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PROCEEDI NGS

| N OPEN COURT

THE COURT: kay. W got the Viagra products
l[itigation and, Ms. Leskin, do you want to tell ne about
this.

MS. LESKIN. Yes, sir. [|'ll get started, your
Honor. Your Honor, before we begin, can M. Hopper and
appr oach?

THE COURT: You can talk out loud. W haven't got
ajury to hide from

MR. HOPPER: W wanted the Court to understand the
procedure that we're going to follow

THE COURT: An hour a piece and you're going to
get 15 mnutes for rebuttal

MR. HOPPER: M. Becnel would like to speak first
on our side.

THE COURT: Take away fromyour side. That's the
way it goes. | don't care who talks. | think by and |arge
you're all admtted and |licensed and all of that.

MR. BECNEL: May it please the Court, I'mgoing to
| eave ny phone not on but on vibrate. M 92-your-old nother
is having surgery right now and it doesn't |ook good. M
sister is going to call nme. She's a nurse so | told her to

call nme. Is that okay?

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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THE COURT: W want to certainly pray that things
will go well.

MR. BECNEL: | hope so.

THE COURT: By all neans leave it on and we'll get
you away as soon as we can.

As a matter of fact, M. Becnel --

MR. BECNEL: That's why | may junp out on you if
things don't go right.

THE COURT: -- should circunstances arise that you
need to | eave, | eave.

MR. BECNEL: This just happened | ast night so |
was al ready here.

THE COURT: | understand. Ckay.

M5. LESKIN. May it please the Court, as your
Honor knows ny name is Lori Leskin and |I'm here today on
behal f of Pfizer's Mtion to Exclude Plaintiffs' Experts.
Daubert requires that an expert's testinony be both rel evant
and reliable. This neans at the outset this Court nust nake
the determ nation that the reasoning and net hodol ogy
underlying the testinony is scientifically valid.

Daubert, as we all know, has four nonexcl usive
factors to guide the Court's consideration here. The Eighth
Crcuit has recognized that known or potential rate of error
is not relevant here where we're not dealing with the

speci fic techni que but rather causation theories.

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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Plaintiffs spend much of their briefing talking
about the qualification of their experts. But as the Court
wel I knows, expertise is not sufficient. As your Honor

wote in Sol heimFarns, both Daubert and Kunmho make it cl ear

that the day of the expert who nerely opines and does so on
t he vague notions of experience is over. Experts are held
to a degree of accountability that requires factual
predi cate, an historical fact of conpetent evidence which
allows the fact finder to independently verify the accuracy
of the results. And in the absence of such reliable
verification, the expert's opinion is not adm ssible.

This conclusion follows the case | aw el sewhere.
I n Rosen, for exanple, the Seventh Grcuit -- the Seventh
Crcuit affirmed the exclusion despite the sterling
credentials of the expert because the expert's opinion
| acked scientific rigor and | acked any experinental,
statistical or other scientific data fromwhich a causal

relation mght be inferred. And as Rosen warned, the

courtroomis not the place for scientific guesswork, even of
the inspired sort. Law led science. It does not lead it.
So let's go through the Daubert factors and the
first factor is testing, whether the theory can be and has
been tested. NAION, Nonarteritic Ischem c Optic Neuropathy,
is a recogni zed nedi cal condition, has been around for nore

than 50 years. And it's undisputed that NAION occurred in

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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men | ong before Viagra was ever introduced to the nmarket.
And it's al so undisputed that NAION continues to occur in
men today, even those who do not take Viagra. But nen who
take Viagra are not inmmune to NAION and so, of course, sone
of those nen will, too, get the disease.

It's undi sputed and every expert has acknow edged
that the risk factors for NAION and erectil e dysfunction
overl ap and because of this overlap it's not surprising that
some men who take Viagra will get NAION, not because of the
drug but because of their underlying nmedical condition.

So the essential scientific question that nust be
tested is whether nen who take Viagra experience NAI ON nore
frequently than nmen who have not taken the drug.

So you have to | ook at the evidence of testing
that exists. In their brief Plaintiffs identify the
uni verse of evidence supposedly supporting their expert.
They | ook at ani mal studies, human clinical studies,
epi dem ol ogy studi es, case reports, challenge-rechallenge
cases, and a proposed nechani smof action. But the evidence
that we'll go through that they cite do not a provide a
reliable factual basis for any of the experts' opinions.

Focusing first on the ani mal studies and the human
clinical studies, it's undisputed that while Pfizer
devel oped the drug, Viagra was tested in nore than 13,400

men and not one of those men had an i nci dence of NAI ON

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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None of the experts cite a single human clinical study that
shows anything to the contrary. The only ani mal studies
that were al so done were al so the ani mal studi es done by
Pfizer, and those studies did not find any evidence of a
long-terminjury to any tissue in the eye and any ocul ar

bl ood vessels. And, again, none of Plaintiffs' experts were
able to identify any studi es denonstrating that Viagra
caused long-terminjury. To the contrary, not one of them
conduct ed any ani nmal studies thensel ves.

And to summarize by Dr. MOGM n:

"Q And you acknow edge in your expert report
that there's no direct experinmental evidence regarding the
associ ati on between Viagra and NAION in the form of hunman
clinical trials or |aboratory experinents involving ani mal s,
correct?

A Yes, sir."

Dr. McGM N, in his expert report, cited an article
whi ch did discuss Pfizer's aninml studies.

"A.  Yes, sir.

Q GCkay. And it indicated for a couple species
of aninmals, dogs and rats, were adm nistered very |arge
doses of Viagra, doses that were 60 to 150 tinmes the human
t herapeuti c equi val ent dose, correct?

A.  Yes, sir.

Q And they were dosed at this very | arge range,

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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this 60 to 150 tinmes the equival ent human dose, for periods
of time ranging from®6 to 24 nonths, correct?

A Yes, sir."

To be clear, this is Dr. MGMn and he is being
questioned by ny colleague, M. Slonim But tal king about
the results of these studies, this is howDr. MGuMnNn
acknow edged.

"Q GCkay. And in other words, what they are
saying is that there was no evidence of injury to the optic
nerve, the retina or any portion of the eye or visual
system isn't that correct?

A Yes, sir."

And Dr. Aruna simlarly acknow edged.

"Q In your expert report you have not cited a
single scientific study involving animals in which it's been
concl uded that the pharmacol ogi cal effect of Viagra on the
ani mal can cause NAION, correct?

A. | have not cited any such -- any ani mal study
that shows that."

Dr. Hayreh and Dr. Poneranz al so admtted that
they didn't even review the animal studies that have been
done by Pfizer. So we've taken care of the animal studies
and human clinical studies. So let's talk about
epi dem ol ogy.

As detailed in the briefing on this notion, there

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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are three different studies that have | ooked at the

epi dem ol ogy and | ooked at the association between Viagra
and NAION. The first one was done by Dr. McGnM n. The
second was by Margo & French using the VA database. And the
third by Pfizer enployees with a | ead author of Gorkin.
Every expert agrees that these studies do not establish a
statistically significant association between Viagra and
NAION. As Dr. MGamn testified:

"Q Dr. MGMnNn, none of the studies that we' ve
reviewed today - your study, the Margo & French Study, or
the Gorkin paper - find a statistically significant
i ncreased risk of NAION anobng nen who use Viagra, correct?

A. That is correct.”

And he confi rned.

"Q And you're not aware of any studies that we
haven't discussed that reports that nmen who have used Vi agra
are at a statistically significant increased risk of
devel opi ng NAI ON, correct?

A. | amaware of no such studies.

Q In other words, we've covered the universe
t oday?

A.  Unless sonething cane out while we were
sitting here.”

Dr. Hayreh agreed

"Q Are you aware of any clinical studies show ng

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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an increased rate of ischemc optic neuropathy in patients
taking Viagra as conpared to simlar patients not taking

Vi agra?

A.  Nobody done that study.

Q Oay. So you don't know of any studies?

A. | amnot aware of any."

Dr. Poneranz.

"Q So the epi studies that have been done do not
denonstrate an increased rate of NAION in patients taking

Vi agra?

A. | think it shows sonme m ni mal increase.

t hi nk using the epidem ol ogi cal nunbers that they cone up
with, which | don't pretend to be intimately famliar with
"' mnot an epi dem ol ogi st, they suggest a trend toward
increase. But | don't think anything has been proven or

di sproven.”

And the | ast expert, Dr. Aruna.

"Q You agree with ne that you have not cited any
scientific studies, any study where there is a control --
where there is a control group or conparative group where
the study concludes that Viagra can cause a NAIQON, correct?

A. Correct."”

So the efforts to use the epidem ol ogy as
affirmati ve support is not supported by the testinony of

Plaintiffs' own experts. Plaintiffs point to Dr. MGMnNn's

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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study claimng that this odds ratio of 1.75 is significant
to the question of causation even though the finding is not
statistically significant. W talk about statistical
significance in terns of a p-value and the p-value sinply is
the probability that the finding that's being reported is
due to chance. And in the field of epidemology it's
recogni zed that the p-value has to be less than .05 as a
definition of statistically significant. And the reason, as
Dr. MOGMnNn testified, his p-value is .64. And this is what
t hat neans.

"Q And the p-value of .64 neans that there's a
64 percent probability that the odds ratio that you observed
is the result of chance, correct?

A. That would be one interpretation of it, yes,

Q Another way of phrasing this, a p-value of .64
means that there's a 64 percent probability that the odds
ratio was the result of random noise in the data, correct?

A.  Random noi se coul d be one potenti al
expl anation, yes, sir."

It is to protect against this very type of
scenari o that science and the law | ook to statistical
significance and a statistically significant study is the
hal |l mark of a reliable study. The case |aw universally

requires statistical significance in order for a

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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epi dem ol ogi cal study to formthe basis of an expert's

opi nion. The Suprene Court in Joiner affirnmed the exclusion
of epi dem ol ogi cal studi es because the increase was not
statistically significant. The Eighth Crcuit in (dastetter
al so affirnmed the exclusion of an expert opinion because the
paucity of exanples presented statistically insignificant
resul ts.

