Q Yeah.
A On the first page.
Q It starts off with "we have revi ewed. "

Do you see that?
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A Yes.

Q Ckay. It says: "W have reviewed the
referenced material and have the foll ow ng conments
and recommendations. For clarity, we've repeated
your questions with our response i medi ately
follow ng the question.”

Do you see that?
A Yes.
Q So it appears that this is a response to

a series of questions posed by Forest to the FDA;, is

that right?
A That's correct.
Q Now, we noted a second ago that this was

dat ed Novenber 16th, 2004, but the final study report
for MD-15 was dated Decenber 2004.
Do you see that?

A Yes.

Q So it appears that the final study report
for MD-15 was not submtted to the FDA until after it
had received this letter fromthe FDA

A Correct.

Q Ckay. Now, bullet -- or paragraph
nunmber 2, do you see it says, "Wuld a positive" --

do you see that?
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A Yes.

Q All right. So it reads: "Wuld a
positive study with escital opram using a conventi onal
acute treatnent design, Study B, along with the
previ ous positive study of cital opram Study
Cl T-MD- 18, be adequate to support an indication for

acute treatnent in pediatric patients aged 12

t hrough 17."
Do you see that?
A Yes.
Q So based on what | read here earlier,

this is the question that Forest posed to the FDA;, is
that right?

A Yes.

Q Ckay. And here's the response. It says:
"We believe that one additional positive acute
treatment study of adol escents in addition to Study
CI T-MD- 18 woul d support a claimfor the acute
treatment of adol escents with MDD. In this case, the
study designed to be simlar enough to provide a
sense of replication. Again, we do not concur with
your position that the post hoc analysis of the
failed trial is supportive of efficacy froma

regul atory perspective."”
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Do you see that, Doctor?

A Yes.

Q What is your understanding of this idea
of sense of replication?

A O sense?

Q Yeah, it says here: "In this case, the
study is designed to be simlar enough to provide a
sense of replication.”

A Ch, a sense of replication.

Q What does that nean?

A | -- I"mnot sure what Dr. Katz neans by
that in this context. But |I think what he is saying
is that two studies of simlar design in the sane
popul ati on, and, you know, it's not -- it's not
i ncluded in this | anguage, but obviously he is making
the judgnent that -- that cital opram and escital opram
fromthe standpoint of the active ingredient are the
sane drug. So...

Q You nentioned that earlier, and | guess |
will just explore that with you now.

Is it your belief that Lexapro and Cel exa
are essentially the sane conpound?

A They' re not the sane conpound.

Q Ckay.
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1 A They' re not the sane conpound. Cel exa,

2 racem c citalopram is a mx of

3 Rcitalopramand S-citalopram They have -- you

4 know, S-cital opramhas an effect on the serotonin

5 transporter; R-citalopramdoes not. And there is a

6 |ot of evidence to suggest that it's the S-cital opram
7 that is the active ingredient of racem c cital opram

8 ani mal data and ot her dat a.

9 So that's the basis for the belief

10 that -- | agree that this is -- this is unusual in a
11  regulatory context to -- you know, to base an

12 approval on -- on two conpounds that are not

13 identical drugs. There is no question, you know,

14 that this racemic mxture is not identical. |In fact,
15 there is other data to suggest that -- that the

16 racem c m xture, probably because of the

17 R-cital opram has sone risks that the S-cital opram
18 that that isomer by itself, does not have.

19 So, they're not the sane conpound except
200 fromthe standpoint of an effect on the serotonin
21 transporters.

22 Q Al'l right. But you would agree, though,
23 that the S-cital opram conpound of Cel exa is what

24 drives its serotonin effect.
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A Yes.
M5. KIEHN:  Qbj ection.
BY MR W SNER
Q And you believe obviously the sane thing
with escitalopramitself, right?
M5. KIEHN:.  Obj ection.
THE W TNESS:  Yes.
BY MR W SNER
Q Ckay. Considering what you just said, do
you think it's appropriate that Forest should have
been all owed to have exclusivity over S-cital opram
even though it essentially was just the effective
part of Cel exa?
M5. KIEHN:  Qbj ection.
THE WTNESS: Again, as | -- excuse ne.
As | -- as | said, there are inportant differences
between S-citalopramand racemic citalopram Mstly
on the safety side. So they're not -- they're not
t he sanme conpound.
BY MR W SNER
Q Ckay. Are you famliar, just by any
chance, wth the phrase "evergreening"?
A No.

Q Ckay. Al right. So ny understandi ng
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based on the response fromthe FDA is that if Forest

coul d produce a positive doubl e-blind,

pl acebo-controlled clinical trial with Lexapro in

children aged 12 to 17, it would then agree to

provi de an indication for Lexapro for that age group.
A Yes, that's -- that is what it's saying.

| mean, of course, it would -- you know, it would

have to be reviewed. [It's subject to review by FDA

But in principle, yes, that is what this letter says.
Q And -- and this agreenent that the FDA

made was done notw t hstandi ng the fact that

Study MD-18 was a study that was not relegated solely

to adol escents, right?

A That -- that -- that's correct.
Q And that -- |'msorry.
A However, as -- and, again, it's -- you

know, this was an exploratory post hoc anal ysis, but
| did show at least in ny neno that -- that the
effect size was -- you know, the effects were
probably nore driven by the adol escents than by the
children in that study.

Q Sure. And | -- I'mnot saying that you
didn't do that, Doctor.

| guess ny question, though, is

ol kow Technol ogi es, I nc. Page 369




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

Study MD- 18 had both younger children and adol escents
in there, right?

A But it was -- you know, it was consi dered
a positive study for that entire age group.

Q Ckay.

A And so if you make the argunent that you
have, you know, one drug that's -- that in that study
I's shown effective in children and adol escents, and
you have another drug that's just studied in
adol escents, that's enough to approve the -- you
know, that drug, if you're wlling to extrapol ate
from-- fromthe Cel exa data to Lexapro. That's the
ar gunent .

Q | understand the argunent. | guess ny
guestion actually was really sinply Study MD 18 had
bot h younger children and adol escents in it, right?

A Yes.

Q And Study 94404 was actually a study
specifically ained at |ooking at adol escent
depression, right?

A Vell, that's true.

Q And 94404 was negative, right?

A It -- it's true that it was negati ve.

However, it had sonme other problens in it that --
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1 that 18 didn't have.
2 Q Fair enough. |'mjust saying Study 94404

3 was specifically limted to adol escents, that's all.

4 Ri ght ?

5 A That's true.

6 Q And it was negative.

7 A It was negative.

8 Q Ckay. Now, at this point when the FDA
9 has nade this promse to give -- or, sorry,

10  shouldn't say "promse."

11 When the FDA has entered into this

12 agreenent that it wll give an adol escent indication
13 for Lexapro after they've given a positive study for
14  adol escents with Lexapro, they did not have the final

15  study report for MD-15, did they?

16 M5. KIEHN: Qnj ection.
17 THE WTNESS: It -- | nean, this -- this
18 suggests that we had sonething on -- on 15.

19 BY MR W SNER:

20 Q The final study report suggests you

21 didn't have that docunent, correct?

22 A Ri ght, but -- but obviously we -- and
23 again, | don't have the package in which these --

24  these questions were enbedded. But Question 1
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1 assunes that there was quite a bit of information on
2 MD-15 included in the -- in the package that was

3 reviewed as the basis for this letter. That's al

4 ' m sayi ng.
5 Q Ckay. |If MD-18 was negative -- okay,
6 just assune that for a second -- would the FDA have

7 made this agreenent?

8 M5. KIEHN: Qnj ection.

9 THE WTNESS: No. | don't -- | don't

10 believe so. That would be ny inpression that -- that
11 we would not have -- have reached that agreenent.

12 BY MR W SNER
13 Q Al right. Now, you understand that at
14  sone point Forest did in fact conplete Study MD> 32,

15  whi ch studi ed Lexapro in adol escents, right?

16 A Correct.

17 Q And that study was positive, wasn't it?
18 A Yes.

19 Q And you understand that that study had a

20 particularly |l arge sanple size, right?

21 M5. KIEHN: Qnj ection.
22 THE WTNESS: | -- again, | haven't --
23  haven't |l ooked at 32 any tinme recently, so |l -- I'm

24  assuming you're going to give nme sonething here.
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BY MR W SNER
Q Sure. |I'mtrying to figure out what to
gi ve you.

All right. I'mactually going to hand --
|"mgoing to go out of order, but we're going to go
back to Exhibit 27, but |I'mgoing to hand you
Exhi bit 28 because that wll help answer the question
| just asked you.

(Exhibit No. 28 was marked for

identification.)

BY MR W SNER

Q | ' m handi ng you what is Exhibit 28 to
your deposition. It's actually not marked. Let ne
see that for a second.

Ch, it is. GCkay, we're good.

Thi s appears to be a nmenorandum prepared
February 17th, 2009. Do you see that?

A Yes.

Q And this is a nenorandum prepared by

Dr. -- is it -- Kin?
A Yes.
Q And he was team | eader --
A She.
Q Sorry. She was a team | eader at the
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Di vi sion of Psychiatric Products, right?

A Yes.

Q So she actually held the position that
you once hel d.

A Correct.

Q And if you turn to page 3, Section 5.2,
there is a "Summary of Study Pertinent to Efficacy
Caim™

Do you see that?

A Yes.

Q And you see there is a discussion of

St udy MD- 327
A Correct.
Q If you go down to the third paragraph in

that thing, it says: "This study was conducted at 40
study centers in the United States."
Do you see that?
A | do.
Q "Atotal of 584 patients were screened
for eligibility. 316 patients were random zed."
Do you see that?
A | do.
Q So 316 patients random zed into the

study, that is a considerably |arger sanple size than
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1 in MD18, right?

2 M5. KIEHN:  Qbj ection.

3 THE WTNESS: That's correct.

4 BY MR W SNER:

5 Q And we di scussed earlier that when you

6 increase the sanple size in a clinical trial, what

7  would otherw se be statistically insignificant

8 differences between the placebo armand the drug arm
9 can suddenly reach a statistically significant

10 P-val ue, correct?

11 M5. KIEHN: Qnj ection.

12 THE WTNESS: There's no question that --
13 that the sanple size will -- an increase in the

14 sanple size can in sone settings -- it doesn't

15 always, but it can reduce variance, and therefore,
16  you know, increase the chance of getting a

17 statistically significant P-val ue.

18 BY MR W SNER:

19 Q Now, in Study MD-18, they actually did
20 children and adol escents, so there was only

21  approximately 80 adol escents in that study, right?

22 M5. KIEHN:  Qbj ection.
23 THE WTNESS: 1'd have to go back and
24 | ook, but I -- but let's assune that it was evenly
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split. | -- 1 don't know. | guess it was probably

about that.

