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In the year of Our Lord, two thousand and sixteen
(2016), on this thirteenth (13th) day of December;

PERSONALLY CAME AND APPEARED;

STEVEN GROVER, born the twenty-ninth (29th) day of
November, nineteen hundred and fifty-three (1953),
Physician, residing at six four four (644) Argyle
Avenue, Westmount, Province of Quebec;

WHO, after having made a Solemn Affirmation, doth
depose and say as follows;

EXAMINATION BY Me GENEVIEVE BERTRAND,
On behalf of Respondent:
Q- Hello, Dr. Grover, my name is Geneviève

Bertrand, I represent Bayer Inc. in the Class
Action concerning Yaz and Yasmin that was filed
in Quebec. My colleague, Sylvie Rodrigue, is
also present here today.

I'm going to ask you a series of questions,
if you don't understand the questions, simply
let me know and I will reformulate the question.
Also, it's important to answer verbally, because
the Stenographer won't be able to transcribe,
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A- And I guess that's a good description of what I
do.

Q- Okay, and what about the clinical epidemiology?
A- Clinical epidemiology is basically a research

training. Usually people spend two (2) or more
years training to become a clinical
epidemiologist, and really clinical epidemiology
is a combination of... it's largely a
familiarity with biostatistics, but it's also
developing an expertise on study, design, the
strengths and the weaknesses of a study.

In layman's terms, I would sort of say
clinical epidemiology is... is developing the
skills to understand research data that's
developed and published in clinical medicine.

Q- Okay. And what proportion do you practise in
the clinical epidemiology portion versus
internal medicine?

A- My time is about seventy-five percent (75%)
clinical epidemiology, twenty-five percent (25%)
internal medicine.

Q- Okay, and in terms of the internal medicine,
where do you practise?

A- Montreal General Hospital, and McGill
Comprehensive Health Improvement Program, which
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obviously, gestures, nods, that kind of thing.
And lastly, it's important to let me finish

asking the question before you start answering,
because the Stenographer can't take down what we
both say at the same time.

Okay, what is your area of specialty?
A- I'm a general internist by training, and I'm a

clinical epidemiologist.
Q- And what does that entail in terms of the first

general...
A- Well, internal...
Q- ... clinical...
A- Internal medicine...
Q- Yes.
A- ... is basically the sort of diametric opposite

of general surgery. We take care of complex
diagnostic and therapeutic problems for adults,
and adults only. Typically, we're the guys who
are in charge of the wards in the hospitals for
the medical side of the hospital.

At McGill University, where I'm a professor
of medicine, we're the guys who typically teach
the medical students, interns and residents, you
know, how to practice internal medicine.

Q- Yes.
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I'm the founding director of, it's a health
promotion program that we set up about twenty
(20) years ago.

Q- And in terms of your clinical epidemiology
practice, where does that take place?

A- Most of the work is actually taking place here
in these offices now, but it's under the...

Q- "In these offices" would be the McGill
Comprehensive Health...

A- No, the offices we're in right now.
Q- Right. And so, which offices, just for the

transcript?
A- This...
Q- What are we referring to?
A- Two (2) things, this... these offices represent

the... the offices for Clinemetrica Inc., which
is a consulting firm we run. It's also a firm
that does corporate health and wellness, and on-
line health and wellness both for commercial,
government and personal use, but also for
research purposes.

My clinical epidemiology associates who
work under my sources of funding all have their
offices here because there's inadequate space in
the hospitals. And we also run the McGill
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Comprehensive Health Improvement Program
administrative side of things out of here as
well, in this space.

Q- And what does your epidemiology practice entail?
A- Largely research, it's typically getting

research grants from the Federal Government, or
from industry, or from some other, you know,
funding source. Conducting research...

Q- What kind of...
A- ... publishing the results...
Q- On which topics...
A- Most of...
Q- ... typically?
A- ... my research has typically been around

cardiovascular disease, cardiovascular disease
prevention. More recently diabetes, obesity,
we're reaching out into mental health issues
now. But most of it's around cardiovascular
disease.

Q- Okay. And does that pretty much cover what
you've described, the clinical epidemiology
portion of your practice... and research, I
should say...

A- Yes, it's not...
Q- ... in terms of...
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tests...
Q- Yes.
A- ... approaches to diagnosis and therapy... those

sorts of things.
Q- Okay. And what about the internal medicine

portion of your practice in that case, in...
A- Largely a general...
Q- General...
A- ... medicine practice.
Q- Okay.
A- You know, the full range of... gamut of problems

that adults show up with.
Q- So, you don't prescribe oral contraceptives?
A- I haven't prescribed an oral contraceptive, I'm

sure, in thirty (30) years.
Q- Okay. And you've never contributed to studies

regarding gall bladder disease?
A- Let me think about it for one second.

No, I've never published a study on gall
bladder disease.

Q- And you... or contributed to a study on gall
bladder disease?

A- No, not that I can recall.
Q- And you've never contributed to studies related

to oral contraceptives?
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A- The clinical epidemiology is really a
research...

Q- Right.
A- ... profession, as opposed to a practice.
Q- Right, I meant...
A- Yes.
Q- ... research instead of...
A- Yes.
Q- ... practice, but does that cover what you've

said... Does that cover that portion of the
epidemiological research that you do?

A- Well, over the years... I've been doing this now
since nineteen... You know, my first clinical
epidemiology paper was probably published around
eighty-four ('84), and I came back to McGill in
eighty-six ('86), and the range of topics I've
published on over the years is quite extensive,
but I'm giving you the highlights..

Q- Right.
A- ... the things that I...
Q- So, those...
A- ... that I'm known particularly for.
Q- Those are the main ones, the topics you

mentioned?
A- I would say cardiovascular disease, diagnostic
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A- Jesus... Well, yes... Not... I... I don't
consider myself an oral contraceptive researcher
or expert, but indirectly some of our research
studies have been around things like
thrombophlebitis, which was indirectly
associated in many cases with the prescription
of oral contraceptives. But I'm not suggesting
to you that I consider myself an oral
contraceptive researcher.

Q- And when you mentioned that thrombophlebitis
effect related to an oral contraceptive, is that
a study topic that you addressed specifically,
or was that...

A- No, it was just something I was peripherally
involved in. But that was the focus of the
study...

Q- Okay.
A- ... they were looking at an... the benefits of

an exercise program for people who have
developed thrombophlebitis in the past.

Q- So, directly speaking, you've never contributed
to a study on oral contraceptives?

A- No. No.
Q- Or published a paper on...
A- No.
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Q- ... oral contraceptives?
A- I haven't.
Q- And you haven't contributed to any studies, or

published any studies related to Yaz or Yasmin,
specifically?

A- No, I haven't.
Q- And you don't have specific expertise with

regards to oral contraceptives?
A- I do not have either specific research

expertise, or specific clinical expertise.
Q- Regarding oral contraceptives?
A- That's right.
Q- And you don't have any specific clinical or

research expertise regarding gall bladder
disease?

A- No, I don't.
Q- Including gallstones in particular?
A- Nothing outside of what... I mean, as a general

internist, you see plenty of gall bladder...
Q- Gallstones...
A- ... disease over the years.
Q- ... in your usual practice?
A- Yes.
Q- But nothing... You're not a specialist or...
A- No, no.
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Q- Okay. And you mentioned that you wanted to make
sure there were no errors, did Professor...

A- Well, I wanted to see is... was there any other
way that could... that a thoughtful statistician
could interpret the data differently from the
way I had.

Q- Right. And so, what was Professor Joseph's...
or Dr. Joseph's... what were his thoughts on
that?

A- He agreed with what I had stated.
Q- Okay. Did he disagree with any of the

statements you...
A- No.
Q- ... had provided?
A- No.
Q- And you also mentioned that you wanted to see

what were the strengths and weaknesses, what did
Dr. Joseph say in terms of the strengths of the
report, and the weaknesses?

A- No, we were aligned, he agreed with... He did
not... He did not examine the deposition in
terms of the clinical cases that were presented
here, he has no...