THE COURT: You know, counsel, as you tal k about
this statistical significance, which certainly in many, many
cases is a hallmark of a case, but it seens to ne that the
Plaintiffs here are saying yeah, we'll give you the
statistical significance stuff because epidemologically we
need to. But what we're really tal king about here is a
whol e breadth of a whole bunch of things that are comng to
a conclusion that it is possible as opposed to just picking
up the individual pieces.

M5. LESKIN. R ght. And the |law does not require
an epi dem ol ogi cal study. But if you' re using an
epi dem ol ogi cal study, it has to be statistically
significant. So either Plaintiffs are relying on the
epi dem ol ogy, in which they do need a statistical
significance, or they are not and then we need to | ook at
what that other evidence is but we did not use the
epidem ol ogy as a basis. In dastetter the Court |ooked

at --

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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THE COURT: So they are hurting thensel ves by
this. But so? Again, we cone back to the sane thing. It
seens to ne what they are trying to present here,
particularly with the plan, is that, Hey, we got a little
bit of statistical significance. W got a little bit, and
all these things add up. And when they add up, this is the
concl usion that McGM n cones to.

M5. LESKIN. The Eighth Crcuit in G astetter
| ooked at each individual piece and said individually they
do not add up.

THE COURT: That's right. But the Eighth Grcuit

canme back and said in another case -- | can't renenber the
name of it -- but the Eighth Crcuit canme back in another
case and said, Well, just a mnute. In dastetter we

i ndi vidualized this but naybe we don't.

MS. LESKIN. Are you tal ki ng about Bonner, your
Honor ?

THE COURT: Um hum

MS. LESKIN: Bonner is distinguishable if you give

me a few mnutes to get there.

THE COURT: Take your tinme. W'Il note it when we
get there. That's fine.

M5. LESKIN. We can absolutely get there. 1'm
just not as good at these as | would hope to be. Ckay.

THE COURT: How you guys do any of this stuff |

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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don't have the slightest idea. | can't even figure out how
to turn the thing on and off.

MS. LESKIN: There was a big arrow on there before
and we had no idea howto get that off.

MR. OVERHOLTZ: Feel free to just turn it right
of f, your Honor.

MS. LESKIN: The main reason Plaintiffs point to
Bonner is for case reports. And the Court in Bonner
actually did not recognize that case reports by thensel ves
can justify a reliable opinion. To the contrary, the Court
noted that the case reports were a shortcomng in the
expert's opinion. But Bonner, again, is distinguishable.

First, Bonner involved a known toxic industri al
solvent. Here, Viagra is an FDA-approved nedication that's
been used by over 27 mllion nmen around the world. In
Bonner, it's the imediacy of the reaction of the Plaintiff
t hat supported one -- was one of the building blocks of that
opinion. Here, Dr. Hayreh, who has a theory of nechani sm
testified that in 11 of the 14 published case reports there
was no factual basis for the purported tenporal association.

Next, Bonner was -- and Bonner, the consuner
information specifically warned of the very type of effect
that the Plaintiff was suffering and said that this is a
known side effect. 1In Viagra, while the | abel says these

have been reported, the FDA specifically said we cannot

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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determne if Viagra causes NAI ON

I n Bonner there were animal studies that showed
that this substance can cause these types of effects. In
Viagra, the animal studies, in fact, show no evidence of
long-terminjury.

I n Bonner there was testinony that the anal ogous
substances simlarly caused the effect and that this
subst ance behaved |i ke those substances. Here, while there
may be testinony that Viagra is |ike the bl ood pressure
| owering nedications, there's no evidence that the bl ood
pressure | owering nedications caused NAION. And so there's
no ot her substances that we can anal ogi ze to.

And, finally, in Bonner the expert had specific
testing of the very mechanismthat they said caused this
injury. And as I'll talk to in a nonent, here Dr. Hayreh
acknow edges that there are no studies. 1In fact, in
Dr. Hayreh's opinion you cannot test his theory of
mechani sm So Bonner had several different things that the
Court | ooked to and was able to put together. Here, we
don't have a single one of those to talk about. So if we're
putting aside the epidem ology, there's still nothing there.

So | want to talk about Plaintiffs point to these
chal | enge-rechal | enge cases as one of these case reports.
And chal | enge-rechallenge is really no different froma case

report. And the Courts have universally recognized t hat

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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case reports by thensel ves are not sufficient. And when it
becones a chall enge-rechallenge, it also is not sufficient.

THE COURT: Counsel .

MS. LESKIN:  Yes.

THE COURT: | think it's fairly well-recogni zed,
apparently, | think it is. [It's got to be because the
actual test on the NAION apparently can't just be done
because of the injuries to the eye and we don't want to run
around maki ng a bunch of people blind on purpose. So if you
got one of those situations -- and there's got to be |lots of
themin this world because of the conplexity particularly of
t he human body but unfortunately of many things -- that you
can't test. Well, if you can't test by this abstract
scientific testing nethod, what possible thing do you have
except case reports? You know, you kind of -- you're just
kind of left withit.

M5. LESKIN. Well, you have nore than just case
reports, your Honor. You actually -- first of all, there is
testing that goes to the issue here. So the assunption that
you can't test for NAION is sinply not consistent w th what
t he evidence is.

THE COURT: Well, your testing is limted to
ani mal s and various kinds of statistical information that
cones fromthat. That's about what you' ve got. You're not

runni ng around deliberately overdosing and all that kind of

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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stuff that goes on.

MS. LESKIN: Sure. | nean, everyone acknow edges
that case reports can generate a signal; that if you have
sonet hing that occurs rarely, you look to the case reports
to see is there sonethi ng unexpected happeni ng. But when
you get that signal, and the docunents the Plaintiffs have
cited to recognize this, all that nmeans is that you
investigate it further. You investigate it further by doing
epi dem ol ogi cal studies, and three studies have failed to
show an increased rate of NAION. And you look at it to see
if you can test the mechanism and that's been | ooked at.

Now, the theory that they are tal king that
Dr. Hayreh proposes is that we start wth his assunption
that what NAION is due to. And Hayreh says putting aside
Viagra, NAION is caused by this thing called nocturnal
hypotension. Well, even that is not well-established. As
Dr. MOGMnNn testified:

"Q In the paragraph that you read out | oud,
there's a portion in which you say NAION i s possibly
associ ated with nocturnal system c hypotension. You used
t he phrase 'possibly associ ated' because it's not been
scientifically proven that nocturnal system c hypotension
causes NAION, correct?

A. That is correct.

Q And, Dr. MGMnNn, although there are theories

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

18

about the cause of NAION, which you state in this paragraph,
t hose theories have not been scientifically proven, correct?

A. That is correct."

We need to back up, though, to understand --

THE COURT: A hundred years ago | used to take
depositions. One of the things I would al ways tel
W tnesses is stop and think about your answer before you
give it.

M5. LESKIN. Dr. McGmMn definitely did that.

THE COURT: Fortunately | did that before those
days.

M5. LESKIN: In order to understand what
Dr. MGMn and Dr. Hayreh is tal king about, let ne back up
and tal k about what NAION is and what it isn't. This is a
schematic of the eye and the optic nerve is this area back
here. And what that does is it takes all the vessels and
all the nerves fromthe eye and it cones together in the
back through the optic nerve sheath and | eads back through
t he brain.

So let ne just take out this other one. This is a
rough schematic of the blood vessels. The blood to the eye
cones off the heart through the carotid artery; and off the
carotid artery breaks out into the main blood supply into
the eye, which is the ophthalmc artery. Fromthis

ophthal mc artery we branch off the central retinal artery

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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whi ch cones up through the mddle, feeds the retina and the
very superficial |ayer of the optic nerve; and further al ong
breaks off into the posterior ciliary arteries, the | ong one
of which conmes back and feeds the choroid, which is this
thin [ ayer of vascular tissue right under the retina. It
feeds the retina. And the short posterior ciliary artery,
which in turns feeds the optic nerve.

| f you |l ook at the optic nerve head, this is the
very front portion of the optic nerve head. So this area
here is the back of the eyeball. And this is the area, this
am na cribrosa, where it is believed that NAI ON occurs.

And the vessels that lead into the optic nerve head are the
short posterior ciliary artery that cone off the ophthal mc
artery and into the optic nerve head.

Dr. Hayreh's theory is that at night, all of us,
every individual, drops their blood pressure at night. In
certain nmen, or certain people, who have cardiac --
cardi ovascul ar risk factors, when that bl ood pressure drops,
it lowers blood flowinto the optic nerve and causes an
ischema, a lack of blood in oxygen. So that's his theory,
and as Dr. McGmM n recogni zes, that itself has not even been
firmy established. But we don't ask the Court on this
notion to deci de whether the theory of whether NAION is
caused by nocturnal hypotension neets Daubert.

But what -- I'll go back to ny slides now For

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220
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Vi agra, what Dr. Hayreh has theorized based on his
assunption that nocturnal hypotension causes NAION, he then
says that Viagra sonehow aggravates this nocturna
hypot ensi on and that in turn that drop in nighttinme bl ood
pressure due to Viagra causes a decrease in blood flow into
the optic neve head and that in turn is what causes NAI ON

Now, Plaintiffs have put forth, and Dr. Hayreh has
pointed to no evidence, that Viagra aggravates nocturnal
hypot ensi on. No evidence. So what we were tal ki ng about
before is whether there's evidence that Viagra causes a
decrease in blood flowto this area.

Now, Dr. Hayreh acknow edged that he didn't do any
studies on this.

"Q | just want to know, did you do any studies
measuring ocul ar blood flow foll ow ng Viagra?

A.  No, because there's no nethod to neasure the
ocul ar bl ood fl ow, period.

Q So you haven't done any studies?

A No."

And he did acknow edge that he is not aware of
anyone el se who has in that area.

"Q Are you aware of any study neasuring bl ood
flowto the eyes after Viagra use which shows a decrease of
bl ood fl ow?

A.  The ones which you have shown, none of them

CARLA R. BEBAULT, RPR, CSR
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show.

Q Are you aware of any study which does show --

A.  No.

Q -- a decrease in blood flow?

A, No."

I n the Accutane case --

THE COURT: Counsel, isn't the reason for that,
admttedly it's a theory, but the reason for that is that
you can't study it.