BY MR W SNER

Q Ckay. Well, let's not assune. Let's

qui ckly just look -- look at your neno. That wll

have it on it.

A Do you know whi ch exhi bit nunber ny neno

1 S?

Q Exhi bit 3.

A G eat .

Q And you see on the page where you break
down the -- the adol escents and the -- on page 3?

A Right. But | don't -- | don't --
Q Ch, you don't have the N on there.

A | don't have the N in there.

Q kay. Al right. Let's go to study --

let's go to Exhibit 8, which is the final study

report. And turn to page 101. | think that should

have it. Sorry, page 100.

A Ckay.
Q So we have -- on Table 3.1, you have the
N for -- in the placebo group, you have 47 in

adol escent s.

Do you see that?
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1 A Yes. Yes.
2 Q And you have 44 for adol escents in the
3 cital opram group.
4 A Ri ght. Yeah.
3) Q So that's roughly 907
6 A Yes.
7 Q Ckay. So in MD 18, the adol escent
8  popul ation studied was roughly 90 patients, right?
9 A Ri ght .
10 Q And here in Study MD-32, we're -- we've
11  rocketed it up to 316 patients. Do you see that?
12 M5. KIEHN:  Qbj ection.
13 THE W TNESS: Yes.
14 BY MR W SNER:
15 Q Ckay. Al right. So let's go back to ny
16 -- give ne one second, Doctor.
17 (Exhibit No. 27 was marked for
18 identification.)
19 BY MR W SNER:
20 Q Al right. 1'mgoing to hand you now
21 what's Exhibit 27. W will cone back to Exhibit 28
22 in a mnute.
23 M5. KIEHN: | think you handed out 27,
24 no?
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MR, CGRIFFIN.  That was 28.
MR WSNER That was 28. W ski pped one
for a second.
BY MR W SNER:
Q This is Exhibit 27, Doctor.
Al right. This is a docunent titled
“"Clinical Review " Do you see that?
A | do.
Q And are you famliar with this docunent?
A | -- 1 nmean, | haven't | ooked at it any
tinme recently, but --
Q Ckay.
A -- | notice that it only has what appears
to be a couple of pages fromit.
Q Sur e.
So this is excerpts of the clinical
revi ew conducted by Roberta 3 ass at the FDA in
response to Forest's adol escent subm ssion for an
adol escent indication.
A Yes.
Q Ckay. And it looks like -- there are
sone dates on there. | just don't know if you can
tell nme what they nean. It has a letter date of

May 22nd, ' 08.
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Do you see that?

A Yes.

Q Do you know what that refers to?

A Literally the -- the date on the -- on
the cover letter for -- for the suppl enent.

Q Ckay. So it's basically when it was
subm tted?

A And the date -- well, the date that the
conpany listed on the cover letter. The stanped date
Is when it's actually stanped into FDA.

Q Al right.

A And then the goal date is -- it's ten --
ten nonths later. |It's the standard, you know, tinme
franme for -- for doing a review of a suppl enent.

Q Ckay. So it's fair to say then that they
submtted this application in May of 20087

A Yes.

Q Ckay. Al right. If you turn the page,
we're on page 22. Do you see that?

A Yes.

Q Ckay. And you see the section titled
“Study 18"7?

A Yes.

Q This is referring to -- it appears to be
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1 referring to Dr. dass's review of Study M 18.

2 A Correct.

3 Q Ckay. It reads -- in the second sentence
4 in that first paragraph, it reads: "Dr. Earl Hearst,
5 FDA clinical reviewer, reviewed this positive study
6 in addition to the negative Study 94404,

7 Septenber 12t h, 2002."

8 Do you see that?
9 A | do.
10 Q That's referring to Dr. Hearst's clinical

11 review, right?

12 A Correct.

13 Q Ckay. And then it goes on to say --

14  well, I will stop right there.

15 It appears that Dr. Jass is, at least in

16 part, relying on Dr. Hearst's review of NMD-18.

17 A Yes.
18 Q Ckay. Now, it goes on to say: "Later it
19 was determ ned that Study 18 could" -- could -- |

200 think it should be "could be used," but it said
21 "Study 18 could used as one of the two positive
22 studies required to submt pediatric |abeling for
23 escitalopram an isonmer of citalopram in the

24 treat nent of NDD. DPP | etter of November 16, '04."
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Do you see that?
A | do.
Q So that letter right there is actually
the one we just | ooked at a second ago.
A Yes.
Q Al right. So it appears that Dr. d ass
Is operating off of the fact that Study MD 18 was
positive and that they just had to | ook at whether or
not there was an additional positive study for
adol escents with Lexapro; is that right?
M5. KIEHN: Qnj ection.
THE WTNESS: That's correct.
BY MR W SNER
Q Al right. Look at the |ast paragraph on
this page. It reads: "The study is positive for the
effi- -- for the primary efficacy variable of change

frombaseline of the CORS-R total score P equals

0. 038."
Do you see that?
A | do.
Q Now, we know that that's referring to the

results of the primary efficacy endpoi nt including
those nine patients that were unblinded, correct?

M5. KIEHN:  Obj ection.

ol kow Technol ogi es, I nc. Page 381




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

THE WTNESS:. That's correct.
BY MR W SNER

Q Al right. It goes on to say: "As it
can be seen fromTable 6.1.3.4, there is a greater
i nprovenent for the adol escent group than the
chil dren group when conparing the differences to
pl acebo. As Dr. Laughren notes in his neno of
Sept enber 16t h, 2002, quote: It appears that the
positive results for this trial are comng largely
fromthe adol escent subgroup.”

Do you see that?

A | do.

Q It appears that Dr. G ass is relying on
your exploratory analysis of the different effects
observed in the pediatric and adol escent subgroup in
your nmeno of Septenber 16th, 2002.

A That's correct.

Q And i ndeed, she has pasted the results on
the next page. It says "Sunmary of Primary Efficacy
Variable for Study 18 by Age Subgroups," and it
says -- literally says: "Extracted from nmenorandum
by Laughren, Septenber 16, 2002."

Do you see that?

A | do.
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Q You see that she has copi ed and pasted

that portion of your nmenoranduminto here, correct?
M5. KIEHN: Qoj ection.
THE W TNESS: She has gi ven

acknow edgnment as wel | .

BY MR W SNER

Q Abso- -- oh, sorry, | wasn't suggesting
that that was nefarious. She's relied on your prior
work here, right?

A Yes.

Q It does not appear that she did a
conprehensi ve clinical review of MD-18 at this point;
is that right?

M5. KIEHN: Qbj ection.

THE WTNESS: That's likely the case,
yes.
BY MR W SNER:

Q Now, earlier when we were discussing your
menor andum of Sept enber 16th, 2002, do you recal
that there had been an agreenent not to conduct a
statistical analysis of the efficacy data?

A Yes.

Q Do you know if a statistical analysis of

the efficacy data was done at this point?
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A Since one is not inthe -- inthe file
that you' ve been able to obtain, I"massumng that it
was not done.

Q Yeah. |s that typical for a pivotal
trial that's going to be used to support indication
to have just not been given any statistical review?

M5. KIEHN:  Qbj ecti on.

THE WTNESS:. It's prob- -- it's probably
not typical
BY MR W SNER

Q And you said earlier one of the reasons
that you do a statistical review, although it's
redundant, is to sort of hash out the various effects
you're seeing in the data, right?

M5. KIEHN:  Obj ection.

THE WTNESS: Cenerally, a statistica
review -- it does a couple of things. | nean it --
very often the statistical reviewer will have the
original actual dataset electronically and can do
sone additional exploratory anal yses | ooking at --
you know, breaking it down by gender and age and
ethnicity and that sort of thing. It can also
confirmthe anal yses that are done by the sponsor.

BY MR W SNER
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1 Q Do you think that probably would have
2 been hel pful, particularly since you're using a
3 particul ar subgroup of an exploratory anal yses that

4 you did in your review of the study?

3) M5. KIEHN: nj ection.
6 THE WTNESS: In -- in retrospect,
7 think I -- | would have preferred that.

8 BY MR W SNER:
9 Q Ckay. Al right. Let's turn back to

10 Exhibit 28, which is the one | handed you a m nute

11  ago.

12 A Ckay.

13 Q This is the -- the nmenorandum by Dr. Kin?
14 A Yes.

15 Q And she was Dr. G ass's supervisor,

16  correct?

17 A That's correct.

18 Q OCkay. So this is sort of her nmenorandum

19 kind of overseeing the clinical reviews that were

20 done by, for exanple, Dr. d ass.

21 A Correct.
22 Q Ckay. The subject of the nmenorandumi s
23  "Recommrendati on of approval action for Lexapro

24 (escitalopran) for the acute and nai ntenance
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1 treatnment of mmjor depressive disorder, MDD, in

2 adol escents. "

3 Do you see that?
4 A Yes.
5 Q Ckay. So this appears to be a nenorandum

6 fromDr. Kin where she is recommendi ng t he approval

7 of Lexapro for use in adol escents. |Is that right?
8 A That's correct.

9 Q Ckay. Turn to page 2.

10 Do you see the section that says

11 "Overview of Studies Pertinent to Efficacy"?

12 A Yes.

13 Q Al right. It reads: "To fulfill the

14 requi rement of positive results fromtwo

15 pl acebo-controll ed studies to support efficacy of
16 pediatric MDD for escital opram the Division has
17 agreed to accept one positive pivotal study in

18 citalopram Study CI T-MD- 18," or Study 18, "and one
19 positive study in escital opram study SCT-MD 32,

20 Study 32."

21 Did | read that correctly?
22 A Yes.
23 Q And that's the agreenent we again

24 di scussed previously?
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A That's correct.
Q It's the sane agreenent that was
mentioned in Dr. dass's review, right?
A Correct.
Q Wuld it be fair to say that they had
mar ching orders at this point in their review that
Study MD- 18 was positive, just look at 32 and tell us
if that's al so positive?
M5. KIEHN:  Qbj ection.
THE WTNESS: | -- | don't -- | don't
know that | would call that marching orders.
BY MR W SNER
Q Fai r enough.
A | think there was -- there was that
under standi ng that, you know, we had al ready | ooked
at -- at 18 and nmade a judgnent that it was a
positive study. | nean, certainly no one instructed

them not to | ook at 18.

Q Sur e.
A I --
Q | appreciate that, Doctor, and | didn't

nmean to suggest they didn't look at it. But | was
just saying that they appeared at | east to have been

relying upon the agreenment that the FDA reached with
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1 Forest in 2004.
2 A | think that's fair.
3 Q Ckay. And if you | ook at page 4, there's

4 a section that says "Study C T-MD-18."