Q- Right.
A- ... particular clinical expertise, he's a
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Q- ... an expert in... in gallstones...
A- No.
Q- ... or in cholecystectomies?
A- No, I'm not.
Q- Okay. Switching gears now, did you prepare for

your testimony today?
A- Only insomuch as I reminded myself what I had

written and reviewed, the research studies that
I had, you know, examined at the time I did the
testimony, and specifically focused on the one
(1) major study that I quoted.

I also enlisted the help of a senior
statistician to... once I knew that this
deposition was going to happen, I enlisted the
help of a senior statistician to make sure I
hadn't made any errors in my... in what I had
written, and to sort of debate with me what the
strengths and weaknesses of my... of my
deposition were.

Q- Okay, so who was that senior statistician that
you consulted?

A- Lawrence Joseph, he's a professor of
epidemiology and biostatics at McGill.

Q- Okay. And when did you consult him?
A- Let's say in the last month.
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statistician. He simply focused on the one (1)
study by... the one (1) study that I quoted in
the Canadian Medical Association...

Q- And you're referring...
A- ... journal.
Q- ... to the Etminan Study?
A- That's right.

Well, it wasn't actually a study on the
Etminan, it was a study on different oral
contraceptives and their impact on gall bladder
disease.

Q- But that's the study you're referring...
A- That's correct.
Q- ... to that you...
A- Yes.
Q- ... discussed with...
A- Right.
Q- ... Dr. Joseph?  Okay.

Did he mention anything with regards to
weaknesses in your analysis?

A- No.
Q- And you mentioned that you had reviewed

literature in preparation for your Affidavit
for...

A- Yes.



No.: 500-06-000484-093
DECEMBER 13, 2016

STEVEN GROVER
AFFIDAVIT

Astrida Auza o.c.r. Steno Exact

17
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

Q- And did you review any other studies, other
than...

A- Oh, lots.
Q- ... the Etminan...
A- Yes.
Q- Do you recall some...
A- No, I don't have the names for you, I... you

know, I initially... I had initially seen Dr.
Sackett's report, you know, but, to be quite
frank with you, when I was first approached to
do this, I said I'm really only interested in
being on the right side of this argument, and
they showed me Dr. Sackett's report, who I...
who I have personal experience with for many
years, he's one of my mentors. His report
focused primarily on the thrombophlebitis story,
rather...

Q- Yes.
A- ... than the... the gall bladder disease story.

So, I reviewed his report, I reviewed a
number of the papers that he quoted, so that I
could get a handle on that information myself...

Q- So, who provided you with Dr. Sackett's report?
A- What's your firm's name?
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A- I have spoken to another lawyer who originally
approached me...

Q- And...
A- ... but I can't tell you what his name was.
Q- Was he an English speaking lawyer?  I mean an

anglophone... you know what I'm saying, was
he...

A- I would...
Q- ... a native anglophone speaker?
A- I'm guessing... I'm guessing so, yes.
Q- Okay.
A- I'm guessing he was an English speaking lawyer.
Q- Now, you mentioned that you knew Dr. Sackett.

Did you speak with Dr. Sackett in the context
of...

A- No.
Q- ... drafting your report?
A- No, I didn't, he had passed away by the time I

saw his report.
Q- Right.

You mentioned that you wanted... you were
interested... only interested in being on the
right side of the question, what did you mean by
that?

A- Well, I said I wouldn't serve as a... as an
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Me SAMY ELNEMR,
On behalf of Petitioners:

Siskinds.
Me GENEVIEVE BERTRAND:
Q- So, what... And when you say "Siskinds," was it

Siskinds... was it Maître Elnemr, or was it
Siskinds in Toronto?

A- I can't recall. I don't remember who sent me
the report.

Q- Did you have contact with any other lawyer than
Maître Elnemr?

A- Yes, there were some others. Was there anybody
from Toronto, or were they all...

Me SAMY ELNEMR:
You're going to have to answer...

A- I just...
Me GENEVIEVE BERTRAND:
Q- To the best of your knowledge...
Me SAMY ELNEMR:

... to the best of your knowledge.
A- I just can't recall. But...
Me GENEVIEVE BERTRAND:
Q- Do you remember...
A- ... I have...
Q- ... any names?
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expert witness in this if I felt that... that
the position this firm was taking as part of
their Class Action was the wrong position. So,
I had to first convince myself that it really
did look like there was an increased risk
associated with Yasmin.

Q- And what convinced you of that?  Or were you
convinced that there was?

A- Yes, I was convinced, and...
Q- And what convinced you?
A- ... it was largely that paper that I quoted.
Q- Okay. Were you familiar with the Etminan Study

before reading it?
A- I knew nothing of this particular birth control

pill.
Q- And you're referring to Yaz and Yasmin?
A- Right. I mean, given that I haven't prescribed

them in thirty (30) years, I... I wasn't up-to-
date on what's happening in birth control pills.

Q- Right.
How would you qualify your level of

understanding when reading French?
A- I think it was pretty good. Whenever... but if

I had any doubts, I either turned to a colleague
and made sure I understood it correctly, or I...
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you know, I used Google Translate if there
was...

Q- Okay.
A- ... a word I couldn't... you know, but it was

not a very difficult testimony to read, the
obstetrician/gynaecologist who wrote the other
report... it was fairly straightforward.

Q- So, you're talking about Dr. Masse... Dr...
A- Right.
Q- ... André Masse's...
A- Right.
Q- ... report?

And in terms of the medical records...
A- Right, the medical records were not particularly

complicated either.
Q- Okay. Did you review any other documents in the

context of... We've talked about some of the
literature...

A- No.
Q- ... Dr. Masse's report...
A- I...
Q- ... the medical records.
A- My review was confined to Dr. Sackett's report,

my own research around the literature on birth
control pill and these complications, and Dr.
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Q- Okay, that you can...
A- ... I... You know, to me it really... this

case... out of... the three (3) cases really
hung on that specific paper, I found nothing
else that was either... on gall bladder disease
that was either confirmatory or contradictory to
that specific paper, and you know, the rest of
my reading was on gall bladder and
thrombophlebitis.

And I mean, I could... I probably do have
a digital trail, so to speak, because as a
general rule, I would...

Q- Yes.
A- ... copy a paper and put it away. But there

could be all kinds of stuff...
Q- Okay.
A- ... that I've just... I don't really... I'd have

to spend some time on it...
Q- Okay.
A- ... if that's what you wanted.
Q- Well, if it's easily... if you do have a folder

where you've...
A- I don't.
Q- ... split everything... okay.

How did you come to be involved in the
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Masse's report.
Q- Okay.

Did you... In the context of preparing your
report, did you review the medical records, as
well?

A- Yes.
Q- So, Ms. Guindon, Ms. Gladu, and Ms. Bouchard's

medical records...
A- That's right.
Q- ... the three (3) representative Plaintiffs?
A- That's right.
Q- Would you be in a position to provide us with a

list of the literature that you've reviewed...
a list of the research you did?  Did you keep a
track of any of it, or would you have to redo
the research?

A- I have some reprints of papers that I thought
started to look interesting, but certainly... I
have some... this would take some work.

Q- Okay.
A- This would take some work.
Q- So, you don't have something...
A- In some...
Q- ... ready...
A- Well, in some... No, I don't have anything...
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proceedings... in the Class Action as an expert?
A- A member of... a lawyer in Siskinds' firm... a

different lawyer called me up... or sent me an
e-mail, rather...

Q- Okay.
A- ... and asked me would I be interested in doing

this, and I sort of responded, "Well, where did
you get my name from, and why are you calling
me?"...

Q- Right.
A- ... and that sort of thing.
Q- And was that in the context of the Quebec

action?
A- I guess so, yes.
Q- And do you remember who... You said you don't

remember who...
A- But I...
Q- ... you specifically spoke to?
A- That's a name I can come up with...
Q- Okay.
A- ... if I had to.
Q- Well, no, that's fine, actually.