MS. LESKIN:. Well, but you can study. He
referenced that | showed himstudies. There were ten bl ood
fl ow studi es that have been done follow ng the use of
Viagra. And what those have done is they have | ooked at
ot her areas of the vessels.

THE COURT: But isn't that the problenf

MS. LESKIN: But if the closest you can get is
every other vessel that | eads up into here, then you' ve
tested as nuch as you can test. So --

THE COURT: But it still gets back to isn't that
t he probl enf

M5. LESKIN. In the Accutane case the Mddl e
District of Florida recognized that a theory -- a biol ogical
mechani sm wi t hout evi dence of the mechani sm by which it
works is sinply a theory, a hypothesis. And what we've said

is that the ten studies that are out there which have
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studied the central retinal artery, have studied the |ong
posterior ciliary artery into the choroid, which have
studi ed the short posterior ciliary artery that leads into
the | ast stop before we get into the optic nerve, and all of
t hose have found either an increase in blood flow or no
change in blood flow. None of these studies have found a
decrease of blood flowto any vessel in any part of the eye
due to Viagra use

And that's consistent with every ot her study that
has been done which universally shows an increase of bl ood
fl ow t hroughout the body. This is how Viagra works. It
i ncreases blood flowinto the penis. It increases bl ood
flowinto the lungs in patients with pul nonary hypertension.
It's sold as Revatio under the sanme chemcal. And in every
vessel that has been tested, every tissue that has been
tested, Viagra has been shown to increase blood flow.
Nowhere has it been shown to decrease bl ood flow.

And what Dr. Hayreh's theory woul d have this Court
believe is that it's reasonabl e nethodology to |look at this
one area and say that sonehow the bl ood behaves differently
right here than in every other vessel and tissue in the body
t hat has been studied w thout any studies and any testing to
support it.

So when you don't have the nechani smand you don't

have the epidem ol ogy, and nore than you don't have it, what
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you do have does not show, fails to show an increase in -- a
decrease in blood flow, fails to show an increased rate of
NAI ON, then it becones unreliabl e nethodol ogy to determ ne
that Viagra causes NAI O\

So after | ooking at those studies, we don't have
not any evidence, no studies to support the part of the
theory that Viagra causes a decrease in blood flowto the
optic nerve; and as we spoke about, we have no evi dence that
Vi agra causes an increase in NAION in nmen who take the drug.

In the Anorgi anos case the Second Circuit held
that to warrant adm ssibility it is critical that an
expert's analysis be reliable at every step. Any step that
renders an analysis unreliable renders the expert's
testinony inadm ssible. And that's consistent not just with
the law of the Second Crcuit. 1In the Third Circuit the
Paoli case held that. In the Ninth Grcuit the Dom ngo case
held that; and in the Eleventh Grcuit the MO ain case al so
required an expert to showthe reliability of each step.

And the failure to do that is fatal under Daubert.

And all of the evidence that has been presented
goes to nunber one. Plaintiffs' briefs present you many
articles that tal k about whether or not nocturnal
hypot ensi on causes NAI ON. But none of that evidence goes to
nunbers two, three and four in Dr. Hayreh's chain, and that

is fatal under Daubert. And I'mnot the only one who says
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that. Dr. Poneranz testified at deposition

"Q Now, | think you nmentioned this. The
proposed nechani sns that are out there as to how Viagra can
possi bly cause NAION, those are all hypothetical at best,
right?

A. Yes, | think they are hypotheses. | don't
t hi nk they' ve been proven or disproven, at least in ny
opi ni on. "

Daubert says if it can't be tested it's not
adm ssi bl e.

The next factor is peer review and publication.

THE COURT: Counsel, that flat statenent that you
just made, | don't accept it. I'msorry.

MS. LESKIN: That's the | aw of Daubert, your
Honor. Daubert says the key, the theory can be and has been
tested. And case after case says if you are -- you have to
be able to test this theory. Oherwise it's hypothetical at
best. And every tested -- and this isn't even a situation,
your Honor, where there is no testing. There is repeated
testing and the testing that has been done again and again
fails to find a connecti on.

We tal ked about -- and that's why you have peer
review. And the only published l|iterature that purports to
conclude that there is a causal connection between Viagra

and NAION is Dr. Hayreh's published viewpoint editorial.
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But the fact that that viewpoint editorial is published
doesn't automatically transforminto pure peer review.
Because the essence of peer review is publication and
replication. And, again, what has been published and
replicated are the three epidem ol ogi cal studies that have
failed to find an increased rate of NAION, and the ten bl ood
flow studies that have failed to find a decreased fl ow of

bl ood.

As | nmentioned earlier, the FDA concl uded that
it's not possible to determ ne whether the events, whether
the reports of NAION are caused by Viagra. And when they
approved the label for Viagra to nake that change, they have
reported, again, they issued a statenent. And that
statenent says it is not possible to determ ne whether these
oral nedicines cause NAION. And they issue patient
i nformati on which recogni zed we do not know if Viagra causes
NAI ON.  And when they issued that statenment in July of 2005,
they said that they were going to continue to reviewthe
informati on and woul d update it if additional information
becane available. And that information has not changed.

More than the FDA, one of the very studies that is
bei ng di scussed here, the Margo & French Study, |ast year
| ooked at the literature and they concluded to date there is
no definitive evidence to support a causal relationship.

And even Dr. Poneranz, Plaintiffs' own expert in

CARLA R. BEBAULT, RPR, CSR
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this case, has repeatedly published that there's not
sufficient evidence to establish a causal connection. In
2002 he wote a definite causal relationship between
sildenafil, which is Viagra, and NAI ON cannot be established
here. In 2005 he wote a definite causal relationship
cannot be established. |1n 2006 he recogni zed that a
wel | -researched expl anation as to how sildenafil can cause
NAI ON does not exist, and recogni zed that the case reports
can be an expected coi ncidence -- those 14 published case
reports that we tal ked about -- because it's the top selling
nmedi cation and, as | nentioned at the beginning, there are
over | apping risk factors.

In a presentation he nmade, Dr. Poneranz nade to
his own peers in the scientific conmunity, other
opht hal nol ogi sts, discussing optic neuropathy, he told them
that the relationship between erectile dysfunction drugs,
like Viagra, and NAION is unclear and controversial. That's
his owm words. And so when we got to his deposition this is
what he testified:

"Q Is it your hypothesis that Viagra can cause
NAI ON?

A No. At this tinme, | described in ny papers,
that there's a tenporal association between the two. And
|'ve put forth possible hypotheses, but | don't purport to

have a nechani stic answer to that.
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(Wtness pauses.)

THE COURT: Counsel, this is the first tinme in
di scussi on today --

"I think it's -- because no one understands
conpletely what the nechanismof NAIONis, to cite sonething
as being a specific cause wi thout necessarily know ng al
t he pat hophysi ol ogy that underlies a condition | think is
difficult to do."

M5. LESKIN: |I'msorry. Your question, your
Honor ?

THE COURT: This just happened to be the first
tinme that we've heard this word "tenporal™ but | got |ots of
it in here. Help nme with the definition of that and the
inplications of that definition as it applies to this case.

M5. LESKIN. "Tenporal" solely refers to a tine
relationship. And in the case of causation, basic causation
principles require that a drug be used before the onset of a
condition. That is all that is nmeant by tenporal
rel ationshi p.

Dr. Hayreh, as part of his biological nechani sm
t heory, assuned that these 14 published case reports, as he
testified, they -- nost of themthey woke up the next
nmorning with NAION. As that in his mnd is consistent with
his theory that you take Viagra. It interferes with your

noct urnal hypot ensi on, your drop in blood pressure while you
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sl eep, and you wake up the next norning wth NAI ON

But when | confronted himwith witten case
reports, he acknow edged that the reports do not provide a
factual predicate for that opinion. And, in fact, in 11 of
the 14 case reports the witten facts were contrary to his
assunptions. And that that was -- and he acknow edged t hat
it was solely his assunption, but not based on factual
record.

THE COURT: In other words, they had to have been
asl eep or sonething that was invol ved?

M5. LESKIN: That's correct. Sone of them were an
hour but hadn't been sl eeping; sone of themwere 36 hours.
Lots of themhad no information as to the tine between the
onset and the taking of the drug. In the Margo & French
Study there is no evidence of a tenporal relationship
bet ween the patients who were taking NAION [sic] and
taking -- and taking a drug, one of the drugs. |In fact, one
of the acknow edged net hodol ogi cal flaws of that study was
that there was no effort to insure that the cases had in
fact taken Viagra or another erectile dysfunction drug
before the onset of their condition, and we have no way to
know whet her any of those patients had NAI ON before they
t ook the drug.

And obviously if you have the condition before you

ever take a drug, the drug cannot have caused t hat
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condition. And that, of course, is one of the problens with
case reports is the information on tenporality is often
m ssing. One of the published case reports in this case, at
| east one of them suffers fromthat very fl aw
And, again, all the case reports give you is a
potential tenporal relationship. The Eighth Grcuit in
d astetter recogni zed the case reports, while they may show
a tenporal association, nmake little attenpt to screen out
al ternative causes, |ack analysis and omt relevant facts
about the patient including nmedical history, famly history,
and may even not conpletely report the onset of the
condition. And for that reason G astetter found that case
reports are not scientifically valid proof of causation.
That's consistent, of course, with the El eventh

Circuit in the R der case. It's consistent with this

District inthe Wllert case, and the Pol ski case. And so
if all we're left wwth are case reports, that is not a
reliable basis, not a reliable nethodology for Plaintiffs to
poi nt to.

In sum the Court has to | ook behind just the
rhetoric of the briefing here and | ook at the evidence that
has been presented to the Court and conpare it to the
Daubert factors. On testing, the experts have provided the
Court with no epidem ol ogy supporting causati on between

Vi agra and NAI ON.
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| should address briefly the subgroup they point
to. In Dr. MGuMnNn's study there is a small group of nen, we
don't know how small, but a small group of nen who had a
prior history of nyocardial infarction; and in that
particul ar subgroup Dr. McGM n reports to have found a
statistically inportant finding. But it's inportant to
understand how Dr. McGM n reached that result. And if you
can give ne one nonent, your Honor.