S Do you see that?
6 A Yes.
7 Q And this goes on for about three short

8  paragraphs.

9 Do you see that?
10 A Yes.
11 Q All right. Bear with me, Doctor, one

12 second.

13 |"mactually -- sorry, |I'mm xed up

14 because |'mon the wong page. Look at page 3 of
15 docunent -- do you see the paragraph below the

16 summary that starts off with "Study 18 is an

17 ei ght -week" -- do you see that?

18 Third paragraph fromthe top, "Study 18
19 is an eight-week" --

20 A Ch, correct.

21 Q Do you see that?

22 A Yes.

23 Q Al right. It says: "Study 18 is an

24 ei ght-week doubl e-blind, placebo-controll ed,
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1 flexible-dose citalopram 20 to 40 mlligrans a day,
2 study in children 7 to 11 years and adol escents 12 to
3 17 years. | would refer to the clinical review by

4 Dr. Hearst dated Decenber 12, 2002, and the

5 nmenorandum by Dr. Thonmas Laughren dated Decenber 16,
6 2002, regarding their reviews of materials submtted
7 under suppl enental NDA for cital opramon April 18,

8 2002. | will briefly summarize their interpretation

9 of results fromStudy 18 in Section 5123 bel ow. "

10 Do you see that?
11 A | do.
12 Q So it appears that Dr. Kin is relying

13  heavily, if not exclusively, on Dr. Hearst and

14  yourself's analysis of Study MD 18.

15 M5. KIEHN:  Obj ection.
16 THE W TNESS: That's correct. Now, of
17 course, this is the team| eader revi ew. It's not the

18 primary review.

19 BY MR W SNER:

20 Q Sur e.
21 A | don't have Dr. Hearst's conplete
22 review, so | don't -- | don't know exactly what --

23 what she did with regard to Study 18.

24 Q kay. | represent to you that what |'ve
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shown you is pretty nmuch it.

A Ckay.

Q And so it appears that they largely
relied upon yours and Dr. Hearst's review

M5. KIEHN: oj ection.

THE WTNESS. It -- it does appear that
way .
BY MR W SNER

Q Ckay. |If you turn to page 5 now, sorry,
do you see the paragraph that says "This study was
positive" at the top -- third fromthe top in
paragraph 5 -- on page 5?

A Yes.

Q Ckay. It says -- it says: "The study
was positive for the primary efficacy variabl e of
change from baseline of the CDRS-R score.
Ctalopram mnus 21.7 plus 1.6; placebo, mnus 16.5
plus 1.6; P equals 0.038."

Do you see that?

A | do.

Q Again, he is representing the results of
the primary efficacy endpoint regarding -- |I'msorry.
Sorry. Strike that. It's getting |ate.

He's referencing the efficacy endpoint
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and the primary endpoint which included data from
t hose ni ne unblinded patients, right?

A She is, correct.

Q Sorry. She is. | keep saying that,
forgive ne.

It goes on to say: "Please see Table 2
in Section 5.1.3 regarding sunmary of primary
efficacy results by age group for CID-- CIT-MD 18
LOCF data extracted from Dr. Laughren's neno dated
Sept enber 16, 2002."

Do you see that?

A | do.
Q So, once again, there he -- she is
referencing -- in fact, referencing the reader to

| ook at a table that was extracted fromyour neno; is
that right?
A That's correct.
Q Al right. And then if you | ook at
Table 2, it's on the next page, page 6.
It says: "Summary of Primary Efficacy
Results by Age G oup for Study C T-MD 18 LOCF. "
Do you see that?
A | do.

Q It says again, "Data extracted from
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Dr. Laughren's neno, Septenber 16, 2002."
Do you see that?

A | do.

Q Ckay, great. So in that table there,
al though it doesn't | ook identical to your table, it
has the sane information, right?

A Yes.

Q Ckay. So, again, it looks |like not only
to Dr. Gdass but Dr. Kin also inserted the table from
your exploratory analysis on MD-18 in this analysis.

A That's correct.

Q When you prepared your neno for CD -- for
MD-18, and you did this exploratory anal ysis dividing
t he adol escents fromthe children, did you antici pate
that that being -- that was going to be used to
support an indication for a different drug in
adol escent s?

M5. KIEHN: Qnj ection.

THE WTNESS: | -- | doubt that | was
t hi nki ng ahead that far.
BY MR W SNER

Q Fai r enough.

In retrospect, it seens that that's

exactly what happened.

ol kow Technol ogi es, I nc. Page 392




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

A That's true. But -- but let ne just --
just point out that we -- we nade -- we reached a
concl usi on based on Study 18 that it was a positive
study for both adol escents and children. And so
it's -- it's that part of it, it's the adol escent
part of that that is being incorporated into this
judgnent that these two studies, Study 18 for Cel exa
and Study 32 for Lexapro, were sufficient as a source
of evidence for the -- the effectiveness of Lexapro
in -- in adol escents.

(Exhibit No. 29 was marked for

identification.)
BY MR W SNER

Q | ' m handi ng you what has been marked as
Exhibit 29 to your deposition.

Doctor, this is a letter actually from
you related to the suppl enental application for
Lexapro for use in adol escents, correct?

A Yes.

Q And, unfortunately, | don't have the page
that says the date of this letter, but do you recal
that this was in early 2009?

A | -- 1 can't renenber back to 2009 and --

but that sounds about right.
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1 Q And so since you were the division

2 director, at the end of the day, whether or not

3 Lexapro woul d be approved for adol escents was your
4  deci sion.

5 A | was the -- the final signatory

6 authority on that.

7 Q So, to be clear, it's sort of an

8 interesting turn of events, but it |ooks |ike your
9 review of an exploratory variable for MD-18 for

10  adol escents was then relied upon, separate clinical
11 reviewers as well as another team | eader, for an

12 application that you |ater on approved; is that

13 right?

14 M5. KIEHN:  Qbj ection.

15 THE WTNESS: Al though that is true, |et
16 me -- let ne again just qualify this by pointing out

17 that we made a judgnent back when we reviewed the

18 Cel exa suppl enent that Study 18 was a source of

19 evidence for both adol escents and children. And |
200 did this exploratory analysis sinply to point out

21 that, if anything, nore of the effect appeared to be
22 comng fromthe adol escents than it did fromthe

23 children. But -- but overall, it was a source of

24 evi dence for adol escents.
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BY MR W SNER

Q Sur e.

A Apart fromny exploratory anal ysis.
So. ..

Q Ckay. Now, you understand that Lexapro
was then approved in -- was approved for adol escent

use, correct?

A Correct.
Q Are you aware that prior to that -- and
iIf you' re not aware, it's fine -- but are you aware

prior to that, Forest was pronoting the use of
Lexapro for use in adol escents?

M5. KIEHN: nbjection. That's false.

THE WTNESS: | don't -- | don't have
any -- any specific know edge of that. | nean, | --
again, this -- this fact may have conme up in ny work
wth Forest and | just don't renenber it, but | -- |

in general did not consult with them on issues of
pronotions. It was never ny thing at FDA. It wasn't
within ny authority to nake judgnents about pronotion
when | was at FDA.
BY MR W SNER:

Q Fair enough, Doctor. | appreciate that

answer. Let ne ask you a slightly different
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questi on.

| f Forest was pronoting the use of
Lexapro for use in adolescents prior to this
approval , based on your understanding, that was
against the |law, correct?

M5. KIEHN. Objection. Calls for a |egal
concl usi on.

THE WTNESS: Again, it's not -- not ny

area of expertise, but -- but ny inpression is
that -- that you can't pronote for an indication
that's -- that's not approved. So..

BY MR W SNER:

Q Now, |'ve shown you a | ot of docunents
today that suggest that sone of the patients were
unbl i nded in Study MD- 18, right?

M5. KIEHN: Qnj ection.

THE WTNESS: That's -- that's certainly
a possibility.
BY MR W SNER:

Q And |'ve al so shown you sone docunents
whi ch suggest that Forest didn't properly disclose
that fact to the FDA in its subm ssions, correct?

M5. KIEHN: nj ection.

THE WTNESS: It -- it certainly would
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have been ny preference that -- that Forest be nore
transparent with FDA about the issue of unblinding.
| don't believe in the end that woul d have nade any
difference in our judgnent, as |'ve explained, but --
but | do -- | do feel that drug conpani es should be
fully transparent with FDA in what they provide to
t hem about the -- you know, the conduct of a study.
BY MR W SNER
Q Now, considering that they weren't

transparent about that issue, do you think -- and
al so in consideration of the fact that Study MDD 18
never had a statistical analysis of the efficacy
data, do you think that it would be appropriate for
the FDA to take another look at this data just to
make sure that in fact Study 18 was -- was positive
as Forest has represented?

M5. KIEHN:  Qbj ection.

THE WTNESS: It -- it isn't ny judgnment
at this point.

BY MR W SNER:

Q Sur e.
A So, | mean | -- that -- that's for FDA to
decide at this point. | nmean, | -- | feel fairly

confi dent about our decision to approve Lexapro. |
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1 was obviously involved in that. | -- | feel that was

2 probably the -- the right decision. Wether or not

3 FDA -- and | also told you that, in retrospect, |
4 would have had a statistical review done on -- on 18.
5 But ny overall viewis that it probably

6 would not have nade a difference. W probably still

7 would have -- would have reached that sane judgnent.
8 And it's -- it's up to FDA to deci de whet her or not,
9 you know, based on this -- on this, you know, new
10 information, which | think is probably new

11 information from FDA because | wasn't aware of it at

12 the tinme. But it's not ny call.

13 Q Ckay, great.

14 MR. WSNER: Let's take a break.

15 THE VI DEOGRAPHER: The tinme is 5:14. W
16 wll go off the video record.

17 (Recess.)

18 THE VI DEOGRAPHER: The tinme is 5:23.

19 Back on the video record.

20 BY MR W SNER:

21 Q | want to talk briefly again about

22 Study MD-18. And, you know, we know that all the
23 secondary prespecified endpoints were negative,

24 right?
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A That's ny recol |l ection, yes.
Q And we know that the OC anal ysis on the
primary endpoi nt was negative, right?
A That's correct.
Q We know that the treatnment by age group
interaction termwas al so negative, right?
A Yes.
Q And we know that when these patients that
wer e unblinded are excluded fromthe efficacy
anal ysis, the P-value on the only positive endpoi nt
peaks just above 0.05, right?
M5. KIEHN:  Qbj ection.
THE W TNESS: That's correct.
BY MR W SNER:
Q You'd agree with ne that in light of al
t hose secondary and additional analysis of the data
that -- and considering the fact that these nine
unbl ended -- unblinded patients had an effect on the
P-val ue as such, would you agree with ne that

Study MD-18 was not a clear and convincing positive

study?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- | don't agree with
that. | -- | do consider Study 18 a source of
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1 evidence for the efficacy of, you know, of Cel exa.
2 You know, the -- the effect size is not huge. You
3 know, it's -- it's a low effect size by -- by usua
4  standards.