Well, how many times... I'll ask you this,
how many times have you spoken to counsel in the
course of the mandate?  If you recall.
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Me SAMY ELNEMR:
To the best of your recollection...

A- Yes, yes, I get it.
Q- ... obviously.
A- I'm going to guess, between e-mails, personal

contact, and telephone calls, we're talking
about half a dozen (6).

Me GENEVIEVE BERTRAND:
Q- Okay. And does that include discussions

regarding the report?
A- There was one (1) discussion about the report

before it was submitted.
Q- And how many drafts of the report did you have?
A- For the... I can't recall if there were any

changes, but, you know, if there was, it was
only in, you know, some... I refused to change
the report based on any... any outside ideas
other than my own, but there might have been a
couple of things where someone said, you know,
"Make sure you put this in at this point here,"
type of thing. But the report is my report.

Q- Okay. Do you recall which of Ms. Guindon's
medical records you reviewed?

A- You're going to have to orient me on which one
of...
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A- I remembered every... I have the documents...
Q- Right.
A- ... in my office, and I remember reviewing...
Q- Sure.
A- ... absolutely everything that was provided to

me.
Q- Okay. In your report, you refer to Ms. Guindon

taking Yasmin instead of Yaz, but you meant to
write Yaz in regard to Ms. Guindon, not Yasmin,
correct?

Me SAMY ELNEMR:
You can refer him to the report?

Me GENEVIEVE BERTRAND:
Sure.

A- I'm sorry...
Q- So, for example, at paragraph 6 of your

report...
A- Sorry, give me one second.
Q- Sure, please...
A- Is this...
Q- ... take your time.
A- ... this document here that I have in front of

me?
Q- Your report, yes... Oh, no, that's the Motion,

I think, and...
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Q- No, just...
A- ... which one of the patients she is.
Q- Oh, so she's the main representative Plaintiff

who took Yaz. Obese smoker...
A- Yes.
Q- ... she was the first one...
A- I remember... I only loosely remember the three

(3) patients...
Q- Okay.
A- ... without having the document in front...
Q- Sure.
A- ... of me. I remember that one (1) of the

cases, I didn't think had absolutely anything to
do with birth control pills, at all.

Q- Yes.
A- And the other two (2) were very similar, for the

most part, the women who had multiple risk
factors for gallstones, and who developed their
thrombophlebitis following their hospitalization
for the gallstones.

Q- Right, okay, but... So, for all three (3) of
them, you wouldn't specifically remember which
medical records you would have reviewed...

A- I don't remember...
Q- ... without having the documents...
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Me SAMY ELNEMR:
That's the Motion...

Me GENEVIEVE BERTRAND:
Q- I have a copy here, if you need one.
Me SAMY ELNEMR:

This is your report.
A- Yes.
Me GENEVIEVE BERTRAND:
Q- Okay, so if you take, for example, paragraph

6... and it's throughout the section on Ms.
Guindon...

A- Yes.
Q- ... but if you... if you look at her section...

and one (1) example is paragraph 6... You refer
to...

A- Yes.
Q- ... Ms. Guindon as taking Yasmin, but I would

have assumed you meant Yaz wherever you wrote
Yasmin in terms of Madame... Ms. Guindon?

A- I guess I was using... I'm just guessing that I
was using the two (2) terms interchangeably
based on whatever... I was probably responding
to what I thought was in Dr. Masse's report. I
used... Did I use... Did I use Yaz or Yasmin
throughout the report?
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Q- I think you used Yasmin throughout the report.
A- Right.
Q- And I... Perhaps you meant... but I understand

your response, perhaps you meant to write Yaz
instead of Yasmin...

A- Oh, yes, I think that would be...
Q- ... for Ms. Guindon...
A- I think that...
Q- ... is that...
A- ... would be true.
Q- Is that true?  Okay.

Also in the report, you refer to the
Etminian... E-T-M-I-N-I-A-N...

A- Sorry, where are we now?
Q- So, at paragraph 8...
A- Yes.
Q- ... of the report, you refer to the Etminian...
A- Yes.
Q- ... E-T-M-I-N-I-A-N, at paragraph 8, and the

Etimian...
A- Yes.
Q- ... E-T-I-M-I-A-N Study at paragraph 14.
A- Yes.
Q- But I think you meant to write the Etminan

Study, E-T-M-I-N-A-N.
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Q- Are you aware that there are two (2) different
actions, one (1) in Ontario, and one (1) in
Quebec?

A- Yes, I was told that.
Q- Yes, okay.

Did you use Dr. Sackett's as the basis for
your own opinion?

A- No, I didn't.
Q- We'll switch gears now to Ms. Guindon

specifically, and we'll start with the
gallstones.

A- Okay.
Q- I'll start with general questions, though,

first, regarding gallstones...
A- Yes.
Q- ... before getting into Ms. Guindon's specific

situation.
Now, you're aware that fifteen percent

(15%) of Caucasian women in North America are at
risk of developing gallstones?

A- If you say so, sure.
Q- Okay, so you're not specifically aware of that?
A- I don't have a number in my own mind...
Q- Okay.
A- ... as to... I mean, I know lots of women
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A- You're saying there's a spelling mistake?
Q- Yes, I'm just...
A- Okay.
Q- ... I want to make sure that that...
A- Right.
Q- ... was your intention. That's why I'm spelling

them out for you.

(DISCUSSION OFF RECORD)

A- No, there was only one (1)... there's only one
(1) study.

Me GENEVIEVE BERTRAND:
Q- There's only one (1) study, and you meant to

refer to...
A- Right.
Q- ... the Etminan Study?
A- That's right.
Q- Okay. Were you given other... any other

documents in regard to the Ontario proceedings,
and other than Dr. Sackett's report?

A- If I was, I can't remember them. The only
things I remember are the things I did the
research on, Dr. Sackett's report, and then
reading through the medical dossiers.
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develop gallstones, but I don't have a specific
number in my mind.

Q- Okay, are you aware that a family history of
gallstones doubles that risk?

A- I wouldn't have known off the top of my head
that it doubled the risk.

Q- Okay. Are you aware that obesity is a known
risk factor of developing...

A- That one, I...
Q- ... gallstones?
A- That I am aware of, yes.
Q- And you're aware... or are you aware that Yaz

only contains twenty micrograms (20 mcg) of
estrogen?

A- I was aware of it at the... I read up on Yaz,
and I checked out the amount of estrogen and
progesterone that was in it...

Q- Right.
A- ... but it wasn't an important point in my

consideration, I wasn't... I don't fuss about
the chemical composition. For me, as a clinical
epidemiologist, as opposed to, let's say, a
pharmacologist, it's not what the ingredients
are, it's what the data shows.

Q- Okay. What data in particular?
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A- The clinical research data.
Q- Okay, that are used in studies, for example?
A- Well, it was specifically used in that one (1)

study that I quoted.
Q- Okay. Were you aware that Yasmin contains

thirty micrograms (30 mcg) of estrogen?
A- I know there's different dosing levels of it,

yes.
Q- Between... You mean different dosing between Yaz

and Yasmin?
A- Well, that there's different levels... there's

a lower dose estrogen and a higher dose
estrogen.

Q- Between the Yaz and Yasmin?  I'm just trying
to... or between oral contraceptives, generally?

A- Oh, again, I'm thinking primarily of the generic
name of the drug, and I know it comes in
different doses of estrogen...

Q- Okay.
A- ... and part of the problem is that the research

studies often are going back and forth between
one dose or the other dose, they're not always
looking at the same dose.

Q- Is that because they take into consideration
various...
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quite frank with you, to show that something at
a certain dose does not increase the risk of
something is a very difficult study to do.

Q- Yes.
A- The easiest way to do that is simply have the

study underpowered so that you can't prove it.
So, in those sorts of situations, negative
studies are far less important than positive
studies, particularly if the positive studies
are positive because they're so much bigger than
the negative studies were.

Q- Yes. So, you haven't seen any studies that...
that do... Did you look for any studies that
mentioned that...