In the course of his study Dr. McGmM n coll ected
data on various characteristics, nine different
characteristics of the people participating in the study.
And after the study was concluded and after he found no
statistically significant overall association, he went back
and | ooked at the individual characteristics to see what he
could find. And in eight of those nine subgroups Dr. MGa n
did not find a statistically significant association.

In one, the one with patients with prior
myocardial infarction, Dr. McGMn found a statistically
significant rate. But Dr. McGM n acknow edged that there
were problens with this nethodol ogy.

"Q And, in fact, if you partition a set of data
into small subsets, you nmake it nore likely that sonme subset
will show a statistically significant difference even if
there's no real underlying difference, correct?

A. Yes, sir.

CARLA R. BEBAULT, RPR, CSR
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Q And indeed, if you test enough subgroups, a
fal se positive result will energe fromthe data purely as
the result of chance, correct?

WIIl result or can result?

Q Yes. WII result. If you test enough
subgr oups?

A. If you test enough subgroups, yes, sir.

Q You're going to get it, right?

A Yes, sir."

In other words, the nore you slice up the data,
the nore likely you're going to find sone statistically
significant result even if that result is, in fact,
meani ngl ess.

At Dr. MGmM n's deposition he recogni zed that the
epi dem ol ogi cal comrunity treats this analysis of subgroup
results as surprisingly unreliable. And in his report
Dr. Kimrel, Pfizer's epidem ol ogy expert, gave an actua
exanple in this case in this published article from Jams,

Yusef, Analysis and Interpretation of Treatnent Effects in

Subgroups. The author refers to a study that show t hat
peopl e who take aspirin have a lower rate of heart attack.
But when you anal yze that information by Zodi ac sign, they
found that people with Libra -- who are Libra and Gem ni
were in fact suffering harnful effects fromaspirin.

Now, that obviously is a spurious result and it's
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for that very reason that the authors said that this type of
reliance would hardly be expected to provide reliable
estimates of treatnment effect.

And even Dr. McGm n acknow edged in his deposition
that this type of analysis is a scientifically flawed
met hodol ogy. So we can't point to the subgroup as sonehow
evidence of a |arger association or even of association in
this very subgroup. And even if we could, Dr. McGmM n
recanted his reliance on that subgroup. 1In his report he
w ote, as your Honor has seen, that the author has reported
an odds ratio of 10.7 in this subgroup. But when he was
asked about it in his deposition:

"Q GOkay. And contrary to what that sentence
says or that portion of the sentence says, in your article,
you report no odds ratio data for nen who reported Vi agra
use alone and had a history of nyocardial infarct, correct?

A. That's correct, yes.

Q So that sentence is wong?

A.  Yes, that's correct.”

And that's the only testinony under oath about
this subgroup. And Dr. McGM n didn't change his testinony,
Plaintiffs didn't ask himto clarify this testinony. And
even though we raised this in our opposition to Plaintiffs
nmotion, Dr. McGaMn put in an affidavit in reply to that

opposition, he never attenpted to change this testinony.
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Al so, the third reason they can't rely on this
subgroup is that they have waived the reliance. W asked
for the underlying data to support the subgroup analysis and
Rul e 26 requires disclosure of the underlying data that the
expert relies on. And Plaintiffs refused to provide that

information. The Eighth Grcuit in the Mens versus City of

St. Paul case affirned the District Court's exclusion of an
expert who did not disclose the data he had coll ected
underlying his opinion

And finally, an epidem ol ogical result, at nost,
gi ves you an associ ation whether there's a statistically
significant finding. You have to take in an association and
conpare it to everything else in order to turn it into
causation. And not a single one of the experts points to
this subgroup and uses that as the foundation of any type of
causation analysis. |In fact, as we saw earlier, the three
ot her experts universally agree that there's no epi dem ol ogy
evi dence to support the experts' opinions in this case.

Your Honor questioned whether -- questioned ny
cite to Daubert and whet her Daubert says that if a theory
can't be tested that it's not admtted. This is what
Daubert says. And if | can turn this on, | can even put it
up on this.

There we go. This is, again, this is fromthe

Suprenme Court's decision in the Daubert case. And at 593
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the Court says: "Odinarily, a key question to be answered
in determ ning whether a theory or technique is scientific
know edge that will assist the trier of fact will be whether
it can be (and has been) tested. 'Scientific nethodol ogy
today is based on generating hypotheses and testing themto
see if they can be falsified; indeed, this nethodology is
what di stingui shes science fromother fields of human
inquiry.'" And citing the Henpel article. "The statenents
constituting a scientific explanation nust be capabl e of
enpirical test.” Including fromanother article, "The
criterion of the scientific status of a theory is its
falsifiability, or refutability, or testability."

And absent the ability to test, that is a reason
to exclude the opinion, not to let it in.

So, again, comng back to the Daubert factors, on
testing the experts have provided the Court with no
epi dem ol ogy, with no animal testing, with no clinical
testing, and no testing of the critical foundation of
Dr. Hayreh's theory. What is out there are three studies,
t hree epi dem ol ogi cal anal yses, which fail to denonstrate an
increased rate of NAION. Ten blood flow studi es which test
as close as we can get to the optic nerve and find no
decrease in blood flow, and every other study that has been
done | ooking at bl ood flow anywhere in the body which fails

to find any decrease in flood flowin any part.
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Look -- going back to Daubert, peer review and
publication, the only article that Plaintiffs can cite is
Dr. Hayreh's viewpoint and that article suffers fromthe
sanme foundational flaws as his expert report here. There's
no original research supporting it. It's sinply his
t heori es.

Finally, w despread acceptance, Plaintiffs have
put forth no evidence that the views of their experts have
gai ned wi despread acceptance in the nedical conmmunity. And
again, the evidence that exists is to the contrary. The FDA
has found it's not possible to find -- determ ne a causal
rel ati onship. The published scientific articles that we
cite in our brief, they have concluded that a causal
rel ati onship cannot be established. Plaintiffs' own expert,
Dr. Poneranz, has published nunerous articles and given a
presentation to his own scientific peers which describe the
rel ationship between Viagra and NAI ON as uncl ear and
controversial. Wth that |ack of evidence, there is sinply
no reliabl e nethodol ogy underscoring the Plaintiffs
expert's positions.

Unl ess the Court has further questions on our
nmotion, |I'mjust going to use a little bit of ny tine to
just address a couple of points on Plaintiffs' notion, and
"Il reserve the rest of it for after.

THE COURT: Sur e.
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M5. LESKIN: Plaintiffs have raised the
qualifications of Pfizer's experts. Dr. MGMnNn acknow edges
that Dr. Kirmel is well-known, a talented, respected
phar macal epidemologist. In fact, he has witten one of
the | eadi ng t ext books on epi dem ol ogy. They don't dispute
both Dr. Netland and Dr. Ganel are well-qualified
opht hal nol ogi sts who have di agnosed and treated patients
with NAION. Plaintiffs' efforts to require themto be
certified as neuro-ophthal nologists is just sinply
inconsistent with the factual record and the case | aw.

Their own experts have not said that you have to be a neuro-
opht hal nol ogi st in order to conduct a critical analysis of
the literature. And all of the issues that they raise on
qualifications are best reserved for cross-exam nation
should we get that far

They argue that our opinions are solely designed
for litigation. But those opinions and the nethodol ogy used
is consistent with the published literature which, as we
di scussed, finds that there's no substantial evidence,
there's no reliable evidence of a causal association. And
where the opinion uses reliable nethodol ogy and is
consistent with the published literature, Daubert does not
require that that -- those opinions be excluded. To the
contrary, they do have a fundanentally reliable basis.

Plaintiffs have continued to shift the burden of
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proof and m scharacterize the very opinions of the experts
reports. None of our experts have offered an opinion that

Vi agra does not cause NAION and that is not our burden. The
question here on both notions, and in this case, is whether
there's reliable nethodol ogy to support an expert opinion
that Viagra can cause NAION. And our experts have done a
critical review of the literature that exists and found that
there is no reliable evidence to support such a question

Plaintiffs have spent a lot of tinme conplaining
that the Gorkin article is not actually a study. Well,
whet her we classify it as a study, analysis, a
epi dem ol ogical review, it's all besides the point. The
bottomline is that study, that article, does not provide a
foundation, does not provide a reliable basis for an opinion
that Viagra causes NAION. And Plaintiffs' own experts have
acknow edged that fact.

Finally, Plaintiffs have pointed in their reply
brief to sone testinony fromDr. Ganel --

THE COURT: Before you go on to that.

M5. LESKI N  Absolutely.

THE COURT: You just made a reference to sonething
that | struggled with and that's in one sentence. A couple
of sentences ago you nmade the reference to the fact that
there was no evidence that Viagra can cause NAION. And then

you canme back in the next sentence and said that there's no

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

38

evidence that it does cause NAION. Now, there's a
di fference between those two phrases.

M5. LESKIN: | grant you that.

THE COURT: Cxay.

M5. LESKIN. And the question is?

THE COURT: \What's your position on the
di fference?

M5. LESKIN. Well, the question here, your Honor,
is general causation, is Viagra capable, can it cause NAI ON
And Plaintiffs have to -- Plaintiffs' burden at this tinme is
to cone forward with reliable expert evidence wth a
sufficient scientific foundation that Viagra is capable of
causing NAION. And you need to | ook at the underlying
science that they point to to determne if that's the case.
And whether | m sspoke and said does, certainly the evidence
does not show -- the reliable evidence does not support a
conclusion that Viagra can cause NAION. And that is the
gquestion that we have to | ook at here.

But Dr. Ganel, they cited to you, has a statenent
in his deposition as to whether it was possible. Going back
to what we were tal king about before and Dr. Hayreh's
t heory, whether the studies that | ook at this vessel show a
decrease or no increase, whether it's possible for another
vessel further downstreamto show a decrease in blood flow

And they pointed to sone testinony fromDr. Ganel, our
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expert, to say that that was possible.

But you have to look at Dr. Ganel's testinony to
under stand what he was referring to. So when we spoke --
when | asked him this is how he explained that:

"Q Under what circunstances could that happen?

A.  The only physiol ogical circunstances that |'m
aware of would be -- where it's been proven, would be
vascul ar obstructi on.