5 | "' m not that concerned about the change
6 inthe P-value in the sensitivity analysis, an

7 anal ysis which reduces the power of the study and
8 still comes very close to being statistically

9 significant, and in ny viewis not the primary

10 P-val ue to focus on for the study.

11 So | don't -- | don't think that -- |

12 don't think that the argunent that the potential

13 unblinding or actual unblinding, if that's what

14  actually happened -- | don't think we'll ever know
15 what actually happened there -- | don't -- | don't
16 think that undercuts the overall finding for the
17 study. That's just -- that's ny view

18 BY MR W SNER

19 Q | nmean if you were to nmake that

20 determnation, you'd have to ultimtely concl ude that

21 you were wong, right?

22 M5. KIEHN:  Qbj ection.
23 THE WTNESS: | -- I'mnot -- |'m not
24  opposed to changing ny mind. | have -- there have
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1  been many occasi ons when | changed ny m nd when --

2 when | was at FDA. There was an NDA that we -- we

3 turned it down, and this is for iloperidone. You

4 know, the conpany challenged it and cane back in with
5 sone additional analyses, and -- and they were able
6 to persuade ne that -- that | was wong, and -- and |
7 recommended approval, and Bob Tenple agreed with ne,
8 and we ultimately approved it.

9 So there have been situations where | --
10 | agreed with an argunent that | was wong and

11  reversed nyself. That certainly isn't the only

12 circunstance. | -- | just don't see this as one of
13 those circunstances.

14 BY MR W SNER:

15 Q If MD-18 was in fact negative, would you
16 ever have approved Lexapro for use in adol escents?
17 M5. KIEHN:  Qbj ection.

18 THE WTNESS: | nean, if -- if -- if you
19 couldn't rely on 18 as a source of evidence, then you
20 woul d've only had one source of evidence for Lexapro.
21 So the answer is this is speculation, but | -- |

22 woul d not have recommended approving it.

23 BY MR W SNER

24 Q You're the one who ultimately did approve
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it, right?

A Because | -- | considered Study 18 a
reasonabl e source of evidence.

Q No, I know. And |I'mjust saying it's not
specul ati on because you're actually the one who
ultimately signed off finally on Lexapro's approval
for adol escents, right?

A Yes.

MS. KIEHN: Qbj ection.
THE W TNESS: Yes.
BY MR W SNER

Q And you're saying you wouldn't have
approved it if there was only one study, positive
Study 32, right?

M5. KIEHN:  Obj ection.
THE WTNESS: That's correct.
BY MR W SNER

Q Do you agree, though, Doctor, that a
reasonabl e regul atory person at the FDA could cone to
a different conclusion about the positive results of
MD- 187

M5. KIEHN:  Qbj ection.
THE WTNESS: It -- this is always a

matter of judgnent. So the answer woul d be, yes,
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1 different people |ooking at the sane dataset can
2 reach a different concl usion.

3 BY MR W SNER

4 Q Are you aware that there has been a

5 peer-reviewed publication | ast year discussing the
6 results of MD 18?

7 M5. KIEHN:  Qbj ection.

8 THE WTNESS: | -- | have -- | have not
9 been following the literature in that particular
10 area, so...

11 BY MR W SNER:

12 Q So you have not seen any peer-reviewed
13 journal article comng to the conclusion, having
14 | ooked at the data w thout the unblinded patients,

15 that it was negative; is that correct?

16 M5. KIEHN: Qnj ection.
17 THE WTNESS: | -- | don't recall seeing
18 that. |If there is such a paper, | haven't seen it.

19 BY MR W SNER:

20 Q kay, great. But we do agree, and |

21  think this has been established and | just want to
22 make sure we're on the sane page, that until

23  Study MD 32 was conpleted and revi ewed by the FDA,

24 prior to that, with Study 94404 bei ng negative for
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primary and secondary endpoints, Study MD 15 being
negative for primary and secondary endpoints, and
Study MD- 18 bei ng negative on the secondary endpoints
as well as the OC anal ysis of the primary endpoint,

at that point there was not sufficient evidence to
concl ude that either Cel exa or Lexapro were
definitely effective in pediatric popul ati ons.

M5. KIEHN: Qnj ection.

THE WTNESS: And that's reflected in the
fact that we did not approve the -- the suppl enent
for Celexa, and we didn't even consider the
suppl enent for Lexapro until they had a positive
st udy.

BY MR W SNER:
Q So the answer is "yes"?

M5. KIEHN: Qnj ection.

THE W TNESS: The answer is yes.

MR. WSNER: Ckay. | pass the w tness.

EXAM NATI ON BY COUNSEL FOR DEFENDANTS
BY MS. KI EHN:
Q Good afternoon, Dr. Laughren. | have a
f ew questi ons.
You referred a few mnutes ago to the

information that M. Wsner had presented to you as
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new i nfor mati on.

Do you recall that?

A Yes.

Q What specifically were you referring to
when you said "new infornmation"?

A | -- I wasn't aware, you know, based on
the -- on the pediatric supplenent for Celexa that --
that patients were actually given tablets that had
the brand nane Celexa on them That's ny
understandi ng of -- of what actually happened.

Rat her than nmy -- ny understandi ng, and |
bel i eve the understanding of our reviewteam was
that there m ght have been a different color for the
tablets that -- for patients who got active drug and
for those who got placebo. And that was -- that
woul d have been of |ess concern to us in terns of
unbl i ndi ng.

And so -- so the -- you know, the
i nformation that patients were actually, as |
understand it, provided tablets that had the brand
name Celexa on themis -- is further evidence of
potential unblinding that cones nmuch closer to being
actual unblinding.

And so | think it woul d have been better
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for Forest to -- to provide that information in the
supplenent. Again, | -- | don't think that woul d
have made a difference because, as |'ve said,
blinding is something that you -- that you strive for
but you often don't achieve, and is not as critical
an elenment in the validity of a study as

random zati on.

And often | think in trials, we -- we
don't achieve it, whether or not there is this kind
of problem And in fact, as | pointed out, there are
trials in psychiatry that were explicitly open | abel
and FDA relied on as a source of evidence for a new
claim So...

Q Do you know for a fact that the tablets
had the nane Celexa inprinted on thenf

A Unfortunately, | don't think we were ever
provi ded with enough information to even nake that
judgnment. | nmean, that -- that's the problem The
only -- the only thing that, based on ny neno and the
suppl enent, that we were inforned of is that there
was a different color of the tablets for patients who
got active drug than those who got pl acebo.

Q But your testinony that the new

I nformation you received today was that the tablets
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bore the brand nane Cel exa, that was based
exclusively on things that M. Wsner showed you or

inplied to you, correct?

A That's correct. That is absolutely
correct.
Q Ckay. |I'mgoing to hand you --

M5. KIEHN: Wsat's the next -- what's the
next exhi bit nunber?
MR W SNER  30.
(Exhibit No. 30 was nmarked for
identification.)
BY MS. KI EHN:

Q | ' ve handed you what's been marked as
Exhibit 30. | wll represent to you that this is an
exhi bit that was introduced by M. Wsner at another
deposition in this matter.

Have you ever seen a branded
anti depressant tablet?

A | can't say that | have.

Q Do you know whet her branded
anti depressant tablets typically have the brand nane
i nprinted on thenf

A Typically not, no.

Q Does this inmage of Celexa tablet contain
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t he nane Cel exa anywhere?

A It -- it doesn't. However, it does -- it
does include the strength of -- of the tablet. And
that's -- that's different than sinply a tabl et that
has a slightly different col or than the inactive
t abl et .

Q And why is it different?

A It -- it refers -- it refers to a
strength, and -- again, | don't know, | don't know if
this actually unblinded patients.

All I"'msaying is that, fromny
standpoint, it would have been preferable if this
i nformati on had been included in the suppl enent.

Q And what information are you referring

to?
A The -- the actual nature of the error.
Q So what was inprinted on the tablets?
A What was inprinted on the tablet.
Q Ckay. |I'mgoing to hand you what is

bei ng marked as Exhi bit 31.
(Exhibit No. 31 was marked for
identification.)

BY Ms. KI EHN

Q Earlier today M. Wsner showed you sone
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deposition testinony of Dr. WIIliam Heydorn. Do you

recall that?

A Yes.
Q This is an additional excerpt.
| think I gave you ny marked copy.
A Ch.
Q Does it have a mark on it?
A Yes.
Q Well, it's just directing you to the --

to the relevant section.
MR. ROBERTS: Here is another copy.
M5. KIEHN:. Wait, we got to put this
thing on it.
MR WSNER Wiy don't you just do a new
one.
M5. KIEHN: Al right.
(Exhibit No. 31 was remarked for
identification.)
THE WTNESS: Just put this in the --
over here, okay.
BY Ms. KI EHN:
Q If you can turn to page 314.
A kay.

Q At the top, I'"'mgoing to read sone

ol kow Technol ogi es, I nc. Page 409




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

testinony into the record.

"Q Dr. Heydorn, you've answered a

nunber of questions regardi ng sone
pati ents 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
unbl i nded, do you?

"A No, | do not.

"Q To the extent in your
testinony you referred to, quote,
unbl i nded patients, you don't
actually know that those patients
wer e unbl i nded, correct?

"A No, | do not.

"Q To the extent you adopted
M. Baum s use of the term
‘unblinded patients,' you also don't
know t hat those patients were in
fact unblinded. Correct?

"A No, | do not."

Do you see that?
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1 A | do.

2 Q |''mgoing to hand you what we are narKking
3 as Exhibit 32.

4 (Exhibit No. 32 was marked for

5 identification.)

6 BY MS. KI EHN:

7 Q Exhibit 32 are excerpts fromthe

8 deposition of Charles Flicker.

9 Do you recall M. Wsner show ng you

10 sone excerpts fromM. Flicker's deposition earlier

11 today?

12 A | do.

13 Q Pl ease turn to page 203. Starting at
14 line 12, I'"'mgoing to read sone testinony in:
15 "Q You don't think that the blind
16 was unm st akably violated for these
17 nine patients?

18 "A. No.

19 "MR. ROBERTS: (Objection.

20 "BY MR BAUM You don't think that
21 the blind was conprom sed for these
22 ni ne patients?

23 "MR. ROBERTS: nbjection. He

24 testified he doesn't recall the
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di spensing error.

"THE WTNESS: | think it was
potentially conpromsed. It seens
to ne perfectly possible that none
of those nine patients had any hint
what soever of what their treatnent
group was.

"Q But the investigators knew,
ri ght?