A- I looked for everything I could find...
Q- Okay.
A- ... on the drug.
Q- And specifically...
A- Around gallstones and thrombophlebitis.
Q- Okay, and you... You did not come across a study

that would... that...
A- That would sway my opinion?
Q- No, no, in terms of... That oral contraceptives

with less than fifty micrograms (50 mcg) of
estrogen don't contribute significantly to the
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A- Well, I mean...
Q- ... oral contraceptives?
A- That's right, women just get prescribed

different...
Q- Right.
A- ... doses, it's typical.
Q- Okay, depending on the oral contraceptive...
A- Sure.
Q- ... that's prescribed?

Are you aware that oral contraceptives with
less than fifty micrograms (50 mcg) of estrogen
don't significantly contribute to the formation
of gallstones?

A- I'm not sure, I don't... I'm not aware that
that's been proven.

Q- Okay.
THE COURT REPORTER:

It was fifteen (15)?  One five (1-5)?
Me GENEVIEVE BERTRAND:

Fifty (50). Five zero (5-0).
Q- Did you understand that as being five zero (5-0)

when I asked the question?
A- When you said fifty (50), yes.
Q- Okay.
A- I mean, that would be the... You know, to be
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development of gallstones. You haven't...
A- I didn't...
Q- ... seen that?
A- I didn't find a study like that.
Q- You're aware that Ms. Guindon was diagnosed with

a gallstone that measured three point two
centimetres (3.2 cm) two (2) months after she
started taking Yaz?

A- M'hm.
Q- It has to be a verbal answer.
A- Oh, yes. I'm sorry, yes.
Q- Okay. And you agree that a gallstone that size

would have started forming before Ms. Guindon
started taking Yaz?

A- I couldn't say with certainty, because I really
don't know how fast gallstones grow, but what's
important is not... at least as a clinician, I
would argue that what's important is not when
the gallstone started growing, but when the
gallstone became of sufficient size that it
caused the inflammation and the symptoms of gall
bladder disease, so that somebody actually had
to do something about it. Because I think we'd
agree that there's lots of asymptomatic
gallstones out there, and as long as they don't
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cause anybody any trouble...
Q- Right.
A- ... nobody fusses about them.
Q- Would you agree that it's likely... more likely

than not... that it's likely that a gallstone
that size would have started forming before she
had started taking the Yaz... before two (2)
months, basically, it would...

A- Yes, I really couldn't say, I have no... I have
no knowledge of exactly what... the speed that
gallstones can grow.

Q- Okay. But you agree with Dr. Masse that Ms.
Guindon had many important risk factors...

A- Yes.
Q- ... associated with gallstones?
A- Yes, I do.
Q- And you also agree that Ms. Guindon's most

important risk factors were associated... Well,
were... regarding the gallstone, were the
obesity and the fact that she smoked?

A- I would argue her most important risk factor was
the fact that she was hospitalized for a
cholecystectomy... up until she was hospitalized
for a cholecystectomy... I'm sorry, you're
talking about the gallstones. Yes...
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the Yaz.
Q- Okay. Switching gears now, still on Ms.

Guindon, but with regard to the
thromboembolism...

A- Yes.
Q- ... you're aware that without any risk factors,

just generally speaking, the risk of developing
thrombophlebitis is four (4) out of ten thousand
(10,000) persons a year?  Are you aware of that?

A- I wouldn't know that...
Q- Okay.
A- ... number off the top of my head.
Q- And that using any oral contraceptive, no matter

the brand, would increase that risk by two to
three (2 - 3) times?

A- I know that most oral contraceptives will
increase the risk of developing
thrombophlebitis.

Q- Okay. Regardless of the oral contraceptive,
regardless of...

A- Right.
Q- ... the brand?  And the risk of developing

thrombophlebitis when taking an oral
contraceptive decreases with the dose of
estrogen... are you aware of that?
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Q- Yes.
A- ... I would argue... Yes, you're right, the

smoking and the obesity would be the most
important reason that she developed the
gallstones.

Q- Right. So, for Ms. Guindon...
A- Yes.
Q- ... you agree with that?

And you agree that the risks associated
with any oral contraceptive for developing
gallstones is small compared to other risk
factors?  So, we're talking about the risk
factors of obesity, smoking, immobility...

A- Yes, I... I would...
Q- ... surgery...
A- I would agree that obesity and smoking are more

important.
Q- Okay. And you agree that Ms. Guindon's use of

Yaz is not the cause of the gallstone?
A- No, I wouldn't agree to that.
Q- Okay, but it's not... It's not the main cause of

the gallstone, there are, as we mentioned, the
other factors that are more important than...

A- There are other causes that I would agree with
you are more likely to be more important than
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A- Yes.
Q- And you're aware that the Institut national de

santé publique du Québec... so the INSPQ...
A- Yes.
Q- ... reviewed the available studies regarding the

risk of progesterone in oral contraceptives?
A- Yes.
Q- Were you aware of that?
A- Yes, I don't know that they did that study, but

I wouldn't be put off by any provincial or
national body that comes up with these sorts of
reviews.

Q- Okay. And Dr. Masse referred to this review in
his expert report, do you have a recollection of
that... that he mentioned that?

A- I didn't recall that he mentioned it, but
I've... you know, I've served as... I've served
on these committees over the years, and I've
also been an expert advisor to these committees,
and I wouldn't let any committee report...

Q- Yes.
A- ... in Quebec, or Canada for that matter, change

my opinion, because...
Q- Okay.
A- ... frankly, they're of only marginally... I



No.: 500-06-000484-093
DECEMBER 13, 2016

STEVEN GROVER
AFFIDAVIT

Astrida Auza o.c.r. Steno Exact

41
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

mean, without looking at the report
personally...

Q- Yes.
A- ... they're not all necessarily of particularly

high standards.
Q- Okay. But in this case, you haven't reviewed

the national... the...
A- No, I didn't... I didn't...
Q- ... INSPQ's report?
A- I didn't review the national report.
Q- So, you don't know the quality of the INSPQ's...
A- No, I don't.
Q- ... report?  Okay.

Were you aware that the Institute concluded
that all the available...

A- No.
Q- ... studies had methodological flaws?
A- No, I didn't read the report.
Q- Were you aware that the Institute concluded that

if there were... there was, sorry, a difference
in the risk between a fourth generation oral
contraceptive and a second generation oral
contraceptive, the difference would be very low,
representing one to two (1 - 2) cases per ten
thousand (10,000) women years?
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A- To me, the critical issue would be, in the
Institute's report did they cite the study I
cited?

Me GENEVIEVE BERTRAND:
Q- Okay, and the study you cited, just for the

record, is...
A- Is the...
Q- ... dated May seventeen (17), twenty eleven

(2011), it's the Etminan Study...
A- Right.
Q- ... published in this CMAJ...
A- CMAJ, yes.
Q- Okay. Okay, so back to the thrombophlebitis.

We were talking about the fact that obesity
on its own increases the risk of...

A- Yes.
Q- ... developing thrombophlebitis by two to three

(2 - 3) times... you agree with that?
A- M'hm.
Q- Verbally?
A- Yes, I do. Sorry.
Q- Okay, you do.

And that the risk... that risk increases
two to twenty-four (2 - 24) times in obese women
who take an oral contraceptive?
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A- Yes, I don't know the report, so I don't know
what they concluded.

Q- Okay. So, you're not aware of the Institute's
conclusion that, given that result, there is no
need to change the clinical practise?

A- I don't know that conclusion, either.
Q- Okay. You agree, however, that obesity, on its

own, increases the risk of developing
thrombophlebitis by two to three (2 - 3) times?

A- Sorry...
Q- So...
A- I'm not allowed... I'm not allowed to ask a

question, am I?
Q- No, you don't want to ask me any questions.
A- No, no, just... I'm trying to get at this

Institute report...
Q- We can... Do we go off the record?
Me SAMY ELNEMR:

We can go off the record.
Me GENEVIEVE BERTRAND:

We'll go off the record.
A- Just for my own information.
Q- Yes.

(DISCUSSION OFF RECORD)
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A- There's no question that obesity is a major risk
factor for...