Q And in the absence of a vascul ar obstruction
does it make physiol ogi cal sense, based on your know edge of
anat ony and physics and physiol ogy, in the absence of a
vascul ar obstruction, does it make physiol ogi cal sense for
there to be an increase or no change to blood flowin the
ophthalmc artery, and a simnmultaneous decrease downstreamin
the vessels that feed the optic nerve?"

Again, that's this vessel

"A. That is not consistent with ny understanding
of the flow of physiology involved in that systemand |'m
certainly not aware of it -- | cannot inmagine where it m ght
happen short of enbol us.

Q Again, in the absence of an obstruction or
enbol us?

A. In the absence of an obstruction, that's
correct.

Q Does it make physiol ogi cal sense for there to
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be an increase or change in blood flow to the posterior
ciliary arteries and yet a decrease in blood flow?

A. It nmakes sense in an obstructive situation
whi ch coul d be an enbol us or thronbus.

Q And absent that, does it nake sense?

A.  I'mnot aware of any physiol ogi c process where
that can occur. I'mnot aware of it and | can't -- well, |
can't -- | don't know of any process and | can't inmagine

one.

Q And, again, in the absence of an obstruction
via thronbus or an enbolism does it make physi ol ogi cal
sense for there to be an increase or no change in blood flow
to the PCA --

That' s these.

"-- yet have a decrease in the flowto the optic
nerve?

A. No. Barring an enbolic event, no."

It's undi sputed, and Dr. Hayreh acknow edged, that
NAION is not an enbolic or a thronbotic event. So
Dr. Ganel's testinony does not help the nechani sm here.

And unl ess the Court has any other questions, |'m
going to reserve the rest of ny tinme, your Honor.

THE COURT: (Ckay. Thank you very nuch.

M. Becnel, do you want to do the change around

first? Do you want to take a five-m nute recess to unhook
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and rehook?

MR. BECNEL: That woul d be a good pl an.

(Recess taken from 10:28 to 10:34 a.m)

MR. BECNEL: May it please the Court.

THE COURT: Good norning, M. Becnel.

MR. BECNEL: | think the Court has to understand a
few of the facts of this drug to hel p understand t he Daubert
i ssues. This drug was not a drug that was devel oped by
hypot hesi s such as a new |ife-saving cancer drug or |eukem a
drug. This was a drug devel oped for angina.

They had a trial going on in England between nen
and wonen. A gentleman Ph.D. by the nane of Peter Ellis was
doing the trial and conducting the clinical trial. Al of a
sudden after a year or so he found no absolutely no benefit
to the drug concerning angina. So then he asked all of the
participants in the study, nen and wonen, to give himthe
drug back, and as a result of that the wonen all gave him
the leftover drugs. None of the nen did. They flushed it
down the toilet, threwit away, didn't have it. He digs
deeper into it and he finds out, Al of a sudden |I realized
| had a eureka nmonment. These nen were having erectile
dysfunction prior to, but wwth the drug it helped. That's
it. No studies are done at that tinme dealing with that. It
was only after his eureka nonent that they started doing

st udi es.
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Now, why is this case here and how did it devel op?
A physician naned Dr. Poneranz, who was a partner of
Dr. Neil Sherra (phonetically spelled) here in Mnnesota
started seeing sone of these case studies. People cane to
himnot fromlawers, not fromlitigation, not from
advertisenents, not fromanything but referred to himfrom
physi ci ans, and he devel oped a few case studi es.

Dr. Hayreh, who invented the term NAION, wth over
50 years of research, probably has treated nore of these
peopl e than anybody in the world conbi ned, he was tried to
be hired on two or three different occasions by Pfizer and
he refused. He didn't even talk to Plaintiffs before his
deposition or Plaintiffs' |lawers, and refused to take cases
except from physicians who referred themto him and, believe
it or not, inlowa City, lowa, which we subsequently | earned
was one of the | eading eye centers in the world.

In any event, he testified that, Look, you can't
study cats, you can't study dogs. The only thing that you
can study to deal with this is nonkeys. And he has done
nmor e nonkey studi es than anybody el se dealing with it.

So the five patients that he first cane up with
Dr. Poneranz did, and then seven subsequent patients, none
of whom were sent to himby | awers, were involved in
l[itigation. This case canme to you because of M. Janes

Thonpson. This is M. Thonpson. He is an engineer. He
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filed suit against -- this is from CNN when he started

di sclosing that he took Viagra, went to bed, and woke up and
not totally blind. You have to understand this thing
happens, it's |ike you taking a | ens out of your eyegl asses
and you wake up in the norning. You really don't realize
one of the lenses are mssing until you start trying to read
and then you realize it later in the day.

M . Thonpson is probably fromone of the nore
affluent areas in Houston, Texas, and can't see. Sone
peopl e have it in one eye, sone people have it in a third of
an eye or half of an eye. Sone have a little bit here and
there and chal |l enge-rechal |l enge, they took it again and they
| ost the rest.

My two col |l eagues are going to address specific
issues. M. Hopper will deal with the main Daubert issues
and M. Overholtz will deal wth all of the issues rel ated
to the science and the experts.

THE COURT: Ckay. M. Becnel, if -- | know that
there's a plane that you have a finite tine to catch

MR. BECNEL: | have one for 1:50.

THE COURT: And if we're staying on and you need
to | eave, you' re excused. And by the sanme token if your
phone goes off and you have to | eave, feel free to | eave.

Ckay. M. Hopper.

MR. HOPPER. If it please the Court, your Honor,
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| "' m Randy Hopper, Zimrerman Reed law firm on behalf of the
Plaintiffs here today. Wen we all started this case,
admttedly everyone had to confess to sone extent that this
is not such an easy topic to discuss. It's alittle bit
unconfortabl e soneti mes even as professionals to tal k about
erectile dysfunction and these kinds of issues, perhaps even
nmore so for nen to talk about it. But obviously we're here
as professionals and as Plaintiffs' lawers it's our job to
represent men who took Pfizer's drug and were injured by it.
That's what we cannot | ose sight of.

Even in a Daubert notion, your Honor, where we're
swwnmng wth all of these facts and figures and scientific
and nedi cal terns and parl ance, we can't |ose sight of the
fact that even though perhaps the population of nmen is
smal |, these nen experienced real injuries, many within 24
to 48 hours of ingestion of the drug. Those are issues for
merits that your Honor will have an opportunity to exam ne
nore carefully if in this Court's wisdomyou allow us to
proceed and our experts to present testinony to the jury as
t hey should be allowed to do.

But these nen experienced real injuries, as
M. Becnel alluded to, with lost or inpaired vision. That's
the subject of the lawsuit, your Honor. Not sexual
i npot ency but vision | oss and inpairnment caused by Viagra.

Plaintiffs' experts are emnently qualified to
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testify to causation. They are leaders in their field,
particularly in neuro-ophthal nology. And it's inportant and
it's worth noting, the Defendants haven't even proffered
neur o- opht hal nol ogi sts anong their cache of experts. For
sonme reason they haven't been able to bring forth
neur o- opht hal nol ogi sts which, as Ms. Leskin showed the Court
specifically, is the ganbit within which this injury and
this disease falls. |It's about blood flow and it's about
profusion of blood flow But it has to do with the retina
nerve. And the neuro-ophthal nol ogists, |ike the vascul ar
surgeons over in the subsets of heart surgery of the
cardi ol ogi sts and even the thoracic surgeons, these are the
subspeci al i sts that understand this disease. These are the
subspeci al i sts who understand the nuances of this.

Plaintiffs have proffered two
neur o- opht hal nol ogi sts em nently qualified, particularly in
opht hal nol ogy. They are nedi cal doctors and scientists who
have conducted research, ophthal nal gi c research on NAI ON
AlON and 1 QN, and have i ndeed di agnosed and treated NAI ON,
AION and ION in patients they have seen.

These ocul ar blood flow injuries are nothing new
What we're seeing nowis a toxic relationship of a drug
which | don't think Pfizer even knew when they tested it and
brought it to market -- that's an issue of liability that

we'll discover on nerits -- knew that there was a
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possibility of this causation, which is why | don't think
they can put up the experts to defend thensel ves on a
Daubert chal |l enge.

In the case of Dr. Hayreh, your Honor, he's the
man -- he is the doctor, he is the scientist who discovered
NAION. If anyone, if anyone in the world knows and
understands NAION, he does in no uncertain terns. These
experts that Plaintiffs have brought forward have rendered
their opinions not for purposes of this litigation. They
have not speculated wldly, as the fringe issues bring
forward in the Daubert decisions and the progeny of cases
from Daubert, to show why an expert's testinony is not
al l owed. They have not invented the bases for their
opi nions for purposes of this litigation. They have not
created this out of whole cloth and just comng up with this
idea so they could help sone Plaintiffs' |awers.

These are experts emnently qualified who have
studied -- and I'll grant, since Ms. Leskin brought it
forward, but | think there's an inportant distinction to
under stand as your Honor recogni zed fromthe bench a nonent
ago in trying to understand Daubert, it says testing, |-NG
testing. Not tested, not to final conclusion. Daubert is
not about conclusions. Daubert has standards relating to
rel evancy and to reliability.

"1l talk briefly in the main about the
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Plaintiffs' experts and why they neet the factors enunciated

in Daubert v Merrell. Then ny coll eague and co-counsel, as

M. Becnel nentioned, M. Overholtz, will anplify on these
points to show the Court nore precisely why Plaintiffs
experts should not be disqualified and why in fact they cone
wi thin and neet the standards of Daubert and shoul d cone
forward to neet the jury.

And finally I intend, nore for the record than for
any other reason, to touch on the key points of Daubert,
even though Ms. Leskin has done that, and of Rule 702. What
t hose address and perhaps, your Honor, what they do not.

Daubert and Rule 702 briefly, your Honor, the
rules and the case |aw are very clear that this Court is
given wide | atitude when applying Daubert in the context of
expert testinony. And certainly, your Honor, | don't need
to take up a lot of the Court's tinme. This Court is
exceedi ngly experienced with the Daubert notions and Daubert
i ssues. And, your Honor -- but as your Honor knows, inits
rol e as gatekeeper, the District Court exercises its
authority for insuring that an expert's testinony sinply
rests on a reliable foundation and relevant to the task at
hand. And the task at hand is the profusion of blood flow
that you're going to hear about fromM. Overholtz. That's
where the science focuses. That's where the

neur o- opht hal nol ogi sts bring forth their testinony that's
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both relevant and reliable.