"MR ROBERTS: (bjection.

M scharacterizes testinony, no
f oundat i on.

"THE WTNESS: | don't know. "
Do you see that?

A | do.

Q So these two Forest w tnesses have
testified under oath they do not in fact know whet her
the patients were unblinded, correct?

A Correct.

Q And you testified earlier that on page 63
of the study report, all nine patients -- strike
t hat .

You testified earlier that on page 63 of

the study report, the report suggested all nine
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1 patients received pink tablets.

2 Do you renenber that?
3 A | -- | stated that?
4 Q Yeah, we can go -- do you want to go back

5 and | ook?

6 A Yes.

7 Q Ckay. Exhibit 8.

8 A | don't -- | tried to keep track of these
9 things.

10 MR WSNER It's one of the thicker

11  ones. If that helps. | don't know.

12 THE WTNESS: It nust have gotten

13  m splaced sonmehow.

14 MR WSNER It's right there

15 (i ndicating).

16 THE WTNESS: GCh. Ckay. Sorry.

17 Ckay, |'ve got it.

18 BY MS. KI EHN:

19 Q Ckay. Page 63. So this is the MD18

20  study report.

21 A Ckay.

22 Q So M. Wsner had directed you to the

23 |l anguage that stated: "N ne patients -- | won't read
24 the nunbers in -- "were mstakenly di spensed one week
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1 of nedication with potentially unblinding
2 information," open paren, "tablets had an incorrect

3 color coating," close paren.

4 Do you see that?
5 A Yes.
6 Q And under questioning, you had testified

7 that that | anguage suggested to you that all nine

8 patients received pink tablets; is that correct?

9 A | -- 1 may have. | gquess | -- |

10 m sunderstood fromthis statenent that -- | had

11 thought fromwhat | was told that the -- the

12 i ncorrect color coating applied to the active

13 nedication and not to the -- and not to the placebo

14 medi cati on.

15 | s that incorrect.

16 M5. KIEHN: Do you m nd ny answering

17 or -- | think the docunents you' ve been shown --

18 MR. WSNER: Honestly, | don't think you

19 can answer that because | don't know if there is an
20  answer to the question, so --

21 M5. KIEHN: | think there is an answer.
22 MR WSNER But | don't think it's

23 correct.

24 BY MS. KI EHN:
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Q Do you recall that Dr. Tiseo's facts
described the tablets as the active drug had been
m st akenly packaged?

A Yes.

Q Do you recall that?

A Yes.

Q Ckay.

A But this says that -- that all tab- --
the tablets had an incorrect color coating. It sort
of inplies that -- that all nine patients had tabl et

with an incorrect color coating.

Q It's possible because that's correct --
incorrect; is that right?

A | mean, if -- if sone of the patients
had -- had the correctly packaged pl acebo, then it -
then it wouldn't have been all nine patients. But
that's --

Q Ckay. |I'mgoing to hand you what we are
mar ki ng as Exhi bit 33.

(Exhibit No. 33 was marked for
identification.)
BY MS. KI EHN:
Q So Exhibit 33 is an e-nmail from Andrew

Friedman to G egory Dubitsky.

S
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1 Do you see that?
2 A Yes.
3 Q And you are in the cc line; is that

4 correct? You see it?

5 A Yes. Yes.

6 Q And the date is July 26, 2004, correct?
7 A Correct.

8 Q And Andrew Friedman wites: "Dear

9 Dr. Dubitsky: Attached please find the requested

10 information. | wll submt the official response
11 along with a cover letter tonorrow, however, | wanted
12 to get it to you as soon as possible. [|f you have

13 any further questions or comments, please do not
14 hesitate to contact ne."
15 | f you | ook down bel ow, the e-mail he was

16 responding to was from Dr. Dubitsky sent on July 17,

17 2004.

18 Do you see that.

19 A Yes.

20 Q And you are cc'd again, correct?

21 A Yes, | am

22 Q And Dr. Dubitsky wites: "Hello,

23 Dr. Friedman. | amthe FDA nedical officer review ng

24 your May 4, 2004 subm ssion which included the
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1 protocols and study reports for studies C T-MD 18 and

2 94404. There are a few additional pieces of

3 information | need to request fromyou."

4 Do you see that?

5 A | do.

6 Q | f you turn to nunber 3 on the next page,

7 Dr. Dubitsky wites: "The study report for C T-MD 18
8 discusses nine patients who possibly becane unbli nded
9 during treatnent. Please provide a breakdown of
10 these patients by treatnent group as well as the
11 breakdown of protocol violators in this trial by

12 group and type of violation as for 94404."

13 Do you see that?

14 A | do.

15 Q Do you recall this e-mail chain?

16 A Unfortunately, no.

17 Q | f you can turn to page 9, please.

18 A Ckay.

19 Q So at the top under FDA Request No. 3,

20 this repeats what Dr. Dubitsky had included in his

21 e-mail .
22 And then bel ow, Forest's Response No. 3
23 indicates: "The breakdown of patients who possibly

24 pecane unblinded during treatnent is provided in
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panel 7.
And if you | ook at that table there, do

you see that there were five patients in the active

cital opram group and four in the placebo group?

A Yes.

Q And do you see a note there for Patient
505, that that patient did not receive study
medi cati on?

A Correct.

Q So woul d this suggest that in fact only
four patients received pink tablets.

A And so the -- the placebo patients in
this -- in this panel received the -- the placebo
preparation which was given to all patients in the
trial with no markings on it whatsoever?

Q Correct. As far as we know.

MR WSNER (bjection. Mve to strike
that as testinony by the attorney. [It's not
est abl i shed, Doctor.

You can ask your question.

THE WTNESS: | nean this is why | said
earlier that -- that | don't -- | don't think we know
here whet her or not there was -- and to what extent

there was unbl i ndi ng.
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Al I --all I was saying is that nmy --
nmy preference as -- as an FDA revi ewer woul d have
been that -- that sone nore of this information woul d

have been provided in the supplenent, rather than
just saying that -- inplying that there was a -- that
the placebo and the active tablets could be
di stingui shed on the basis of color. It appears that
It was nore than just color. That it was the actual
comrercial formulation of -- of Celexa that was
provi ded to patients.

| nmean, it's possible -- it's possible --
well, | don't -- |I'd have to | ook at the excl usion
criteria for the study. It's unlikely actually that
the patients, that these patients would have -- woul d
have had prior exposure to -- to Cel exa.

|"mjust saying that -- that in general,
| think FDA would provide to have -- to have all the

i nformation that a sponsor has about the conduct of a

trial in making its judgnent. | don't think it would
have made any difference in this case, but -- that's
all 1'm sayi ng.

BY MS. Kl EHN:
Q Ckay. And you said you don't think it

woul d have made any difference in this case, correct?
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A Well, again, that -- that has to do
Wwth-- with the -- with the fact that we did the
sensitivity analysis, and with the reduced power, the
P-val ue noved up, but it -- it didn't -- | don't
think it had a material effect on the overal
j udgnment about that being a positive study. That's
just ny view

Q One noment .

|'"'mgoing to hand you what is -- we are
mar ki ng as Exhi bit 34.
(Exhibit No. 34 was marked for
identification.)
BY Ms. KI EHN:

Q Now, earlier M. Wsner showed you
Exhi bit 15, which was an e-mail with an attachnent.
This is the sane e-mail but with the e-mails that
came after it in the chain.

So if you |look at page 2, the e-mail from
Joan Barton sent Decenber 6, 2000, that was the
e-mail that M. Wsner showed you earlier.
Does that | ook famliar?
A Yes.
Q So | would like you to take a | ook at the

e-mai |l just above, which if you | ook at the bottom of
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1 page 1 is an e-mail fromJane Wi to John Barton, cc
2 Joan Howard, Janes Jin, Paul Tiseo, Charles Flicker,

3 Carl os Cobl es and Edward Lakat os dated Decenber 8,

4 2000.

S Do you see that?

6 A | do.

7 Q And M. Wsner represented to you earlier

8 that Jane Wi was one of the senior statisticians on

9 the MD 18 study.

10 Do you recall that?

11 A | vaguely recall that.

12 Q So if you flip the page, Jane wites:
13 "Joan" -- and let ne just step back a m nute and

14 refresh you that Joan's original e-mail was asking
15 whether the issue with the packaging would alter the
16 total nunber of child or adol escent patients to be
17 random zed.

18 So Jane responds: "I don't think this

19 should alter the total nunber of patients to be

20 random zed in either group, but if we could enroll a
21 few nore patients without jeopardizing the tineline,
22 it is not going to hurt us. By the intent to treat
23 principle, we have to include themin the anal yses

24 anyway."
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Do you see that?

A | do.

Q So the senior statistician on MD-18 is
indicating here that the prinmary efficacy anal ysis
wi |l be conducted consistent with the study protocol,
correct?

MR WSNER (Objection. Msstates the
docunent .

THE WTNESS: Well, that -- that's why
| -- | asked earlier if -- if there was any act ual
change in the analysis plan, and it doesn't sound
li ke there was. Because the analysis that was in the
study report included the original -- included al
patients. That was ny i npression.
BY MS. KI EHN:

Q And Jane sent this e-nmail before Forest
had the results of MD- 18, correct? Decenber 20007?

A Yes.

Q Dr. Laughren, when you were at the FDA,
were you involved in the review and approval of
package inserts?

A Yes.

Q What's the purpose of an FDA review of a

package insert?

ol kow Technol ogi es, I nc. Page 422




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

A To make sure that the information is --
I's, nunber one, accurate and conpl ete enough to
I nform prescri bers about the appropriate use of a --
of a product.

Q | s one purpose al so to nmake a
determ nation that the |abel is not fal se or
m sl eading in any particul ar --

A Well, that is the under- -- |I'msorry,
that is the underlying principle behind our review of
| abeling, to make sure that it's not fal se and
m sl eadi ng, but as part of that, we | ook at things
i ke whether or not it's conpl ete enough, whether or
not it -- it's accurate, it provides accurate
i nformati on, and, you know, allows prescribers to
appropriately use a product. But false and
m sl eading is the underlying principle comng from
the | aw.

Q And we tal ked about earlier Lexapro was
FDA approved for adol escent depression in March 2009,
correct?

A That sounds right.

Q And you were involved in the decision to
approve Lexapro for adol escent depression, correct?

A That's correct.
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Q Were you also involved in the review and

approval of the Lexapro package insert?

A Yes.
Q All right. [I'mgoing to hand you what we
are marki ng as defendant's -- or just Exhibit 35.

(Exhibit No. 35 was narked for
identification.)
BY Ms. KI EHN:

Q So |I'm handi ng you the Lexapro package
insert, which | wll represent to you was printed off
of the FDA's website and has a date of 2012.