Q- Okay.
A- ... for... for that complication, yes.
Q- For thrombophlebitis?
A- Yes.
Q- Okay. And you also agree that smoking

increases...
A- Yes.
Q- ... the risk of developing thrombophlebitis?
A- Yes, I do.
Q- And that a post-operative period and

immobilization can also increase the risk of
developing thrombophlebitis?

A- Yes, I agree.
Q- And you agree with Dr. Masse that the primary

cause of Ms. Guindon's thrombophlebitis was the
immobility and the surgery during the previous
month for the removal of her gall bladder?

A- That would be my best guess, too.
Q- And that a high cholesterol is also a vascular

risk?
A- For thrombophlebitis?
Q- Yes.
A- I'm not aware of that.
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Q- You're not aware of that, okay.
Do you know that a Factor V Leiden on its

own increases seven (7) times the risk of
developing a thromboembolic event?

A- If she had a... If she had a thrombotic
tendency, yes, that would increase her risk.

Q- Including a Factor V Leiden, you mean?
A- I have to check Factor V Leiden, but I'm sure

you're right.
Q- Okay. Now, you testified earlier that you

reviewed Ms. Guindon's medical records. You're
aware that Ms. Guindon presented all those
risks?

A- Yes.
Q- That she presented with...
A- Had multiple risks, yes.
Q- Right. She had obesity?
A- Correct.
Q- She was a smoker?
A- Right.
Q- She had surgery in November two thousand and

nine (2009), two (2) months before presenting a
thromboembolic event?

A- Yes.
Q- That she travelled long distances?  She
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Q- Okay. So, you agree that smoking, obesity, the
surgery, immobilization, the Factor V Leiden
likely all contributed to the thrombophlebitis?

A- Yes.
Q- And you agree that patients presenting

thromboembolic events generally present with
many different risk factors?

A- Yes.
Q- And that the risk factors presented by Ms.

Guindon collectively and individually influenced
an increase for a thromboembolic risk?

A- I'd agree with that.
Q- And that this could have been the case, no

matter what oral contraceptive she would have
taken?

A- I would agree with that.
Q- And you'd agree that the use of an oral

contraceptive containing drospirenone does not
significantly increase the risk of a
thromboembolic event, compared to other oral
contraceptives?

A- It's not clear to me, I don't agree with that.
Q- Okay.
A- But it's a complicated issue, I will agree to

that.
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travelled between Gatineau and Quebec in that
time before her thromboembolic event in December
of two thousand and nine (2009)?

A- I'm not sure I would have thought that was a
major issue, but... but it could... it could
have played a role.

Q- And that she had a Factor V Leiden?
A- Okay.
Q- And... Okay, or were you aware of that in your

review of the record?
A- I remember one (1) of them, I just didn't

remember whether she was the one.
Q- Okay. But you remember seeing that...
A- Yes, I do.
Q- ... and you agreed that that would be a factor?
A- Yes, yes. Yes.
Q- And she also had high cholesterol even...
A- Yes, I'm not aware of high cholesterol being a

major risk factor for thrombophlebitis.
Q- Okay.
A- It is a major risk factor for vascular

disease...
Q- Okay.
A- ... but that's arterial vascular disease, not

venous vascular disease.
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Q- Okay. But it's not clear to you is what you
would say...

A- I wouldn't...
Q- ... to that?
A- ... agree that it doesn't increase risk.
Q- And... but would you say that it does, or is

that unclear to you?
A- I didn't... You know, once it was clear to...

Once it was clear to me what the clinical cases
were, that were being presented, I didn't focus
most of my research on the thrombophlebitis
risk. There were conflicting papers, that was
clear, and it became increasingly clear to me
that the... If the surgical admission was the
primary cause of the thrombophlebitis -- which
I felt it was -- then the question I asked,
well, was the surgical admission due to the use
of one or other oral contraceptives?

So, I... I didn't think I could get to the
bottom of this very easily.

Q- Okay, so...
A- And I went the easier route, if you would.
Q- Which is the gall bladder...
A- The gall bladder story.
Q- ... to your mind?
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A- Yes.
Q- So, you didn't... You're saying you didn't focus

much of your research and what you put in your
report with regard to the thromboembolic
event...

A- No.
Q- ... you... you didn't, okay.

Would you say that for Ms. Gladu it's the
same, that no matter what oral contraceptive she
would have taken, Ms. Gladu would likely have
developed a thromboembolic event, as well?

A- No, relatively speaking, a thromboembolic event,
for most women coming into the hospital with...
for a cholecystectomy, even with multiple risk
factors, the majority of them don't develop a
thromboembolic event.

Q- But in terms... So, let me go back, we'll talk
more specifically about Ms. Gladu.

So, you testified that you reviewed her
medical records, as well?

A- Yes.
Q- And you're aware that Ms. Gladu presented with

many of the risks that we just discussed?
A- Yes.
Q- Right, that she was obese...
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since we're going to...
Me GENEVIEVE BERTRAND:

Well, we'll...
Me SAMY ELNEMR:

... remove her?
Me GENEVIEVE BERTRAND:

We'll cover it just...
A- Sure, that's fine.
Q- I only have three (3) more questions.
Me SAMY ELNEMR:

Do we need to address the... Mrs. Bouchard's
case, since she will be removed from the case,
most likely?

Me SYLVIE RODRIGUE,
On behalf of Respondent:

Well, we don't know that yet, that's the
problem.

Me GENEVIEVE BERTRAND:
That's why we'll just ask for...

Me SAMY ELNEMR:
Most likely, but I'll... I won't stand in the
way...

Me GENEVIEVE BERTRAND:
Yes.

50
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

A- M'hm. Yes, I'm sorry... sorry.
Q- And that she was hospitalized...
A- Yes.
Q- ... for a period of time?  And she was

immobilized, as well, for a period...
A- Yes.
Q- ... of time?

And that she presented with an infection,
which is also a risk factor for a thromboembolic
event?

A- M'hm. Yes, sorry.
Q- Thank you.

And so, you would agree that the risk
factors presented by Ms. Gladu influenced and
also increased her thromboembolic risk?

A- Yes, I would.
Q- And that her thrombophlebitis was likely due to

her immobilization following the surgery?
A- That was the most important risk factor, yes.
Q- Okay. And with regard to Ms. Bouchard, you

testified that you reviewed her medical records,
as well?

A- That was...
Me SAMY ELNEMR:

Do we... Do we need to address Mrs. Bouchard,
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Me SAMY ELNEMR:
... of a few questions, so...

Me SYLVIE RODRIGUE:
It will be...

A- Sure, go ahead.
Q- It will be brief, just to avoid having him

coming back.
Me SAMY ELNEMR:

Okay, no problem.
Me GENEVIEVE BERTRAND:
Q- Just before we get to Ms. Bouchard, regarding

Ms. Gladu, since we talked about the fact that
she had all of those... the same risk factors,
the obesity, the hospitalization, the
immobilization... It would have been the same
result in terms of her thromboembolic, no matter
which oral contraceptive she would have taken?

A- No, I don't agree with that.
Q- And why is that different for Ms. Gladu?
A- I... I didn't... I don't agree with that for

either of those people... for either patient.
Q- And why is that?
A- Because of that paper that I've cited...
Q- Okay.
A- ... for you.
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Q- Okay, we'll get to the paper, let's cover Ms.
Bouchard.

You testified that you reviewed her medical
records?

A- Yes.
Q- And you agree with Dr. Masse that Ms. Bouchard's

strokes were the result of a vasculitis
affecting the arterial circulation of the brain?

A- Correct.
Q- And that this has nothing to do with oral

contraceptives?
A- I'm not aware of... I couldn't find any data to

support that.
Q- So, it has nothing to do with oral...
A- I don't...
Q- ... contraceptives?
A- ... think so.
Q- And you agree that it's unlikely that Yasmin was

the cause of Ms. Bouchard's vasculitic strokes?
A- Correct.
Q- Okay. So, when you looked at the literature in

preparation for your report... We talked about
this a bit, but I want to ask you specifically,
did you look at all of the available studies, or
only the studies that supported your position?
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discussion.
Q- Okay.
A- And that, to me, was the critical issue. You

know, in the absence of a randomized trial where
they randomly give women one oral contraceptive
versus the other, and then follow them for many
years to see who develops...

