Case l:12—cv—0187€t%MFl-Pd<enEchgrnegt ]éal%j é:(’;l‘fd %2(527#}70'[%8@&1\% ZaPa%erlD #:6911

1
2
3
4

9
10

11
12

13
14
15
16
17
18
19
20
21
22

23

24

| N THE UNI TED STATES DI STRI CT COURT
FOR THE EASTERN DI STRI CT OF NEW YORK

| N RE: PROPECI A : Master File
( FI NASTERI DE) PRODUCTS :  No.
LI ABI LI TY LI TI GATI ON ©1:12-nd-02331
- BMC- PK
MDL No. 2331
Thi s Docunent Relates : Honorable
t o: ) Brian M
. Cogan
ALL CASES
Magi strate
Judge Peggy
Kuo

April 19, 2016

Confidential videotape
deposition of CYNTH A GROSSEL SI LBER,
M D., taken pursuant to notice, was held
at the law offices of Mdrgan, Lews &
Bocki us LLP, 1701 Market Street, 18th
Fl oor, Phil adel phia, Pennsyl vani a,
beginning at 8:14 a.m, on the above
date, before Kinberly A Cahill, a
Federal |y Approved Registered Merit
Reporter and Notary Publi c.

GOLKOW TECHNOLOAQ ES, | NC.
877.370.3377 ph| 917.591.5672
deps@ol kow. com
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that -- how did you learn howto
interpret this data? Were did you |learn
that skill?

A. | | earned how to | ook at
data from ny nedical training; and
specifically postmarketing data, |
| earned when | joined Merck. | was
trained by ny coll eagues i n managenent.

Q So to the extent that you
were eval uating data from an
epi dem ol ogi cal perspective, that was all
on-the-job training; correct?

A. | would not say that | was
eval uating data from an epi dem ol ogi c
perspecti ve.

Q What is a safety signal?

A. A safety signal is the
conbi nation of a product and an adverse
event that nmay represent an associ ation
bet ween the two or nay not.

Q In a given patient
popul ati on; correct?

A. Not necessarily.

Q Well, you have users of a
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particular drug. R ght?

A. Well, if that's your sense.
You can't have a conbination of an
adverse event with a drug w thout having
t he popul ati on defined as those people
who take the drug.

Q So you are in effect
studying the outconme of a particular drug
on a patient popul ation; correct?

( Pause.)
THE W TNESS: But that was

-- yes, but that was not the --

the extent of that work.
BY MR BECKER:

Q And that study of the
outcone of a drug on a patient popul ation
is the hall mark of epidemology, is it
not ?

MR HARRELL: Object to
form

THE WTNESS: | don't know
what the hall mark of epi dem ol ogy

| S.

BY MR BECKER:
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Q It's a form of epidem ol ogy;
correct?

A | don't know.

Q Do you know what

epi dem ol ogy is?

A. | can't give you a
definition.

Q As a nedi cal doctor, have

you ever heard the term epi dem ol ogy?

A. Yes, | have.

Q What ' s your under st andi ng of
that ternf

A. My under st andi ng of that

termis that it is the science of the
study of popul ati ons.

Q So let's go back to where we
started. If you didn't have any formal
training in epidemology, to the extent
you were studying a patient population at
Merck related to the use of Propecia, all
t hat knowl edge cane from on-the-job
training; correct?

A. No, not all that know edge

canme from on-the-job training.
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Q Where did you get it then

beyond - -

A. | - -

Q -- at Merck?

A. No, a ot of the know edge
that we use cones from our past nedical
t rai ni ng.

Q Li ke what ?

A. Li ke knowl edge about di sease

states, know edge about drug use,
knowl edge about nedi cal conditions.

Q But it's fair to say you
have no formal education in epidem ol ogy
or the study of patient popul ati ons;
correct?

MR HARRELL: (bject to
form
THE WTNESS: | do not have
a degree in epidem ol ogy.
BY MR BECKER:

Q Did you ever take any
courses in epidem ol ogy?

A. Yes, | did.

Q How many?
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A One.
Q How many credits?
A. It was in nedical school.

There are no credits in nedical school.

Q So |like a senester or a year
A. Uh- hum

Q -- Oor a quarter?

A Yes.

Q. Whi ch one?

A. | believe it was a senester.

Q So your fornmal education
regardi ng the study of epidem ology is
one senester of study for one class in

medi cal school: correct?

A. That is ny formal educati on.

Q Go back to your resune, if
you woul d.

A Yes.