Do you recogni ze this?

A It -- it looks Iike the Lexapro package
I nsert.

Q I f you can please turn to --

MR. WSNER Hey, Kristin

M5. KIEHN: Yes, sir.

MR. WSNER: This has a bunch of m ssing
dates on it and stuff. |Is this a draft package
I nsert?

M5. KIEHN: This is printed off the FDA
website, correct?

MR. ROBERTS: Yeah.

MR WSNER  You understand that the --
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the final package insert is actually created by the
sponsor, not FDA.

M5. KIEHN: But do you understand that
t he approved package inserts are all on the FDA
websi te?

MR. WSNER | understand, but this isn't
the actual package insert. This is the FDA s
approval of the package insert.

M5. KIEHN: Are you suggesting that the
actual one differs fromthis?

MR WSNER | hope it's not different.
You guys will be in trouble if it is. But | just
want to point out that this isn't the actual package
insert. |'mnot saying that the substance is in any
way different. There are dates here, for exanple,
that need to be filled in.

If you | ook at the back, it has --

THE W TNESS:. Yeah.

MR. WSNER -- a copyright of 20XX --

THE W TNESS: Right.

MR. WSNER: -- Forest Laboratories. The
final page. And on the front it has recent nmajor
changes and it has nonth/ nonth, year/year/year/year.

| don't think substantively it makes a difference,
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but to keep the record clear.

M5. KIEHN: Onh, you only have one --
wel |, | happen to have a copy of the package insert
dated 2009 printed off of the FDA website. However,
| only have one copy.

MR. W SNER:  Ckay.

M5. KIEHN: So we wll mark that as --

MR, WSNER  36.

M5. KIEHN. -- Exhibit 36 in response to
M. Wsner's objection. Let ne |ocate the
rel evant --

MR WSNER Don't -- don't wite on it.

M5. KIEHN: Can | cone over?

MR WSNER Sorry, can | just look at it
two seconds before you hand it to the wtness?

M5. KIEHN: Yeah, | think we just have to
both cone over. You want -- can we go off the
record?

MR. WSNER: Let's go off the record.

THE VI DEOGRAPHER: The tinme is 5:55. W
will go off of the video record.

(Recess.)

(Exhibit No. 36 to be subsequently

mar ked for identification.)
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1 THE VI DEOGRAPHER: The tinme is 5:59.

2 Back on the video record.

3 BY MS. KI EHN:

4 Q Dr. Laughren, if you can | ook at page 21
5 of Exhibit 35. | think you' re there already,

6 correct?

7 A Yes, |I'mthere.

8 Q You see the section titled "14, Cinical

9 Studies; 14.1, Mjor Depressive D sorder"?

10 A | do.

11 Q And then the headi ng "Adol escents"?
12 A | do.

13 Q | direct your attention to the second

14 par agraph, which I'"'mgoing to read into the record.
15 "The efficacy of Lexapro in the acute

16 treatnent of mmjor depressive disorder in adol escents
17 was established in part on the basis of extrapol ation
18 fromthe eight-week flexible-dose, placebo-controlled
19 study with racemc citalopram 20 to 40 mlligrans

20 per day. In this outpatient study in children and

21  adol escents, 7 to 17 years of age, who net DSM IV

22 criteria for nmmjor depressive disorder, cital opram

23 treatnent showed statistically significant greater

24 mean i nprovenent from baseline conpared to placebo on
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the CDRS-R.  The positive results fromthis trial

| argely canme fromthe adol escent subgroup."”
Do you see that?

A | do.

Q You were involved in the approval of that

| anguage, correct?

A That's correct.

Q So you determ ned that that |anguage is

neither false nor msleading; is that correct?

A That's true.
Q s that still your view today?

A Yes.

Q You concl uded that Study MD 18 was a

positive study, correct?

A That's correct.

Q Does that remain your view?

A It does.

Q I n your opinion, the decision as to

whet her an efficacy study is a positive or

negative

study a decision that is appropriately made by the

FDA?

A | do.

Q That's the role of the FDA right?

A That is our job, to ook at the data in
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support of a -- of a new claimand then nake a
j udgnent about that.

Q Because if it's a close call, the
deci si on should be made by the scientific experts at
the FDA and not by plaintiff's attorneys and juries;
Is that correct?

MR WSNER (bjection. Move to strike
as argunentative and m sstates the facts.

THE WTNESS: It -- it's true that --
that basically the law, |I believe, gives FDA
authority to make those judgnents.

BY MS. KI EHN:

Q And that's proper because the FDA has the
scientific expertise to do so; is that correct?

A Right. Correct.

Q Wuld it be fair to say that protocol
violations are relatively common in a clinical study?

A They are.

Q I n your experience, does a protocol
violation automatically invalidate the results of a
study?

A No.

Q That woul d depend on the nature of the

prot ocol violation, correct?
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1 A It -- it would depend on -- on the nature
2 of the protocol -- the protocol violation, but as you
3 point out, it would be very difficult to find a

4 clinical trial that did not have sone protocol

5 violations.

6 Q In the opinion -- sorry, in the opinion

7 of the FDA, was CI T-MD- 18 a doubl e-blind, random zed,
8 placebo-controlled study?

9 MR WSNER bjection. This wtness

10 does not speak for the FDA.

11 THE WTNESS: Wen | was at FDA, it was

12 my judgnent that it net those criteria.

13 BY MS. KI EHN:

14 Q Was it al so your judgnent that CIT-MD 18
15 was an adequate and well controlled study?

16 A That was ny judgnent at the tinme, yes.

17 Q Do you continue to believe that MD 18 was
18 a doubl e-blind, random zed, placebo-controlled study,
19 notw thstanding anything plaintiff's counsel has

20 shown you today?

21 A | continue to believe that -- that

22 overall it still met those criteria.

23 Q One nonent.

24 When you reviewed the study report with
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M. Wsner, you saw that Forest provided the primry
efficacy analysis that included the all egedly
unbl i nded patients and the post hoc secondary
anal ysis that excluded those patients, correct?
A That's correct.
Q So FDA had both of those anal yses in
front of it when the agency was review ng the
appl i cation.
A That's true.
Q So the FDA was fully aware that excluding
the all egedly unblinded patients, that the P-value on
the primary efficacy analysis changed fromO0.038 to
0. 052, correct?
A That's correct.
Q "' mgoing to hand you what we're marking
as Exhibit 37.
MS. KIEHN: 367
(A discussion was held off the record.)
(Exhibit No. 37 was marked for
identification.)
MR WSNER This is Exhibit 37?
M5. KIEHN: Correct.

BY Ms. KI EHN

Q Dr. Laughren, |'m handi ng you what's been
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mar ked as Exhi bit 37.

A Ckay.

Q That's the new docunent we just handed
you.

A Right. 1 don't have a 36, so that's --

Q s that -- that's not 37 that she just

handed you?
A This is 37.
Ckay. So you have that before you?
A | do have 37 before ne, correct.

MR. WSNER: And just for the record,
Exhibit, | think, 36 --

M5. KIEHN. -- was the 2009 Lexapro
package insert.

MR. WSNER: GOkay. And | believe you're
going to -- we agreed off canera, but we agreed that
you are going to submt a clean copy of that for the
court reporter, correct?

M5. KIEHN: Correct.

MR. W SNER:  Ckay.

THE W TNESS: Okay. Got you.

BY MS. KI EHN:
Q Exhibit 37 is excerpts froma deposition

of Janmes Jin, Ph.D. Do you see that at the very
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bot t ont?
A Yes.

Q The date is October 21st, 2016. Do you

see that?
A | do.
Q | wll represent to you that M. -- or

Dr. Jin was one of the statisticians on Study MD 18.

|f you turn to page 464.

A Ckay.
Q |"mgoing to read into the record at the
very top:

"Q M. Jin, do you personally
know whet her all of the nine
patients received pink pills?

"A Not personally."

Skip down to line 15:

"Q In your opinion, did any
protocol violations in MD 18 inpact

the validity of your statistical

anal yses?
"A | think the study result's
still valid.

"Q I n your opinion, did any

protocol violations in MD 18 inpact
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1 the validity of the study's positive
2 results in the primary efficacy

3 anal ysi s?

4 A No. "

3) Turni ng the page to page 465:

6 "Q Do you personally know whet her
7 the nine patients were actually

8 unbl i nded?

9 A No.

10 "Q Assum ng they were unbli nded,
11 woul d that change how you conduct ed
12 the primary efficacy anal ysis?

13 A No. The ITT is still [ITT.

14 "Q Assum ng that they were

15 unbl i nded, woul d that change the

16 result of the primary efficacy

17 anal ysi s?

18 "A | TT anal ysis result woul d not
19 be changed.

20 "Q The study would still be

21 positive froma statistica

22 st andpoi nt ?

23 "A The primary anal ysis, yes.

24 MM hmm
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1 "Q Do you have any concerns that

2 MD- 18 was anal yzed incorrectly from

3 a statistical standpoint?

4 A No.

5 "Q Do you have any doubt t hat

6 MD-18 was a positive study?

7 A No. "

8 You woul d agree with Dr. Jin's testinony,

9 wouldn't you?

10 A | -- | largely agree with it. The one

11 difference that | just want to point out that -- just
12 to enphasize that the way you explored the question
13  of whether or not the primary analysis woul d have

14 been i npacted by the potentially unblinded patients
15 was to do the exploratory analysis and see what

16 effect that had on the P-value. And in ny view, that
17 basically confirnmed the inpression that it did not

18 have a mmjor inpact on the -- on the primary

19 analysis. So...

20 Q | believe you testified earlier that

21 Study 94404 had sone problens. Do you renenber that?
22 A If -- if | recall correctly, the

23 responder analysis in 94404 showed that the responder

24  rate in the two groups, in placebo and drug, was
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approxi mately 60 percent, which is extraordinarily
high for a response rate in a -- in a depression
trial.

And there's a |l ot of data now | ooki ng
at -- at the ability of a depression trial to
di stingui sh drug from pl acebo being essentially
inverse related to the response rate. And when you
get up around 60 percent, you're -- you're getting
close to the ceiling, and a study |like that has very
little chance of distinguishing drug from pl acebo.

So | think fromthat standpoint, it
rai ses questions about the assay sensitivity of
94404. That was really ny major concern about that
st udy.

Q Are you aware of any other issues with

the study, wth either the design or the conduct of

the study?
A | -- off the top of ny head, no. The
design was -- was appropriate reasonably. The dose

was what it should have been. And it's been a |ong

tinme since | |ooked at that in detail, but that is
the one feature of that study that -- that always
stood out in ny mnd. In fact, |I think the rem ssion

rate was close to 50 percent in both groups. You
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know, again, very unusual for a depression study.
Q In your opinion, are SSRIs effective in
treating pediatric depression?
A The -- the answer is yes. O course,

only two SSRIs are approved for the treatnent of

pediatric depression. But |I -- 1 -- | think that the
data that we have in -- in principle supports that
concl usion. Again, we only have -- we only have
positive data for -- for two of them Well, for

three if you include Cel exa and Lexapro as different
dr ugs.
Q You testified a few mnutes ago -- strike

t hat .