In short, your Honor, a trial judge, as Daubert
further enunciates, a trial judge in applying the standards
of 702 and 104a nust nmake a prelimnary assessnent of
whet her the expert's testinony and underlying reasoni ng and
nmet hodol ogy is scientifically valid and can properly be
applied to the facts of the case. If the testinony is found
to be scientifically valid and is proper for the facts of
the case, the testinony is deened adm ssi bl e.

And to neet the Daubert standard of reliability
and of relevance, as | nentioned and as codified in Rule
702, in addition to these threshold requirenents of
rel evance and reliability, Daubert has certain nonexcl usive
factors. The nonexclusive factors to be considered in
deci di ng a Daubert notion on proposed scientific testinony
as to whether it's good science include whether the theory
can be tested, whether it has been subjected to peer review
and publication, is there a known or potential rate of error
in scientific technique, and the general acceptance of the
theory or technique in the relevant scientific community.

In addition to these, the Eighth Crcuit has
recogni zed additional factors: Wether the expert testinony
was devel oped purely for litigation or did it naturally flow
fromthe expert's own experience, clinical research, bench

research, testing and hypothesis that they put forward; and
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whet her the expert ruled out other alternative expl anati ons,
and whet her the proposed expert sufficiently connected the
proposed testinony with the facts of the case.

That's exactly, precisely, what our experts have
done here, your Honor, to fulfill the Eighth Crcuit's
t hreshol d' s requirenents.

Ms. Leskin's attenpt to distinguish Bonner, your
Honor, fails. If the Court would listen for a nonment to
Bonner, when Judge Wl |l man wote: "Likew se, there's no
requi renment that published epidem ol ogi cal studies

supporting an expert's opinion exist in order for the

opinion to be admssible.” But prior to that Judge Wl | man
wote: ". . . if there are good grounds for the expert's
conclusion, it should be admtted. . ." The District Court

shoul d not exclude scientific testinony sinply because the
concl usion was novel. [If the nethodol ogy and the
application of the nmethodol ogy were reliable, expert

w tness's net hodol ogy, rather than their conclusions, is the
primarily concern of Rule 702."

And your Honor knows intimately that that's
directly on point with Kunho Tire from many deci si ons that
this Court has rendered. W don't have to have a
epi dem ol ogi cal study at this phase of the case in the
causation discovery in order for our experts to nove

forward. W have to show that the neuro-ophthal nol ogi sts
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and the other experts that we have engaged in that rigor.
That these are qualified experts who know how to engage in
that rigor and cone to a result, but they don't have to
prove it conclusively.

Wt hout equivocation, your Honor, we'll show and
M. Overholtz will discuss that Plaintiffs' experts both,

Dr. Hayreh and Dr. McGan, as well as Dr. Poneranz and
Dr. Aruna's testinony, neets the Daubert 702 standards with
apl onb.

As the Kunmho Court has now stated, the objective
is to make certain that an expert, whether basing testinony
upon professional studies or personal experience, enploys in
the courtroomthe sanme |evel of intellectual rigor that
characterizes the character of experts in the rel evant
field. | nentioned that a nonent ago. To be adm ssible the
opi ni on nmust be reasonably based in good science. The
anal ogy, inferences and extrapol ati ons connecting the
science to the testinony nust be of a kind that a reasonable
scientist or physician would nmake outside the context of
l[itigation. And there's anple support for that in the case
| aw. And Ephedrine, your Honor, in PPA litigation,
Plaintiffs' experts certainly do all of that, your Honor,
here. But certainty is not the issue. Reaching scientific
certainty is not what Daubert is about.

It's interesting, your Honor, and the Court wll
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find in the guide for nedical --

THE COURT: Well, counsel, that statenment is true
but it's also not a shot in the dark.

MR. HOPPER: Absolutely not. And, in fact, the
Court can find instruction, and Plaintiffs who have to bring
the case forward and their experts can find instruction for
that in the Guide for Medical Testinony in the Reference

Manual on Scientific Evidence when it reads: "O course, it

woul d be unreasonable to conclude that the subject of
scientific testinony nust be known to a certainty. Arguably
there are no certainties in science." And in quoting, |
believe, an Amci in that passage in the reference guide
that the Court wote in Daubert, "lIndeed, scientists do not
assert that they know what is inmutably "true' - they are
commtted to searching for new, tenporary, theories to
explain, as best they can, scientific phenonena.” That's
why experts opine to a reasonabl e, reasonabl e, degree of
medi cal and scientific certainty, not 100 percent certainty.
And Ms. Leskin in -- and | would argue, your
Honor, is reading Daubert requiring our experts to produce
100 percent certainty that the conclusions nust be there in
a test that's proffered and that's 100 percent final. And
Daubert sinply does not require that. Daubert requires our
experts to go through a rigor, to go through an intell ectual

curiosity that's consistent wwth the scientific nmethod and
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that's scientifically valid. Qur experts have done that,
your Honor.

And, quite frankly, your Honor, this Court knows
that that's what the Daubert proceeding is all about.
Showi ng the Court that our experts' opinions are relevant to
the subject matter concerning sildenafil's ability to cause
these ocular difficulties, to showng the Court that he
relied upon principles of research and rigors that are
scientifically valid within the fundanentals of the
scientific nmethod.

Qur experts' conclusions, in fact, and the case
| aw supports that, may differ, not surprisingly, from
Def endant' s experts' conclusions. That's also not what
Daubert is about. The conclusions, it's not about the
conclusions. The conclusions will be exam ned by the jury
if this Court inits wisdomallows themto stand, allows our
experts to go forward and present that testinony.

| go back, your Honor, to the principle for a
Daubert 702 inquiry referenced in the beginning. The focus
nmust be on the principles and on the nethodol ogy, not on the
concl usions that experts generate. It's how they get there.
It's who they are. |It's their credentials married to the
work that they do to bring forward the testinony. It
doesn't have to be 100 percent certain. It has to be to a

reasonabl e degree of certainty. And they need to have the
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opportunity in this case, given the injuries that a small or
few nunber of nmen -- etiology of nmedicine is such that

i mmune systens, many other differential issues can affect
the outconme of toxic exposure, be it through a drug or

ot her w se.

THE COURT: Counsel, you're hitting on the very
part that's the fundanmental problemthat cones up and you
just said it. They are going to have to be prepared to
testify to a reasonabl e nedical of certainty. And yet
you're going to put a guy on the stand that says
epi dem ol ogy.

MR. HOPPER: | understand, your Honor

THE COURT: Epi dem ol ogy, you have not got
anything statistically here. It doesn't nake it. And let's
face it, you are dealing with a situation of dealing wth an
el derly popul ati on where this NAI ON does occur in the
general population. Rarely, but it does occur

Now, it so happens it also, and | heard the figure
27 mllion people this norning, it does occur wwth a
popul ation of 27 mllion people that has happened as well.
Now, at some point we've got to figure out those that it
happened with and those that it wouldn't happen to. That's
why we have experts. And we put an expert up here and the
expert sits and says well, it kind of, could have, would

have, should have, that's the kind of stuff that the Suprene
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Court just hits you over the head and says no way. You
know, that's where the struggles are.

You got a struggle. | got a struggle. W got to
figure out how we get fromhere to there because of that.

MR. HOPPER: And, your Honor, everything -- and |
woul d be foolish as a counsel or you've known for a long tine
to stand here and say you're not exactly right. But | would
address the Court and respond this way. You are given the
di scretion at this phase of the litigation to allow those
experts to cone forward. W're not at nerits, we're not at
a stage to convert this, as | would argue in nmany
respects -- and | don't certainly fault her advocacy. This
is not a sunmary judgnent notion. This is not a final
determ nation of the outcome of this litigation on the
merits of this case.

THE COURT: That's true.

MR. HOPPER: |If our experts are allowed to cone --

THE COURT: And | agree with that because it does
get down to could versus nedical certainty. Yet at the sane
token, there's an elenent of this that | think -- obviously
we can't ask Rehnqui st anynore, but ny suspicion is that
when they wote Daubert it was because they are sinply
saying not only do we play the gatekeeper function, but we
pl ay the gat ekeeper function early.

MR. HOPPER:  Absol utely.
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THE COURT: Because we know about the price of
[itigation.

MR. HOPPER: And if your Honor believes when your
Honor has exam ned the credentials, the qualifications, the
nmet hodol ogi es and the rel evancy of the testinony of
Plaintiffs' experts at this phase of the litigation, and
qualifiedly determnes that they ain't no juice there, not
to be cute, then the Plaintiffs wll have to pack up their
bags and go hone. These nen who were injured are going to
basically have the courthouse doors slamed in their face,
m ght add, and they won't have their day in court to allow
this opportunity to go forward to make that determ nation.

But then again, the case |aw and the Suprene Court
is not going to slamne or slamyou based on the
conclusions. It's about the basis for their opinions and
whet her they have done it within a reasonabl e degree of
scientific rigor and whether they have gotten there in a way
that conports with the scientific nmethod. |If experts are
put up -- and this Court has seen and litigations have
occurred where experts waltz into court and try to pull the
prover bi al wool over the Court's eyes, that's the kind of
gat ekeeping that | would argue that the Court | ooks at and
the Suprenme Court has instructed in Daubert the earlier the
better.

This isn't one of those cases, your Honor. |If
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anything, this case is close enough that the gatekeeping
role of this Court should allow these experts to go forward
SO we can test that prem se further. Already even this
month, this nmonth, as M. Overholtz will denonstrate to the
Court, nore scientific evidence is comng forward to show
what the experts are proffering.

So | would urge the Court, and |I've taken a little
nore tinme but | did want to respond to Court's questions,
but --

THE COURT: W're going to hear about a nonkey
test?

MR. HOPPER: |'m not doing any nonkey test
what soever with an organ grinder or anything. Qur brief and
our papers, | believe, are very strong and we stand on those
wi t hout any equivocation. And | believe if your Honor would
apply the law in Daubert in such a way that conports with
what the standards require, including those the Eighth
Crcuit has brought forth, that the Court will say inits
wisdomthat it's inportant on behalf of these nen that are
affected to let this case nove forward; and then we'll deal
Wth this issue on sunmary judgnent at a | ater phase of the
Court. | thank the Court's tol erance.