Q Wll, let nme ask you a

gquestion about that: Because you have
relatively little formal education in
epi dem ol ogy, you understand that signals

can be calculated to a nunerical val ue;

ol kow Technol ogi es, I nc. Page:

33




Case l:12—cv—0187€C%MFI-Pd<enEchgrnegt ]éal%j é:(’;l‘fd %%27#}70,[%3@??\% ZaPa%erlD #: 6917

1

2

3

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

correct?
MR HARRELL: (bject to
form
THE W TNESS: Signals can be
calculated in different ways. It

depends upon the source of the

dat a.
BY MR. BECKER:
Q One of those is a nunerical

val ue; correct?

A. | -- | don't know to what
you're referring. | can't answer a
general question like that.

Q kay. |If -- you have an
under st andi ng, though, that signals can
be cal cul ated; correct?

A. Again, | don't know to what
type of data you're referring.

Q Well, when you're | ooking
for a particular safety signal, what are
you | ooki ng for?

A. We're | ooking for evidence
that the particul ar adverse event either

s related to the drug or is not.
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Q And how do you cal cul ate

that or how do you quantify it?

A. We do not necessarily
quantify it. It depends on the data
source.

Q Let's take Propecia, for
exanpl e.

A Uh- hum

Q kay? One of the adverse

events that's been alleged in this case
I s that sexual dysfunction can continue
after discontinuation of the drug.

You have an under st andi ng of
that; correct?

A. Yes.

Q So how woul d you quantify
whet her or not the data that Merck has in
i ts possession does or does not
denonstrate a safety signal?

MR HARRELL: (bject to
form

Go ahead.

THE WTNESS: If you are

asking for quantification, the
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place | would go woul d be the

clinical trial data.
BY MR BECKER:

Q What if you wanted to -- but
you can eval uate safety signals not just
based on clinical trial data. Right?

A. Yes, but it's nmuch nore
difficult to quantify and | thought
that's what we were discussing.

Q | am So |'m asking you, if
you were going to |l ook at a drug safety
profile over tinme, fromlaunch to today,
how woul d you quantify that?

A. | would go to the clinical
trial data.

Q And that's all you would
| ook at. You wouldn't |ook at any --

A. For quantification, that's
t he best data.

Q Wul d you defer -- you're
not claimng to be an epi dem ol ogi st;
correct?

A. | am not .

Q As a person -- you don't
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cl ai m your expertise is in epidem ol ogy;

correct?

A. Correct.

Q Wul d you defer to the
testinony of -- or to the findings of

epi dem ol ogi sts regardi ng safety signals
over your own?

A. | would work with an
epi dem ol ogi st on ny team

Q Ckay. But would you
ultimately defer to their cal cul ations
and conputati ons, quantifications over
your own?

A. | would need to see a
speci fic exanpl e.

Q Let's go back to your
resune. Directing you to bullet point
nunber 1 on page 7 under "Major
Responsi bilities at Merck Research
Laboratories,"” it says, "Signal detection
and safety surveillance for nmultiple
mar ket ed products and for products
currently in devel opnent."

Do you see that?
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A. Yes, | do.

Q My questions, by the way,
t hr oughout the deposition, unless |
di rect you otherwi se, are going to be
solely related to Propecia and Proscar.
Ckay?

A Yes.
Q Can we have that
under st andi ng?
A Yes.
Q kay.
What -- in terns of your

wor k on Propecia, what does bullet point
-- or nunber 1 reference or refer to?

A. Can you be a bit nore
specific?

Q Yeah, what did you do to,
guot e, ungquote, engage in signal
detection and safety surveillance for
Pr opeci a?

A. | participated in the
processes that we have at Merck that were
extant at the tinme for postnmarketing

signal detection and postnarketing data
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over si ght .
Q. And what does that nmean?
A. That nmeans that | was

responsi ble for the oversight of the

i nterpretation -- but not by nyself. |
was part of a teamthat oversaw the

i nterpretation of the postnarketing data
that Merck received from Propeci a.

Q So let's see if we have sone
areas of agreenent here. A safety signal
can identify an associ ati on between a
drug and a particular outcone. Do you
agree with that?

A. |t can.

Q So, for exanple, you could
have a safety signal based on the
clinical trial data and the postmarketing
reports that Merck received establishing
an associ ati on between Propecia and
persi stent sexual dysfunction; correct?

| "' m not saying that one
exi sts, but you could -- you could reach
t hat concl usi on.

MR HARRELL: (bject to
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1 form

2 Go ahead.

3 THE WTNESS: It would be
4 very difficult to reach the

> concl usi on from post narketi ng

6 dat a.

7 BY MR BECKER:

8 Q Al I'"masking you is this:
° You can evaluate -- when | ooking at to

10 determ ne whether or not a safety signal
11 exists, you're evaluating data to see if
12 an association exists between a drug and
13 a particular outcome; correct?