Q- Right.
A- ... either thrombophlebitis or gall stones,

you're really stuck with trying to come up with
comparables.

Q- Yes.
A- And you really need a big study to pull that one

off, and this was the only one that I could find
that I thought was sufficiently powered.

Q- Okay. Were you aware that there were only two
(2) studies... or that there are two (2) studies
concerning the use of drospirenone containing
oral contraceptives?  So, you found one (1),
which was the Etminan one...

A- No, I found more...
Q- ... were you aware...
A- I found more than...
Q- Okay.
A- ... one (1), but I focused on what I...
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A- No, no, I looked at all the available studies I
could. I was interested in trying to get to the
bottom of the question.

Q- Right. And as part of your analysis, did you
identify any studies that concluded that
drospirenone use was not related to an increased
risk of gall bladder disease compared to women
that were not taking an oral contraceptive?

A- I don't recall finding a study like that.
Q- Did you identify any studies that concluded that

drospirenone wasn't associated with a higher
risk of gall bladder disease, compared to the
use of Levonorgestrel?

A- Wasn't?
Q- Was not.
A- You know, I don't recall that either, that I

found one. The thing that was most important to
me was... the study I cited was, in my opinion,
the best study.

Q- Okay.
A- The one that had the greatest number of

observations, the one that had sufficient
statistical power to adjust for all of the other
risk factors... or most of the other risk
factors that you've just mentioned in our
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Q- Okay.
A- ... thought was the best study.
Q- Were you aware that there is only one (1) study

concerning the use of drospirenone compared to
women who are not taking any oral
contraceptives?

A- Yes, that wasn't the critical issue to me...
Q- Okay.
A- ... though. The critical issue was what... if

you're taking oral... You see, in an
epidemiologic... in an epidemiologic type study
like this, women who are taking oral
contraceptives, for whatever reason, are more
likely to be similar, than comparing a women
who's not taking an oral contraceptive, to
someone who is taking an oral contraceptive.

So, the great strength of this study was,
they were comparing all oral contraceptive users
and looking for a signal that one (1) or more
oral contraceptives were worse than the others.
And that's a very difficult thing to do, you
need a very big study for that.

Q- Okay.
A- But it's a much better comparison than comparing

oral contraceptive users to non-users.
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Q- Okay. And did you come across a study that...
it's the Jick Study... J-I-C-K...

A- I'd have to go over my notes...
Q- Okay.
A- ... I can't tell you.
Me SAMY ELNEMR:

G... J-I...
Me GENEVIEVE BERTRAND:

J... J... J-I-C-K.
Me SAMY ELNEMR:

... C-K.
Me GENEVIEVE BERTRAND:

Jick Study.
Me SAMY ELNEMR:

Jick.
Me GENEVIEVE BERTRAND:
Q- So, does that ring a bell?
A- I couldn't say.
Q- Okay.
A- I just don't remember.
Q- Okay, if... So, I'll ask on the record for the

undertaking, if you can find it, if you can draw
up a list of the studies that you did consult,
going back... you know, whatever is 'dans la
mésure du possible'... what's possible, if you
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with a copy of the Jick Study, which we will
'coter' as Exhibit I-1 to the examination, and
I'll let Dr. Grover take a look at the... the
study, it's a short one, it's only four (4)
pages... three (3) pages.

EXHIBIT I-1: A copy of the Jick Study -
three pages.

Me SAMY ELNEMR:
Do you plan on asking questions on this...

Me GENEVIEVE BERTRAND:
No.

Me SAMY ELNEMR:
Okay.

Me GENEVIEVE BERTRAND:
Just... Well, one (1) or two (2) follow-up, just
to...

Me SAMY ELNEMR:
Because we might need some time to read it.

A- I...
Me GENEVIEVE BERTRAND:

No, no...
A- So...
Q- But go ahead, if you want to read the
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could draw up that list... We'll ask for it
as...

A- Sure.
Q- ... an undertaking.
A- Sure, sure.

UNDERTAKING #U-1: Prepare a list of the
studies that Dr. Grover consulted. And if
he cannot come up with a complete list of
the literature reviewed, then confirm
whether or not he the Jick Study in the
course of his literature review (page 61).

Me GENEVIEVE BERTRAND:
Q- Now, the Jick Study stands for the proposition

that there is no increased risk of gall bladder
disease with the use of drospirenone compared to
women who don't take oral contraceptives, and
compared to Levonorgestrel, okay?  Were you
aware of that?

A- I don't recall whether I read the study and
dismissed it as being inferior to this study, or
did I never find the study. I just can't tell
you off the top of my head.

Q- Okay. So, we... So, I'm providing Dr. Grover
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abstract...
Me SAMY ELNEMR:

Just look at this...
Me GENEVIEVE BERTRAND:
Q- ... take your time, and...
A- Could I have a copy of the other study...
Q- Yes.
A- ... that you have right in front of you?
Q- Well, I'll actually... Well, I can provide you

with a copy now, we'll...
We can be off record right now.

(DISCUSSION OFF RECORD)

Me GENEVIEVE BERTRAND:
Q- So, Dr. Grover, now that you've had an

opportunity to review the study... the Jick
Study, do you recall having read this study
and... in your literature review?

A- I might well have, but I could certainly confirm
it.

Q- Okay. And so, maybe we'll 'précisez'... We'll
particularize the undertaking that we ask for,
Undertaking 1...

A- Sure.
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Q- ... if you can't come up with a complete list of
the literature review, then also confirm that...
whether or not Dr. Grover reviewed the Jick
Study in the course of his literature review.

Me SAMY ELNEMR:
Okay.

Me GENEVIEVE BERTRAND:
Q- Now, for the purposes of the transcript, I'll

read the conclusions that are part of the
abstract. And the conclusions read:

"There is no evidence in these
data that drospirenone or
Levonorgestrel containing oral
contraceptive use confers an
increased risk of gall bladder
disease compared to women not
currently exposed to an oral
contraceptive, nor is use of
drospirenone oral contraceptives
associated with a higher risk of
gall bladder disease than use of
Levonorgestrel containing oral
contraceptives."

Does the conclusion contained in the Jick Study
change your opinion, at all?
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Me GENEVIEVE BERTRAND:
Q- Okay, go ahead.
A- Yes. So, when you say it didn't show anything,

well, the first thing that comes to mind is,
it's vastly underpowered compared to the
'Etminian' Study, which has a lot more
statistical clout to identify an association.

The other thing is, the study design is an
inferior study design to the 'Etminian' Study.
The 'Etminian' Study is a retrospective cohort
study where they're following the women forward
in time, looking for the development of this
disease, whereas this was a case control study
where they're comparing cases, women who have
developed the disease, to woman who haven't, in
a retrospective fashion.

They also have very limited data to adjust
for potential confounders. In this particular
case...

Q- In which study?
A- In your Jick Study.
Q- Okay.
A- In the Jick Study, they were able to adjust for

basically only body mass index. Let me just be
absolutely certain about that.
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A- No. No, it doesn't.
Q- And why is that?
A- Well, first of all, it's a vastly inferior study

to the study by Etminan.
Q- Why is that?
A- One, the simple numbers that they have here...

they have all of... basically, twenty-nine
hundred (2,900) cases of gall bladder disease,
compared to fifty-eight hundred and some odd
individuals who don't have gall bladder disease.
So, the number of cases is far inferior to the
study by 'Etminian'.

The other thing is, the study designs
vastly...

