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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 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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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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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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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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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 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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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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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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"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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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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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 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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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
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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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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.
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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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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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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.
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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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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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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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