THE COURT: Thank you, M. Hopper.

M. Overholtz.

MR. OVERHOLTZ: Thank you, your Honor.
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May it please the Court, as your Honor knows |'m
Neil Overholtz here to represent Plaintiffs.

Your Honor asked the pivotal question during
Ms. Leskin's argunment, which is the issue we're here to
decide, is whether Viagra can cause NAION and should the
experts who have | ooked at the evidence be able to testify
usi ng reasonably sound scientific nethodol ogy whether it can
or do we have to show that it does. M. Leskin and Pfizer
woul d have us proving that it does. That's sinply not the
test under Daubert.

As your Honor is well aware, and as M. Hopper has
el oquently stated, the central test in Daubert is relevance
and reliability. And when |ooking at the reliability, we
have to | ook at whether there is sound scientific
nmet hodol ogy foll owed by these experts in reaching their
opinions. And in this case |I'mconvinced that each of the
Plaintiffs' experts arrived at their conclusions applying
the sound scientific nethodol ogy, the type of sound
scientific nethodol ogy they apply in the course of their
works as experts in this field, not as litigation experts.

Plaintiffs experts, Dr. McGMn, Dr. Hayreh,

Dr. Poneranz, all published on issues related to ophthal mc
di sease, ocular NAION specifically, before there was ever
any litigation involved in this case. The Plaintiffs'

experts' opinions, especially Dr. Hayreh's, are based on
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years of experience. And the Courts have recognized in this
District that the years of experience of an expert in
reaching his conclusions and in formng his opinions and
meki ng reasonabl e di agnoses is a basis for admssibility of
t he expert's opinions.

Dr. Hayreh's been studying NAION for over half a
century. He coined the term "NAION' as M. Becnel stated at
t he beginning of the argunent. The work that Plaintiffs
experts practice in this field sinply can't be said for the
Defendant's experts. | want to first talk about Plaintiffs
epi dem ol ogi cal expert, Dr. McGMNn. W spent a lot of tine
with this attorney hearing about Dr. McGM n's opinions,
tal king about Dr. MGw n.

| think it's inportant to point out that
Dr. MGMn, as your Honor is aware from his obvi ous careful
reading of Plaintiffs' briefs, that he is one of the very
few handful of individuals who, as epidem ol ogi sts, Ph.D
epi dem ol ogi sts, focus on the issue of ocul ar disease. As
Dr. MOGMn has stated, that's what he does. He studies
ocul ar disease. Before this litigation ever began in 2004,
Dr. McGM n had published epi dem ol ogi cal studies regarding
t he di agnosis of NAION and the reasonabl e net hods of
di agnosi s, of nethods and di agnosi s techni ques, and which
ones are better techniques for other diagnoses.

Your Honor made a key point during Ms. Leskin's
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argunment and that is that this analysis by the Court, which
as we know from the decisions your Honor has published, as
well as the decisions fromthe Eighth Grcuit, and fromthe
Eighth it nust be applied to this case and the facts of this
case. The evidence that is available, the testing that's
avai |l able to be done, what your Honor pointed out in
addressing the evidence that's avail abl e.

And as Dr. MGmM n has stated in his expert report
and in his testinmony and in his follow up affidavit,
Dr. MGMn | ooked at all of the avail able evidence in
formng his opinions, and all of the avail abl e evi dence
i ncl uded not just epidemology. As Dr. MGmMn stated in his
report, and as your Honor knows, and no one is saying here
t hat epi dem ol ogy al one can prove causation, and
epi dem ol ogy is not an issue of |ooking at causation.
Epi dem ology is the study to | ook at association. And it's
only upon seeing these associ ations, exam ning the strength
of these associations, do epidem ol ogi sts, do they then
apply to what we are very famliar with in the study of the
Bradford H Il criteria and determ ni ng whet her or not
there's a causal rel ationship.

That's exactly what Dr. McGM n has done here. He
has | ooked at all of the available evidence, the case
reports, the chall enge-rechall enge evidence, the evidence of

a pl ausi bl e biological mechanism That's certainly one of
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the factors involved in the Bradford H Il criteria. And
while Ms. Leskin played several small snippet clips of sone
of her expert's testinony, including Dr. McGum n regardi ng a
definitive proven nmechanism as this Court is aware this
definitive proven nmechanismisn't necessary for an expert to
be allowed to testify under Daubert. In the Baycol
deci si on, Judge Davis recently found that a definitive
mechani sm of action isn't required. Instead it is how did
t he expert reach those opinions? How did the expert cone to
t hose fundanental conclusions? Did it reach it through an
application of scientific nmethods? In this case Dr. MGmM n
di d.

There's a lot of tal k about the exact findings of
Dr. MGMn's study and the net hodol ogy of that study. One
thing that Pfizer cannot do is attack the nethodol ogy of
Dr. MGMnNn's study. Dr. MGMn's epidem ol ogi cal study here
was a case control study. Wen you're |ooking at rare
di seases |i ke NAION, performance of a clinical trial to sign
up cases and controls, give sone groups the nedicine, give
ot her people a placebo and then | ook for this event, is
really a waste of epidemological tinme. Their own wtness,
Sobel, testified and has witten in the docunents that we
used in the deposition of her, testified that cases of the
rare disease of NAION are at the rare extrene of what

epi dem ol ogy can do, but a case control study is the best
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met hod for |ooking at a rare di sease |ike NAI ON

Not only does Dr. McGM n agree wth that, the FDA
agreed with it. The FDA has been in negotiation now wth
Pfizer for nearly three years to ask themto please do a
case control study. And I think we provided your Honor in
our subsequent briefing with sone of the recent
correspondence that your Honor ordered that Pfizer produce
to us at the recent status conference. The European
Regul atory Agency agreed that a case control study |like the
McGM n study was the best nethod of |ooking at this disease.

Pfizer held nmultiple nmeetings on this issue and
they invited experts to cone and neet wwth them They had
meetings in Ft. Lauderdal e, New York, Chicago. Dr. Brian

Strom one of the co-editors of the Textbook of

Phar macoepi dem ol ogy text, as well as one of the co-editors,

Def endant's Expert Stephen Kimel, of the other
epi dem ol ogi cal text, was one of their advisors. He is one
of the world's nost renowned pharnacoepi dem ol ogi sts. No
one disagrees with that. He told themthat a McGn n-1i ke
study is the right type of study.

Can you pull up nunber 18?

Dr. Stromfavored the McGM n-1i ke study as it nost
closely resenbles a definitive study. He realized it would
take years to conplete while the other studies may be

relatively shorter in duration. The nethodol ogy of
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Dr. MGMnNn's study is not in question here. It is the type
of study, the nethodol ogical study that one would performin
| ooking at a rare disease |ike NAION

Your Honor should know that there's sone anal ysis
about how did Dr. McGmM n cone to these concl usi ons.
McGM n's study was not designed to |look for Viagra -- a
rel ati onship between Viagra and NAION. It was a sl eep apnea
study. Dr. McGM n was studying NAION as it related to sleep
apnea because there had been published case reports
regardi ng sl eep apnea as well whenever the McGM n study was
i npl emented. Only upon hearing of sone of the case reports
publ i shed by Dr. Poneranz did the McGM n team add the
question regarding erectile dysfunction drug use to the
guestionnaire to see if there was any val uable information
to be gained. And as they reported, there were strong
positive associ ations between Viagra use and NAION in their
st udy.

There was a | ot made about whether or not the
findings regarding use of Viagra overall and NAION were to a
statistical significance.

THE COURT: Counsel, there's another question |
have about this.

MR. OVERHOLTZ: Yes, your Honor.

THE COURT: There's a lot of -- we're tal king

about Viagra but there's a lot of discussion in a |ot of
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t hese studies that are out there about the overall comment
relating to various erectile dysfunction drugs.

MR. OVERHOLTZ: Yes, your Honor.

THE COURT: And while they may be sonewhat
conparable, | think they are also sonewhat different. And
do we have anything distinguishing themas this goes on?
What drug we're dealing with because --

MR. OVERHOLTZ: There are sone differences, your
Honor, and there are evidence regarding this entire class of
drugs. And these drugs are PDE-5 inhibitors and they work a
specific way.

THE COURT: But do we know in any of these things
which drug is specifically involved in it?

MR. OVERHOLTZ: Wat we do know, your Honor, is in
Dr. MGMnNn's study he did study the use of two erectile
dysfunction drugs and his conclusions are primarily derived
in the study itself, not his conclusions and opinions in
this litigation, but in that study involving the use of
PDE-5 inhibitor drugs. And he |ooked at two, Viagra and
G alis.

W al so have, and sone of the docunents that
Plaintiffs cite in their brief point to this, your Honor,
which is that there are case reports involving PDE-5
inhibitors, in fact Pfizer calls one of them-- one of

Pfizer's experts calls one of them a case of challenge,
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dechal | enge and rechal | enge, where the event occurs again,
one of the strongest evidence of an associ ati on between
PDE-5 inhibitors and NAION that they had seen invol ving
anot her PDE-5 i nhibitor drug.

The key to all of this is the pharnmacol ogi cal
properties of the drugs and how they work. They work
specifically on the snooth vascul ar cells by preventing the
breakdown of nitrous oxide which is what keeps our
vessels -- they keep the doors open so that the bl ood can
get in. But it also revolves around, and as Dr. Hayreh has
stated in his opinions in the testinony, around why NAI ON
occurs. And while we tal k about an unproven hypot hesis for
why NAI ON occurs, and there nmay be sone di sagreenent in the
opi nion, no one disagrees, and the FDA in telling Pfizer for
the last five years to do a study, no one disagrees that
NAI ON i s caused by ischema of the optic nerve, a |ack of
bl ood profusion into the optic nerve head.

And that's a key difference here, your Honor. And
Dr. Netland agrees, Defendant's so-called blood flow expert,
that there's a difference between profusion and bl ood fl ow.
And I"mgoing to tal k about sone of the blood flow studies
we' ve seen

But just to get back for a nonment -- and | hope |
answered your Honor's question -- there is evidence about

all the classes of drugs that affected this. Viagra is the
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nost studied. W understand the FDA is in a negotiation
wWith the other drug manufacturers to do epi dem ol ogi cal
st udi es.