A few m nutes ago, you agreed with
M. Wsner that there was not sufficient evidence to
definitively conclude that either Celexa or Lexapro
were definitively effective in pediatric popul ations
prior to 2009.

Do you recall that?

MR. W SNER:  (bjection.

THE WTNESS: |'msorry. Repeat the
guesti on.
BY Ms. KI EHN

Q So M. Wsner asked you if you agreed
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1 wththis statenent, and you did: That there was not
2 sufficient evidence to definitely conclude that

3 either Celexa or Lexapro were definitively effective
4 in pediatric popul ati ons.

5 MR. W SNER: (bjection.

6 BY MS. KI EHN:

7 Q Do you recall that?
8 A | -- | do.
9 Q Does that nmean that neither drug was

10 effective in pediatric patients prior to 2009?

11 A No, it doesn't nean that. It neans that
12 there is not sufficient evidence to reach a

13 conclusion that they are effective. It doesn't --

14  you know, the absence of evidence is not evidence of
15  absence.

16 And as | -- as | said -- | believe I said
17 this in ny testinony, that it would not be

18 unreasonable for a thoughtful clinician to use either
19 one in treating pediatric depression based on

20 clinical judgnent. But there was not enough

21 evidence -- there was not sufficient evidence for FDA
22 to reach a conclusion, a positive conclusion that

23 either drug was effective in pediatric depression.

24 Q And to your know edge, were psychiatrists
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prescri bing Cel exa and Lexapro for pediatric
patients --

MR. WSNER: Objection --

BY MS. KI EHN:

Q -- before 20097

MR. WSNER  (bjection. Lacks
f oundat i on.

THE WTNESS: It -- it's -- you know, |
don't -- | don't have prescribing data to rely on in
maki ng the statenent, but it certainly was ny
I npression that they were both being prescribed.

BY MS. KI EHN:

Q So in your opinion, there is evidence
supporting the efficacy of both Cel exa and Lexapro in
the treatnment of pediatric depression; is that
correct?

MR WSNER  (bjection.

THE WTNESS: Let -- let ne -- let ne
rephrase that in a way that's acceptable to ne.

There -- you know, based on FDA' s review,
there is evidence that Lexapro is effective in
treating pediatric depression. | think, you know,
based on back extrapol ation, one could |ikely reach

t he same conclusion for Celexa, but in fairness, FDA
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has not been asked to, nor have they | ooked at that
guesti on.
BY Ms. KI EHN:

Q But | believe you testified earlier that
MD- 18 was evi dence of efficacy for citalopramin
pedi atric depression; is that correct?

A As -- as a standal one study, it
provided -- it didn't provide -- on its own, it
didn't provide evidence of the effectiveness of
Celexa in treating pediatric depression. Wat | --
what | -- based on what we had back in 2002, and
obviously that's reflected in FDA' s decision not to
approve the suppl enent.

Q It didn't provide evidence of
ef fectiveness sufficient for FDA approval, correct?

A Correct.

Q But the MD- 18 study itself does provide
sone evidence of efficacy for Celexa in the treatnent
of pediatric depression, correct?

MR. WSNER: | renew ny objection

THE WTNESS:. It -- it's -- it's a
positive study in that population. And again, | --
innmy -- and again, I"'mnot -- I'mnot at FDA

anynore. In ny judgnent, it's not unreasonable for a
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1 clinician to take sone reassurance fromthat study in
2 maki ng a decision to -- to use it in pediatric

3 depression. But that's a different question than,

4 you know, whether or not there is sufficient evidence
5 for aregulatory body like FDA to reach that

6 concl usion.

7 BY MS. KIEHN:

8 Q |s there anything that plaintiff's

9 counsel has shown you or said to you today that has
10 caused you to doubt any prior decision you nade about

11  Celexa or Lexapro while you were at the FDA?

12 A No.
13 M5. KIEHN:  Not hing further.
14 FURTHER EXAM NATI ON BY COUNSEL FOR PLAI NTI FFS

15 BY MR W SNER:

16 Q Doctor, a few foll ow up questions. Let's
17 start off where you ended off on

18 cross-exam nation/redirect.

19 There has actually never been a positive
20 study for Lexapro in children under 12, correct?

21 A That's correct.

22 Q In fact, it was studied in MD>-15 and it
23 was negative, right?

24 M5. KIEHN:  Obj ection.
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1 THE WTNESS: MDD 15 was -- was a negative
2  study.

3 BY MR W SNER

4 Q So you woul d agree that even at where we
5 stand here today, there is insufficient evidence to
6 conclude that Lexapro is effective in pediatric

7 pati ents bel ow 12 years ol d.

8 A That's correct.
9 Q And you would agree with nme that when a
10 patient is going -- is getting ol der, between 12 and

11  as they're reaching their adol escence, their body

12 changes, right?

13 A That's correct.

14 Q They go through puberty.

15 A Yes.

16 Q And one of the explanations as to why

17  there mght be a difference between children under 12
18 and adol escents over 12 in the results of depression
19 or the treatnent of depression is that depression

20 mani fests itself differently in children the way it

21 does i n adol escents?

22 A |t does have --
23 M5. KIEHN: nj ection.
24 THE W TNESS: It does have a different
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phenonenol ogy in children conpared to adol escents and
adul ts.
BY MR W SNER

Q Now, let's go back to Exhibit 8 briefly.
It's the final study report.

Hopefully, it's not too far buried in
there. |It's probably in that pile (indicating).

A No, I got it right here.
Q Ch, you got it? Ckay, great.

On page 63, you recall that defense
counsel, Ms. Kiehn, asked you some questions
regarding the first sentence in the second paragraph
t her e?

A Yes.

Q And it reads that: "N ne patients," and
It lists the patient nunbers, "were m stakenly
di spensed one week of nedication with potentially
unbl i nding i nformation.™

Do you see that?

A | do.

Q Now, there was sone back and forth about
whet her or not patients in the placebo arm got the
wrongly colored pills.

Do you recall that?
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A | do.

Q You woul d agree that, at |east the way
it'"s witten here, it suggests that that in fact
happened.

M5. KIEHN: oj ection.

THE WTNESS: | -- which -- which
happened?

BY MR W SNER

Q |"'msorry. The way it's witten here, it
does sure look |like that all nine patients received
the wongly colored pill.

M5. KIEHN:  Qbj ection.

THE WTNESS: Um that -- that's the way
| interpreted it when | -- when you showed it to ne
previously.

BY MR W SNER

Q And if in fact that wasn't the case, this
woul d just be another exanple of the final study
report being inaccurate.

A well, it --

M5. KIEHN: Qnj ection.

THE WTNESS: | don't -- | wouldn't --
woul d characterize it nore the way that the

characterization that you've used throughout the day
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1 isinartfully witten. Howis that?

2 BY MR W SNER:

3 Q Ckay. That worKks.

4 Turn your attention to page 30 -- I'm

5 sorry, Exhibit 33. It's probably over there in that

6 pile. It's one of the defendant's exhibits.
7 A Yes.
8 Q kay. This is an e-mail exchange from

9 Gregory Dubitsky at the FDA wth people at Forest.
10 Do you see that?

11 A | -- 1 do.

12 Q And in this e-mail exchange in July of

13 2004, it appears that G egory Dubitsky is asking for

14 clarification about the nature of the unblinding;

15 isn't that true?
16 A Yes.
17 Q Now, to be clear, this is dated July 17,

18 2004, right?

19 A Correct.

20 Q So this is -- this is long after your
21 menorandum and review of MD-18, correct?

22 A Correct.

23 Q And if you actually look at the answer,

24 jt's on page 9 of 11 in the attachnment --

ol kow Technol ogi es, Inc. Page 445




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

A Yes, | have that.

Q -- Forest provides a response to the
I nquiry, right?

A Correct.

Q Nowhere in that response does Forest
state that the blind was unm stakenly viol at ed.
Correct?

A There's sinply -- to ny understanding, in
that panel, sinply providing the distribution of
treatnment assignnent, you know, for those -- for
t hose ni ne patients.

Q This sure woul d have been a great point
at which Forest could have discl osed what happened
with those unblinded patients since the FDA is
specifically asking about it.

M5. KIEHN: Objection. Msstates the

docunent .

THE WTNESS: | -- | -- again, ny view
that |'ve expressed throughout the day is -- is in
general, I think -- I think it's -- it's appropriate

for drug conpanies to provide as conplete informtion
as they can about what actually happened in the
conduct of a study.

BY MR W SNER
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Q | agree, Doctor, and |I'mjust saying this
I's yet another exanple where Forest had an
opportunity to do that with regards to these
unbl i nded pati ents.

A Let me -- let ne read the question that

t he FDA asked.

Q Sur e.
A (Perusi ng docunent.)
| mean technically it's -- it's answering

the question that was asked. But, again, ny -- ny
view was -- was that nore conplete information on the
potential unblinding could have been provided in

the -- in the original supplenent.

Q Now, Doctor, you agree that scientific
debat e about science is an inportant part of the
scientific process.

M5. KIEHN:  Qbj ection.

THE WTNESS: In general, | -- | have to
support debate in science, yes.
BY MR W SNER

Q And you woul d agree that the FDA is not
the final authority when it conmes to whether or not a
drug is effective or not, correct?

M5. KIEHN:  Obj ection.
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1 THE W TNESS:. Congress has gi ven FDA
2 | egal authority to nmake that judgnent.

3 BY MR W SNER

4 Q But it's not the final authority, right?
5 M5. KIEHN: oj ection.
6 THE WTNESS: Well, it's -- FDA is the

7 final authority fromthe standpoint of whether or not
8 a product can be marketed and pronoted for a

9 particul ar indication.

10 BY MR W SNER:

11 Q Now, you have -- are you famliar with

12 the -- the sort of |andmark Suprene Court deci sion

13 Weth v. Levine?

14 A You -- | nmean | -- |'ve heard that.
15  You'll have -- you wll have to fill nme in.
16 Q Do you understand that the U S. Suprene

17 Court has held that the content of the |abeling, the
18 final responsibility rests with the drug manufacturer
19 at all tinmes? Do you understand that?

20 M5. KIEHN: Qbjection. M scharacterizes
21 the decision.

22 THE WTNESS: | -- | think, you know,

23  conpani es have an obligation to wite a proposed

24 | abeling that -- you know, that is consistent with
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1 the avail able data about a drug. But FDA has the

2 final authority over -- over whether or not that

3 proposed | abeling is acceptable.