Q- So, wouldn't the results still...
Me SAMY ELNEMR:

Oh, just let him...
Me GENEVIEVE BERTRAND:

Sorry.
Me SAMY ELNEMR:

Let him finish the answer...
Me GENEVIEVE BERTRAND:

Yes, before...
Me SAMY ELNEMR:

... please.
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So, they only adjusted... They only
adjusted for BMI, which is one (1) risk factor
for gall bladder disease, whereas the 'Etminian'
Study adjusted for multiple potential
confounders, including weight, smoking, presence
of diabetes, inflammatory bowel disease,
pancreatitis, sickle cell anemia, statin use,
and fibrate use. So...

Q- And where do you see that?  I see you're
referring to the Etminan Study, which...

A- Yes, that's in the results section on page 901.
Q- And where does it say in that report on page 901

that they... okay, they adjusted... I think
you're referring to the second paragraph of the
results?

A- Right. So, they used a multivariate model that
adjusted not only for body mass index, but for
all these other things that we know are
important as risk factors for the development of
gall bladder disease. It's just... It's just it
completely...

Q- So...
A- It completely trumps the Jick Study, in my

opinion.
Q- So, you're saying that, to your mind, this
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study... you wouldn't rely on the results of
this study?

A- I would say that, given the two (2) studies
together... If I had to choose between the
results of these two (2) studies, I'd go with
the Etminan Study because it's a vastly superior
study to the Jick Study.

Q- But not having to choose between the two (2) in
terms of the conclusions of the Jick Study, do
you... Do you dispute the results of the Jick
Study?

A- The Jick Study didn't show any association, but
the simplest explanation for the absence of the
association would be the weak study design and
their inability to adjust for more than just
weight in their analysis.

Q- Is that something that you know, or something
that you're... you suspect?  Or... and what
would you be...

A- It makes it...
Q- ... basing that on?
A- It makes it a weak study, that I know for

certain. Is that the reason they didn't find
the association?  I can never be sure of that.

Q- Okay, in your report now, you refer to the
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significant does not mean that an observed
association is valid?

A- It cannot prove causality, correct.
Q- Right. And so, statistically significant

associations can be observed as a result of
chance alone?

A- Correct.
Q- And statistically significant associations may

be affected by various types of bias?
A- By various types of bias, correct.
Q- And types of bias... or biases can... sorry,

biases... and various types of biases can
include bias in the study design?

A- Right.
Q- Bias in conduct?
A- Correct.
Q- Bias in the analysis?
A- Correct.
Q- And in your report, you refer to the results of

the Etminan Study, but you don't discuss its
methodological limitations?

A- I didn't see any of those biases in the study
design.

Q- Okay, you don't mention that to be eligible for
the study, for example, the women had to have
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Etminan Study, you mention that the Etminan
Study is a retrospective cohort study?

A- Right.
Q- And a... retrospective cohort studies also have

their limitations?
A- Yes.
Q- In retrospective studies, important data may not

be available?
A- Correct.
Q- And not having important data available can

limit the ability to control for factors that
can influence the outcome?

A- Correct.
Q- And you would agree that in epidemiology a valid

statistically significant association is not
sufficient to establish a causal relationship?
I'll... I can repeat the question.

Me SAMY ELNEMR:
Could you repeat the question, please?

Me GENEVIEVE BERTRAND:
Q- You would agree that in epidemiology a valid

statistically significant association is not
sufficient to establish a causal relationship?

A- Correct.
Q- So, just because results are statistically
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been taking the oral contraceptive for at least
six (6) months?

A- No, I didn't mention that.
Q- And Ms. Guindon, herself, had been taking Yaz

for less than six (6) months?
A- Right, but just because this study only included

women who'd been taking oral contraceptives for
six (6) months or more... If you believe, on the
basis of this study's results, that there was an
increased risk associated with taking Yaz for
six (6) months or more, that doesn't mean that
taking Yaz for less than six (6) months is
associated with no risk.

Q- But in this case, Ms. Guindon's group, the group
of women taking an oral contraceptive for less
than six (6) months, would not have been part of
the study?

A- That's correct.
Q- And you omitted in your study to discuss... in

your report, sorry, to discuss the impact of the
study's design features on the results of the
study?

A- I'm sorry, say that...
Q- I can repeat the question.
A- Yes.
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Q- So, in your report, you don't discuss the impact
of the study's design features on the results of
the study?

A- I didn't go in... I did not discuss the
strengths and weaknesses of the study.

Q- You omitted to mention that censoring for
cessation, or switching oral contraceptives was
extremely common, and that only twenty percent
(20%) of the original cohort was continuously
exposed to an oral contraceptive for two (2)
years?

A- Right, but that would only be important if you
believed that one group was more likely to stop
taking the contraceptives than another group,
and I didn't see that as being a bias in this
study.

Q- Okay.
A- In fact, those sorts of issues really add what

we call background noise to a study, they reduce
the likelihood that we'll see an association.

Q- But you did mention those things... those two
(2) things, the cessation and the switching of
oral contraceptives?

A- No, because in this...
Q- Yes, I understand.
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compared to the other. So, all of these errors
in the study design just reduce the likelihood
of finding an association. The fact that you
find an association despite all those
shortcomings strengthens your conclusion that
there is an association.

Q- At Table 3...
A- Yes.
Q- ... of... So, we'll... We'll 'coter' this

Etminan Study as I-2 to the... to the
examination.

EXHIBIT I-2: A copy of the Etminan Study.

Me GENEVIEVE BERTRAND:
Q- And I've provided you with a copy, Doctor, and

so I'm...
A- Yes.
Q- ... referring you to Table 3 of...
A- Yes.
Q- ... the study at page 903, and more particularly

I'm referring you to the Levonorgestrel, which
is the first one, and the Norgestrel, which is
the last one mentioned on the list...

A- Yes.
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A- ... particular case, an association was found...
Q- Right.
A- ... and those issues would only weaken the

likelihood of finding an association.
Q- Okay. And you didn't mention that there wasn't

any adjustment made for clinically important
confounders?

A- Such as...?
Q- Body mass index...
A- They did adjust...
Q- ... diet...
A- ... for obesity.
Q- ... family history or ethnicity.
A- There's things that are missing, I absolutely

agree with you on that, I mean... But no... no
data set... I've never seen a study that could
adjust for absolutely every known potential
confounder.

Q- Okay, and you didn't mention in your report that
no medical records were reviewed to confirm the
diagnosis of a gall bladder event?

A- No, but again, if that's the case, it would only
add background noise to reduce the chance of
finding an association, unless you believe one
group was under-reported or over-reported
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Q- ... and to the adjusted for propensity score...
A- Yes.
Q- ... column.
A- Yes.
Q- Now, do you understand... If I'm talking to you

about the Levonorgestrel and the Norgestrel, do
you understand that two (2)... these two (2)
compounds that they're comparing?

A- That they're...
Q- Do you understand, if I'm talking to you about

the... If we're comparing Levonorgestrel and
Norgestrel, do you understand these two (2)
compounds?

A- No, I don't.
Q- Okay. Do you understand the relationship

between Norgestrel and Levonorgestrel?
A- No, I don't.
Q- So, if I tell you there's only... The only

active ingredient in Norgestrel is
Levonorgestrel, from a scientific perspective,
if you... So, if that is the case... and it is,
I'm...

A- Yes.
Q- ... putting it to you that Norgestrel... the

only active ingredient is Levonorgestrel. And
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from a scientific perspective, if you compare a
chemical compound to itself, you wouldn't expect
to find a statistically different result, would
you?

Me SAMY ELNEMR:
If we look...

Me GENEVIEVE BERTRAND:
So...

Me SAMY ELNEMR:
I'm sorry, you're going to have to repeat
that...

A- Yes.
Me GENEVIEVE BERTRAND:

Okay, so I'll start over.
So, we're comparing here, in this table...

I'm referring Dr. Grover to Table 3, the
Levonorgestrel and the Norgestrel, and the
adjusted for propensity score in that table.

Q- Do you understand what an adjusted for
propensity score is?

A- Yes.
Q- Okay.
A- I don't consider...
Q- So...
A- ... though, the adjusted propensity score being
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the Levonorgestrel and Norgestrel... In that
case, comparing two (2) things of the same
nature, you would not expect to find a
statistically different result in that case
normally, would you?