14 A. Yes.

15 Q So you coul d eval uate data
16 to | ook at whether or not Propeciais

17 associated wth persistent sexual

18 dysfunction; correct?

19 A. We can eval uate reports of
20 patients on Propecia who have persi stent
21 erectile dysfunction. Wether or not we
22 can cone to any firmconclusions is

23 highly dependent on the type of data that

24 we have.
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Q So that is a, yes, you could
eval uate that question based on the data
you have; correct?

MR. HARRELL: (bject to
form

THE WTNESS: No, that is
that | could evaluate the data.

MR BECKER |'m ask --
that's all I'm asking.

THE W TNESS: (kay.

BY MR BECKER:

Q You could | ook at a given
data set --

A Uh- hum

Q. -- and eval uat e whet her t hat

data set has enough information in it to
establish an associ ati on between Propecia
and a negative outcone; correct?

A. |"'msorry. Could you repeat
t he question?

Q Sur e.

Merck has certain adverse

events that it receives once a drug is

| aunched in the community; correct?
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A. Correct.

Q. And it chronicles those
adverse events as they cone in in
realtinme. True?

A Yes.

Q And part of your job is to
eval uate those adverse events as they
cone in over tine; correct?

A. Yes.

Q And part of the reason
you're evaluating those adverse events is
to determ ne whether or not there is an
associ ati on between an all eged adverse
event and the particular drug that you're
| ooki ng at; correct?

A. Yes.

Q And you use t hat
postmarketing data to reach the
concl usi on of yes, maybe, or no. Right?

A. We use that postnarketing
data as part of a |larger package of data.
We don't often use the postnarketing data
I n a vacuum

Q Now, when you refer to in
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1 bullet point 1 here on your resune of

2 signal detection and safety surveillance

3 -- do you see that?
4 A. Uh- hum
> Q -- what did you specifically

6 do to determ ne whether or not there was
7 a safety signal related to an associ ation
8 between Propecia and persistent sexual

9 dysfunction follow ng discontinuation of

10 use?

11 Whet her there was a signal ?

12 Yes.

13 | s that the question?

No. The question is, what

o >» O >

14

15 did you do to determ ne whether or not a
16 signal existed?

17 A. When | picked up the

18 product, the issue was already one that

19 was under ongoing analysis in the

20 program so | did not do signal detection
2l for this particular adverse event.

22 Q So |l et me nake sure |

23 totally have that clear. So from

24 whatever the date was, whether it was
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2006 or '7 or '8 or whenever you joined
the Propecia team is it your testinony
you never engaged in signal detection
rel ated to Propecia and persi stent
ongoi ng sexual dysfunction?

A | engaged in signal
eval uation. The signal had been
identified by the tine | joined the
program |t had al ready been revi ewed.

Q So let ne go back and get a
sense what that neans. Are you saying
that there was a signal that was
i dentified between Propecia and
persi stent sexual dysfunction prior to
your joining the teanf

A. Prior to ny joining the
team there was investigation of that
product - event conbi nati on, yes.

Q And what was the outconme?

A. The outcome when | | oi ned
the team was that persistent erectile
dysfuncti on was not causally associ ated
wi th Propeci a.

Q So there was no signal by
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the tinme you -- when you joined the team
the view of Merck was that there was no
signal establishing an associ ation

bet ween Propecia and persistent ongoi ng
sexual dysfunction foll ow ng

di sconti nuation of use?

A. | don't think |I would say
there was -- there had been a signal and
we were following it on an ongoi ng basi s.

Q Ckay. So that --

A. It's a product-event
conbination. That's all it is.

Q | get that. A signal, just
So -- let's make it clear for the jury --

A. Uh- hum

Q -- a signal does not equate

to causation. R ght?

A. Correct.
Q But a signal is, like, if
you were to -- if you're building a

puzzl e, okay, you got lots of pieces in
the puzzle. Right?

A. Uh- hum

Q. Yes?
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A Yes.

Q You got the border and then
you got the inner parts. R ght?

A Yes.

Q And the puzzle has a
picture. Right?

A Yes.

Q And you're trying to figure

out what that picture is by putting those
pi eces together. R ght?

A Yes.

Q And a signal is a piece of
the puzzle that mght lead to a
conclusion that a particular outcone is
causative; correct?

MR HARRELL: (bject to
form
THE WTNESS: |'msorry. |
don't follow your anal ogy.
BY MR BECKER:

Q A signal mght establish an
associ ati on between a drug and a negative
out cone; correct?

MR HARRELL: (bject to
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form
THE WTNESS:. A signal is

t he begi nning of the process of

eval uati on.
BY MR BECKER:

Q Right. It's one piece in
the puzzle. R ght? As you try and build
this picture to get to whether or not the
drug causes a particular outcone. True?