4 BY MR W SNER:

5 Q Absol utely. However, a drug

6 manufacturer, they wite the | abel, right?

7 M5. KIEHN:  Qbj ection.

8 THE WTNESS: Well, it -- it -- it

9 depends. FDA, when a drug is first approved, has a
10 | ot to do, probably nore than nost peopl e understand,
11 about the actual |anguage that goes into a | abel.

12 There's extensive editing typically of a -- of a

13  proposed | abeling that cones with part of the NDA

14 BY MR W SNER

15 Q Now, isn't it true, Doctor, that if there
16 is a falsehood or m srepresentation in the |abeling,
17 it's the drug manufacturer's responsibility, not the
18 FDA' s?

19 M5. KIEHN:  Qbj ection.

20 THE WTNESS: | -- | think -- again, and

21 this cones right out of the law, the expectation is
22 that conpanies wll propose |labeling that's not false
23 and m sl eadi ng.

24 BY MR W SNER:
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Q But when it is, the responsibility lies
with the manufacturer, not the FDA, right?

M5. KIEHN: Qnj ection.

THE WTNESS: | -- | think both share
responsi bility for -- for, you know, making judgnents
about -- because it's not a -- it's not a black and

white issue whether or not it's false or m sl eading.
You know, it's the kind of thing that is -- is
subj ect to debate.
BY MR W SNER:
Q It's sort of |ike a disputed issue of
fact, right?
M5. KIEHN: nj ection.
THE WTNESS: It -- it's -- it's a
di sput e about how you interpret particular findings.
BY MR W SNER
Q Are you aware that the U S. Suprene Court
has held that | awsuits which challenge | abeling or
di g deeper into internal docunents, kind of |ike
we' ve done today, actually help the FDAwith its
m ssion of ensuring that drugs are safe and
effective?
A | == 1 --

M5. KIEHN: Objection. M scharacterizes
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1 the decision.
2 THE WTNESS: | don't -- | don't question
3 that.

4 BY MR W SNER

5 Q |"mgoing to give you what |'ve marked as
6 Exhibit --

7 MR. WSNER: \What are we at here?

8 MS. KIEHN  38.

9 MR. ROBERTS: 38.

10 BY MR W SNER:

11 Q |"mgoing to mark this as Exhibit 37-A
12 Ckay? This is additional testinony by M. Jin.

13 Do you recall that defense counsel read

14 to you portions of Dr. Jin's testinony?

15 A Should this be marked as 37-A?
16 (Exhibit No. 37-A was marked for
17 identification.)

18 BY MR W SNER:

19 Q Thank you, Doctor.

20 So |'ve given you what has now actually
21 been marked as Exhibit 37-A. These are additional
22 excerpts of the deposition of James Jin.

23 Do you see that, Doctor?

24 A Yes.
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Q Al right. If you turn to page 181 --
wel |, before that, do you have Exhibit 37, the
exhibit that -- that counsel showed you?

A Here it is. Yeah. Yeah.

Q And you recall that she read portions of
this transcript starting on page 463. Do you see
t hat ?

A Yes.

Q And you see that actually the questions
that M. Jin was answering were in response to
Ms. Kiehn's questions.

Do you see that?

A | -- | see that, yes.

Q | wll represent to you that this
I nt erchange occurred after a break, do you understand
that, in the deposition.

A Ckay.

Q Ckay. Let's look at what Dr. Jin said
before that break. Ckay?

A Ckay.

Q So if you |l ook at page 181 in the
deposition transcript that |'ve handed you. It's
Exhi bit 37-A. Page 181, starting on line 8:

"Q Now, if you |look at the P-val ue
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over on the right m dway, you see

it's 0.527?

"A Yeah, | see that."

MS. KIEHN: 0. 052.

MR WSNER: Sorry. Did |1l say 0.52?
Good grief, sir.

THE WTNESS: You and | make the sane
m st ake.

MR WSNER | guess it's a conmmbn
typographical error. Let nme try this again. It's
getting | ate.

BY MR W SNER:
Q Al right.

"Q Now i f you | ook at the P-val ue

over on the right m dway, you see

it's 0.052.

"A Yeah, | see that.

"Q WAs that a statistically

significant outcone?

A Not .

"Q So it was negative, not in

favor of Celexa's efficacy, correct?

"MS. KIEHN: (Obj ection.

"THE WTNESS: Yeah, | think
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1 it's -- the P-value is not neet the

2 criteria for a 0.05."

3 Do you see that?

4 A | do.

5 Q Al right. And I will just represent to

6 you that M. Jin does not speak English particularly
7 well, so that's why sone of these -- the grammar

8 mght seema bit off. kay?

9 A Ckay.

10 Q Al right. Now, if we turn to the next
11  page, page 219, it -- starting on line 6, it says:
12 "Q So you don't care whether they

13 wer e unblinded or not?

14 "MS. KIEHN: (Qnjection.

15 "THE WTNESS: | cannot say |

16 don't care, but we just -- we have

17 to exactly follow the definition.

18 "MR. BAUM

19 "Q Wth the patients in, with

20 t he unblinded patients in, it

21 corrupted the data for the ITT

22 popul ation, didn't it?

23 "MS. KIEHN: (Obj ection.

24 "THE W TNESS: Has sone i npact,
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yeah. "

Do you see that?

A | do.

Q So it appears that M. Jin is conceding
that inclusion of these unblinded patients
potentially corrupted the data, didn't he?

M5. KIEHN:  Qbj ection.

THE WTNESS: That -- that is what he's
saying here, and -- and |'ve al ready expressed ny
slightly alternative view of that.

BY MR W SNER

Q | under st and.

A That the appropriate way to see whet her
or not those potentially unblinded patients had an
I npact on the -- the correct P-value for the study,
and | agree with himthere that the ITT is -- is the
dataset to use to generate the P-value for the trial,
but the sensitivity analysis is the way to determ ne
whet her or not there was a significant inpact on --
on the P-value. And -- and that was done, and in ny
judgnment, it didn't have a -- an inportant inpact.
So. ..

Q | appreciate your answer, Doctor. |I'm

j ust saying, according to M. Jin --

ol kow Technol ogi es, I nc. Page 455




Thomas Laughren, M D.

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

A Yes.
Q -- it corrupted the data?
A |"msorry. Yes.

M5. KIEHN: Qbjection. M scharacterizes
t he testinony.
BY MR W SNER
Q That's a "yes," Doctor?
A "' msorry?
Q That's a "yes," Doctor? I|'msorry, |
didn't hear it. She objected.
A | nmean in reading and interpreting his
answers here, he seens to be inplying that.
Q Ckay. He also testified earlier on
page 181, right, that he believed, as the
statistician conducting the analysis, the sensitivity
anal ysis that we were discussing, he believed that it
was negative, correct?
M5. KIEHN: Qnj ection.
THE WTNESS: |'m sorry.
BY MR W SNER
Q Sorry. On page 181, it's the first
portion that we read.
A Ch, okay.

Q Sorry.
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A Yes. That's correct, he does say that.

Q So you agree then that it appears that
Forest's lead statistician -- I'msorry, Forest's
statistician on MD-18 appears to have agreed that the
sensitivity analysis showed that the study was
negative; is that right?

M5. KIEHN:  Qbj ection.

THE WTNESS: | -- | don't -- | don't
interpret what he is saying that way. Again, | can't
know what was in his mnd when he was maki ng the
statenment, but the way | -- the way | read this is
that he's saying that technically a P-value of 0.052
does not neet the -- the standard, you know,
threshold of -- of 0.O05.

Again, innmy -- in ny judgnent, that's an
I ncorrect use of P-value. A sensitivity analysis
t hat has reduced power should not be held to that
same standard. That -- that's where we disagree.

BY MR W SNER:

Q | got you, and | -- | understand you
don't agree and we've covered that several tines.

| guess ny question to you, Doctor, is it
says here:

"Q So it was negative, not in
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favor of Celexa's efficacy,

correct ?"

And he responds:

“"Yeah. | think it's -- the P-val ue

is not neet the criteria for 0.05."

Do you see that?

A That -- that's what he says.
Q So he is saying it's negati ve.

M5. KIEHN:  Qbj ection.

THE W TNESS: Yes.

MR. WSNER: Ckay. No further questions.

FURTHER EXAM NATI ON BY COUNSEL FOR DEFENDANTS
BY Ms. KI EHN:
Q Dr. Laughren, does M. Jin actually say
that the data were correct?

MR WSNER It's on the next page,
Doct or .

THE WTNESS: Well, | nean, at the top of
this page, the question is: "That's corrupted data,
t hough, isn't it?"

And the witness says: "There is sone
data question, yeah, agreed. NMmhmm"

Sol don't -- | don't -- | don't know

quite how to interpret that -- that answer in
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response to that question.
BY M5. KI EHN:
Q But M. Jin never says the data was

corrupted, correct?

A He says there is sone data question.
Q He doesn't say it was corrupted.
A He does not -- he does not directly state

that the data are corrupt.

Q Do you believe that the data in MD 18
were corrupt?

A No. | -- 1 -- again, | believe the
correct P-value for that study is the 0.038, and |
believe it was proper to do the sensitivity analysis
to l ook to see whether or not there was any inpact of
the data that were potentially unblinded. And -- and

the answer fromthat analysis is that it did not have

a-- inny view, a substantial inpact, negative
i npact on -- on the analysis. And so that's just ny
j udgnent .

M5. KIEHN: One mnute. [|'mthinking.

MR. WSNER: People have famlies they
need to get hone to, Ms. Kiehn.
MR. ROBERTS: You're here till Sunday.

MR WSNER |'mnot tal king about ne.
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1 don't have a famly. |I'mtoo young of a |l awer for
2 that.

3 M5. KIEHN: No further questions.

4 MR. WSNER  Thank you, Doctor, for your
S tine.

6 THE W TNESS:. Thank you.

7 MR. WSNER: That concludes the

8 deposition.

9 M5. KIEHN:  Thanks, everybody.
10 MR &RIFFIN.  Thanks, all.
11 THE VI DEOGRAPHER: The tinme is 6:36 p. m

12 This is the end of disc No. 5 and the end of the
13 video deposition. W wll go off the video record.
14 (Si gnature having not been wai ved,

15 t he deposition of THOVAS LAUGHREN,

16 M D. was concluded at 6:36 p.m)

17
18
19
20
21
22
23

24
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4 that the witness whose testinony appears in the

5 foregoing deposition was duly sworn by ne; that the

6 testinony of said witness was taken by nme in
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8 ny direction; that said deposition is a true record

9 of the testinony given by said witness; that | am
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20 Notary Public in and for the
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