A- No, you wouldn't.
Q- You wouldn't.
A- If it's the same... If it's the same thing, it's

the same thing.
Q- And the fact that they looked at the same

compound and they found a statistical difference
shows in this case that there must have been
bias, correct?

A- It doesn't mean there's bias, it could also
mean... When you do an analysis... When you do
an analysis where you're looking at multiple
comparisons, there is a risk of... there is a
risk of a comparison being positive just on
chance alone.

Q- As we... So, it could be chance...
A- Yes.
Q- ... or it could be the...
A- Could be bias.
Q- ... fact that there are bias?
A- But there's no obvious bias to me, here.
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the most important column in that table.
Q- Let me ask you the question, and... and then

we'll...
A- Yes.
Q- ... okay, we'll move on.

So, we're comparing these two (2)
compounds, Levonorgestrel...

A- Yes.
Q- ... and Norgestrel. The only active ingredient

in Norgestrel is Levonorgestrel.
A- Yes.
Me SAMY ELNEMR:

Is that a fact?
Me GENEVIEVE BERTRAND:

It is a fact, and I'm putting it to Dr. Grover,
but what's important is the next question.

Me SAMY ELNEMR:
Go ahead.

Me GENEVIEVE BERTRAND:
Q- You would understand from a scientific

perspective... and Dr. Grover, tell me if you
don't agree...

A- Okay.
Q- If you compare a chemical compound to itself...

So, we're comparing two (2) of the same thing,

76
1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

Q- Okay, so it's chance or bias. But if... Is that
correct, sir?

A- But it's also... You have to be clear here that,
relatively speaking, the comparison between
Norgestrel and Levonorgestrel, whether you agree
there is an association or there isn't, it's a
weak one, and it depends on which analysis you
look at. The adjusted for propensity score
shows a very marginally significant result, the
adjusted...

Q- Yes.
A- ... rate score doesn't show a statistically

significant result, and the crude rate shows a
marginally statistically significant result.
So, if you'd asked me to comment on the
comparison between Norgestrel and
Levonorgestrel, I would have said it's more
borderline... more unclear.

Q- Okay, and other than chance or bias, are there
other reasons the... there would be a
statistically different result for these two (2)
compounds that are the same?

A- That's the only two (2) that I...
Q- Okay.
A- ... guess I can think of off the top of my head
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as chance or bias.
Q- And isn't it true that...
A- Well, misclassification, of course, but... yes.
Q- And isn't it true that the authors of the study

conclude that the small amount of increased
risk, together with possible biases in the
study, make the differences in the incidents of
gall bladder disease unlikely to be clinically
significant?

A- That is their conclusion, that's correct.
Q- So, they candidly admitted that there are biases

in their study, and that could have affected the
results of the study?

A- I didn't... they said "compounded with the
possibility of residual biases."

Q- Right.
A- But the possibility of residual biases are

always there in any study, other than a
perfectly...

Q- Yes.
A- ... done randomized control trial. So...
Q- Right.
A- ... all they're saying is that this isn't a

perfect study.
Q- Right.
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not support...
A- Yes, I didn't review that issue.
Q- Okay.
A- I couldn't say.
Q- So, you couldn't say.

And there are no studies that demonstrate
an association between Yaz or Yasmin
specifically, and functional gall bladder
disorder, correct?

A- I would argue this one does.
Me SAMY ELNEMR:

Could you specify which one you're talking
about?

A- I'm sorry, say that again.
Me GENEVIEVE BERTRAND:
Q- So, no studies that would demonstrate a clear

association between Yaz and Yasmin and
functional gall bladder disorder?

A- Can you define "functional gall bladder" for me?
Q- Disorder... in terms of gall stones,

cholecystectomy, the...
A- Well, in this study, gall bladder disease was

defined as a cholecystectomy.
Q- Okay. The Etminan Study used data from IMS

LifeLink Health Plan Claims Database?
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And you would agree with that, that it's
not a... it's not a perfect study?

A- Not... Not a perfect study to prove causality.
Q- Okay. So, there... The existing literature does

not support that low doses of estrogen -- we're
talking about estrogen this time -- used in
modern oral contraceptives, including Yaz or
Yasmin, are associated with an increased risk of
gall bladder disease, compared to non-use of
oral contraceptives?

A- Well, I wouldn't say that, because...
Q- Okay.
A- ... this study actually found an association,

and...
Q- But we're talking about estrogen, not progestin.

A- Oh, I'm sorry. Sorry, say that...
Q- So, I'll repeat...
A- Repeat it again?
Q- ... the question.
A- Yes.
Q- So, in terms of the literature... So, we're

switching from progestin -- which is the Etminan
Study -- to estrogen, and my question is, so the
existing literature, as far as you've seen, does
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A- M'hm.
Q- And... Well, just maybe verbally, if you could

say "yes"?
A- Yes.
Q- Yes.
A- Sorry.
Q- And you won an award from IMS Health Canada in

the past, correct?  Do you recall that?
A- Oh, yes. Yes, you're right, I...
Q- Do you recall that?
A- ... did, actually.
Q- And...
A- You're right, I did.
Q- ... do you have any affiliations with...
A- No, none...
Q- ... IMS?
A- ... whatsoever.
Q- Okay.

(DISCUSSION OFF RECORD)

Me GENEVIEVE BERTRAND:
Q- So, Dr. Grover, just to come back to your

earlier conclusion for Ms. Gladu, I want to
clarify that you agree that Ms. Gladu... So, her
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factors, the obesity, the surgery, the
immobilization, the infection, were more likely
to have caused a thrombotic event than her use
of an oral contraceptive?

A- Yes.
Q- You agree with that, okay.

And in discussing the Jick Study, and not
comparing the women that were on or off oral
contraceptives, you said that all the women are
similar... Surely, you didn't mean... or didn't
suggest that all of the women taking an oral
contraceptive are all obese, or all smokers, or
have the same risk factors as Ms. Gladu...

A- No.
Q- ... or Guindon?  That's not what you meant?
A- I meant more similar in the sense that they all

decided to take oral contraceptives.
Q- Right. Okay.

And when you said that all of the flaws in
the Etminan Study, including the dose, the
proper diagnosis of gall bladder disease, the
duration of taking the oral contraceptive... You
said that all of this was background noise and
that it only strengthened the association in the
Etminan Study.
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Q- Yes.
A- At very least, you wouldn't expect that the gall

bladder would be taken out in the absence of
gall stones. At very least they would have
known they had gall stones.

Q- So, we will suspend the examination and
'sujet'... subject to the... the undertaking to
be provided.

We thank you for your time today, Dr.
Grover...

Me SYLVIE RODRIGUE:
Thank you.

Me GENEVIEVE BERTRAND:
Q- ... we appreciate it.

AND FURTHER DEPONENT SAITH NOT
----------------------
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Now, if there's no proper diagnosis, for
example, doesn't it tell you that there's a weak
association because it could be someone without
gall bladder disease that was included in the
study?

A- Sorry, when you say poor... When you say "weak
diagnosis"... their diagnosis was on the basis
of cholecystectomy, so unless you believe some
of these women had a cholecystectomy, but, in
fact, didn't have gall bladder disease...

Q- Because there was the...
A- Yes.
Q- That was the...
A- I mean, if we assume that they only take gall

bladders out with people that have
cholecystectomy...

Q- Yes.
A- ... I can't see that they made many mistakes

here in the diagnosis of gall bladder disease.
Now, I'm sure there are cases where a woman has
her gall bladder taken out, and they
subsequently look and go, "Son of a gun, there's
nothing wrong with this gall bladder."  But a
cholecystectomy is a pretty good indicator of
gall bladder disease.
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I, ASTRIDA AUZA, Official Court Reporter in the
Judicial District of Montreal, hereby certify that
the foregoing pages are a true and accurate
transcription of the mechanical recording, to the
best of my skill, ability, and understanding.

And I have signed,

_______________________________
ASTRIDA AUZA
Official Court Reporter
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