MR HARRELL: (bject to

form

Go ahead.

THE WTNESS: |'msorry.
|"mjust not -- I'mnot follow ng

t he anal ogy.
BY MR BECKER:

Q Ckay. Well, let ne nmake
sure | understand what you're saying
clearly. Had Merck identified a signal
-- I"'mnot asking if they agreed that it
was causative or not, but prior to your
arrival, when you joined the Propecia
team had Merck identified a signal

exi sted between Propecia and ongoi ng

ol kow Technol ogi es, I nc. Page:

47



Case 1:12—cv—01876—(%\{1]§f5ell])toFlé{pen_t 1%@61 glée[d 1?@7{3?0{)88? ?ngf ZanagPID #: 6931

1

N

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

sexual dysfunction foll ow ng
di sconti nuation of use?

A. Yes.

Q And you joined the team
sonetinme in the 2007-2008 tinmefrane to
t he best of your recollection?

MR HARRELL: (bject to
form asked and answer ed.
BY MR BECKER:

Q Let nme put it this way: You
joined the teamwell before 2012;
correct?

A Yes.

Q And Merck did not anmend its

| abel in the United States to tell nen
about the association, this signal you
had identified, between Propecia and
persi stent ongoi ng sexual dysfunction
foll ow ng discontinuation of use until
April of 2012; correct?
A. | - -
MR. HARRELL: (bject to
form
THE WTNESS:. -- object to
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1 the -- | object to the word

2 associ ati on.

3 BY MR BECKER

4 Q Ckay. Well, you don't get

> the right to object. You get to answer

6 ny questions and your |awer gets to

7 object --
8 A vell --
° Q -- so I'll ask you agai n:

10 You testified earlier that sonebody had
11 established a signal between Propecia and
12 persistent ongoi ng sexual dysfunction

13 prior to you joining the teamin the md

14 2000s; correct?

15 A. Yes.
16 Q And it woul d take anot her
17 four, five, six years till that signal

18 was indicated in the warning | abel here

19 in the United States; correct?

20 MR. HARRELL: bject to

21 form

22 Go ahead.

23 THE WTNESS: | was not

24 objecting in a legal sense to the

ol kow Technol ogi es, I nc. Page: 49



Case 1:12—cv—01876—(%\{1]§f5ell])toFlé{pen_t 1%@61 glée[d 1?@7{3?0{)88? ?%%f ZanagPID #: 6933

11

12 VR. BECKER:

13 gets to answer --

14 judge here so |

15 nonr esponsi ve.

1 use of the word associ ati on.

2 So | would say a coupl e of

3 things. | would say --

4 MR. BECKER  Stop. [I'm--

5 no, no, no --

6 MR HARRELL: She gets to

7 answer her questi on.

8 MR. BECKER No, she gets to
9 answer the question that | asked.
10 MR. HARRELL: You can't cut

her off while she's answeri ng.

But t hen she

| don't have a

can't stop her as

16 MR HARRELL: |'msorry, but

17 you asked a question and she's

18 answeri ng.

19 MR. BECKER | asked a

20 yes/ no questi on.

21 MR HARRELL: You | et her

22 answer the question.

23 MR. BECKER I'mgoing to

24 wi t hdraw t he questi on.
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1 BY MR BECKER

2 Q When was the first tinme that
3 the United States warning | abel discussed
4 a potential signal between -- a potenti al
> associ ation between persistent ongoi ng

6 sexual dysfunction follow ng

7 discontinuation of use and Propecia?

8 A. | believe it was between the
° end of 2010 and the begi nning of 2011.
10 Q There was a warni ng | abel --

11 you have an understandi ng that Merck put

12 in a CBE regarding erectile dysfunction
13 in 2011; correct?

14 A. Yes.

15 Q And you have an

16 understandi ng that the FDA anended the

17 | anguage from Merck's CBE and expanded it
18 to sexual dysfunction in 2012. True?

19 A. Yes.

20 Q. And that was the first time
21 that this potential association was

22 discussed in the United States warning

23 | abel; correct?

24 A. Yes.
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1

2

3

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

MR HARRELL: (bject to
form
THE W TNESS: Yes.
BY MR BECKER:

Q Let nme go back to your
resunme for just one other quick second.
Bul | et point nunber 2 indicates,

"Anal ysis of safety signals and

devel opnent of strategic response to
safety issues for both narketed products
and products in devel opnent."

Do you see that?

A. Yes, | do.

Q As it related to Propecia,
what did you do to analyze the safety
si gnal ?

A. We followed the Merck

procedures that were in place at the tine
t hat consisted of review of individual
reports, review of aggregate data, and
review of literature on the subject.

Q And what, if anything, was
t he outcone of that anal ysis?

A. Wth regard to --
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