THE COURT: M question is on the studies that
you're proffering is whether or not there's that breakdown
so that the witness is going to be testifying as to Pfizer,
not going to be testifying as to -- well, whether it's
rai ni ng outsi de.

MR. OVERHOLTZ: | think that | -- that's an
i nportant point and what | think what you would see from
Dr. MOGMnNn testifying is that his opinions will be about
Pfizer and about Viagra. As to what he saw in his report,
he is going to tell the truth. That's the first deposition
the man had ever given. He is a scientist. He is going to
report that his study studies the result of these
vasodi |l ati on erectil e dysfunction drugs.

What Dr. McGuMn's study found is that Pfizer also
failed to nmention in their briefing, and Ms. Leskin did at
| east address it, is the extrenely strong association that
Dr. MGMnNn's study found in nen who had a history of
myocardi al infarction and who have had NAION and their odds
of having taken an erectile dysfunction drug.

THE COURT: Well, counsel, that's probably right.
That becones pretty easy if that were your lawsuit. Now we

get into epidem ol ogi cal studies that go directly to
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statistical significance.

MR. OVERHOLTZ: Right.

THE COURT: But the problemis that isn't your
[awsuit. It mght be in one, two, three, four, five cases.
You know, it's in a hundred cases out here. And your
nunbers are pretty small and | think in the study the
nunbers are pretty small.

MR. OVERHOLTZ: Your Honor's point is well stated
in the study that the nunber of patients who had previous
myocardi al infarctions are smaller than the nunbers that had
been previously studied. It reveals this odds ratio that
Dr. MGMn stated that is statistically significant of over
10 tinmes is borne out in the case reports. Many, nmany of
these nmen in these case reports and in the adverse reports
in Pfizer's database have a history of nyocardi al
infarction; and the sane can be said for the cases before
your Honor here.

So you're right. It is part of our case, but our
case is broader than just patients with nyocardi al
infarction and that's why Dr. McGM n's testinony, not
necessarily his study, because his testinobny goes beyond the
confines of his study. Wat are the reasonabl e
extrapol ati ons that you can nmake as an epi dem ol ogi st from
the case reports, fromthe pl ausi bl e biol ogi cal nmechani sm

and fromthe chall enge and rechal | enge and dechal | enge
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evidence. W're tal king about Dr. Strom

Dr. Stromin his textbook admts that an exanple
of chal |l enge/rechal | enge evidence causi ng an event can be
one of the strongest evidence of causation in a particul ar
case, especially when you're involving a tenporal
rel ationshi p.

Anot her point | think |I should make, your Honor,
we tal ked about case reports. And the 27 mllion nmen who
have taken Viagra, one of these sane advi sory panel neetings
that Pfizer had, Dr. Strom based on evidence that had been
presented by one of the other experts, indicated that there
was al ready a signal since it seened that the incidence of
NAI ON were al ready conparable fromthe background rates from
t he spontaneous reports wth the inplication that a causal
rel ationship had al ready been proven. And the next
statenment: "If the calculated incident rate has surpassed
t he background rate, then a causal relationship had been
proven."

And what Dr. Stromwas tal king about was the fact
that the nunber of adverse events that were already show ng
up in Pfizer's database seened to match the estimted nunber
of cases that their advisors are telling themyou would
expect to see based on the 27 mllion people who have been
using Viagra since it had been on the market.

And what these experts say, especially the
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phar macoepi dem ol ogy experts, is that there's underreporting
of adverse events. And the fact that there was already a
signal of events that were basically in line with the
background rate, indicated that there was -- there may have
al ready been a causal link that was definitively proven.

And, your Honor, M. Leskin tal ked about their
bei ng three epidem ol ogi cal studies and | just want to
briefly touch on the fact that as Dr. McGnM n has st at ed,
there are only two epidem ol ogi cal studies here. The Gorkin
paper upon which Defendant's experts rely to establish that
a causal link can't be ruled in, as they put it, is sinply
the type of evidence that we have seen where the application
of the nethodology is so flawed that it renders the
nmet hodol ogy unreli abl e.

And the key to that | think your Honor is aware
fromreading our brief is that when they | ooked at their
clinical trial data and their study data that canme out of
t he European studies and they identified at |east one
case -- and there's sone profer that there were at | east two
nore cases in one of the studies -- they counted it as days
of exposure every day that a patient was enrolled in the
study and/ or was bei ng observed in the study.

And that's not how nmen use Viagra, and Pfizer
knows that's not how nmen use Viagra. And there was no

information at all fromthat study as to how often these nen
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took the Viagra. They may have only taken the Viagra once
in a six-nmonth period. Yet in calculating the incident rate
to determne that it was in line with the background rate,
they counted every day as a day of exposure. They say nmaybe
that's just sonmething they overl ooked, and we will talk
about the nerits nore | ater once we get beyond the Daubert
hearings. But Pfizer recognized that well in advance in the
initial calculations they were maki ng about how nmany cases
shoul d we be seeing in our adverse report database.

Dr. Wal ker told themthat you should only count as
peri ods of exposure maybe one day. What's the tinme at risk.
And let's go to two days because it takes about two days for
the drug to be elimnated fromyour system To count every
day is sinply a fundanental m stake that Dr. Ki nmel bases
hi s opinions upon and it can't stand the scrutiny under
Daubert, nor is it relevant at all to any of Plaintiffs’
experts' anal yses of what the epi dem ol ogi cal evidence shows
here. It doesn't predict the conclusions at all

| would like next to tal k about Dr. Hayreh, your
Honor. As M. Hopper and M. Becnel pointed out,

Dr. Hayreh, he is the world' s | eading expert on NAI ON.
Wil e he highlights the portion that | think is rel evant,
your Honor, they believe that -- Pfizer believed it back in
2000 when these reports of NAION were first published by

Dr. Poneranz, they believed that Dr. Hayreh was the world's

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

4V

| eadi ng expert.

And then if you | ook down further in the docunent,
the idea was that if they could engage Dr. Hayreh to wite
sonething for us onit, if not then, have Alon wite it, we
coul d preenpt potential issues that could arise if this
group does collect a bigger series of cases. They wanted to
hire Dr. Hayreh, and now they want to exclude himas sone
type of kook who has a theory that is, as sonme of the courts
have put it, as ipse dixit, not based on sound scientific
nmet hodol ogy.

Dr. Hayreh has studi ed NAION | onger than anyone in
the world. Pfizer recognized that he was the world's
| eading expert. And there was a |lot of talk about the
ocul ar bl ood fl ow studies that Pfizer did | ooking at other
measurenents. And as your Honor pointed out, you can't
measure in this very small tiny vascul ature of the eye where
NAI ON occurs. There's not a neasurenent technique that's
good enough. And they try to extrapol ate and say that you
can extrapol ate fromthose ten studi es whether or not Viagra
would play a role in NAIQON, and that's what their experts
attenpt to do in this case. The truth is, your Honor,
that's sinply not true.

The ten studies that Ms. Leskin tal ked about
i nvol ved sone techni ques for neasuring blood flow that

Pfizer used and relies upon these ten studies, and these
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techni ques basically fall into three categories which is

| aser Doppl ar, which neasures not flow of blood, not

prof usi on of bl ood, which are the key issues in this case,
but instead neasures velocity of blood flow. And because of
the imtations of using that technique to actually neasure
bl ood flow, especially in this area of the body, Pfizer
concluded that -- this was a docunent from Pfizer's files
and this is what they provided to the European regul atory
agenci es that asked can't we do sonme blood flow studies to
| ook at this. And they told the FDA that therefore it was
|ater unlikely that any decrease in blood flowto the
post-1lam nar short posterior ciliary arteries to the optic
nerve head woul d be detectable using this technique.

Col or Dopplar ultrasound is the other type of
study and that al so has a probl em because in order to
accurately neasure the blood flow and the velocity of the
flowit has to be at a correct angle. And it's al so subject
to other flows of blood in the eye. And Pfizer states:
"Moreover, there is no way to determ ne the vessel dianeter
such that it is inpossible to relate a change in bl ood
velocity to a change in profusion.” These studies don't
have anything to do with profusion and that's what this case
is about is profusion to the eye. And profusion is the
anmount of blood that feeds the tissue so that it doesn't

die. And that's what Dr. Hayreh's testinony focuses upon.
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And Dr. Hayreh's testinony regardi ng profusion
contrary to what Pfizer says, has been tested, has been
tested over and over again for all of the years Dr. Hayreh
has been studying this issue. |It's based on sinple physics
and those physics are that Viagra causes drops in blood
pressure. No one disagrees that it's a vasodilator. In
certain patients it causes drops in blood pressure and in
their clinical trials they had nmany patients that had to
drop out because of events that caused their bl ood pressure
to drop too low. And they also recognized that in the
presence of certain types of nitrates that the drops in
bl ood pressure would be extrenely significant. And that's
why that's in the product |abeling and the FDA required them
because their clinical trials showed that when used with
nitrates, blood pressure would drop significantly. That's
because nitrates work as a simlar type of vasodil ator.

THE COURT: Wsat happens, |'m curious, you
mentioned nitrates. How many people get NAI ON when t hey
overdose their nitrates when they think they are getting a
heart attack?

MR. OVERHOLTZ: As Dr. Hayreh has stated, no one
has really studied the preval ence of NAI ON associated with
nitrate use. But there is sonmething to be gl eaned fromt hat
and it's part of Dr. Hayreh's conpl aint.

THE COURT: I'mnot sure if it has anything to do
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wi t h anyt hi ng.
MR. OVERHOLTZ: Well, it does. The nethodol ogy of
Dr. Hayreh reaching his opinions, which are reasonabl e

deductions, which this Court and in Bonner and US Xpress has

recogni zed an expert may nake reasonabl e deductions fromthe
known science and the known facts. Most patients do not
take nitrates at night before they go to bed for chest pain.
Most patients don't take bl ood pressure nedication at night.
In fact, physicians wi sely advise themnot to take bl ood
pressure | owering nmedications at night and that's because of
this syndronme known as nocturnal hypotension which is the

ot her fundanental brick in Dr. Hayreh's theory.

Dr. Hayreh has studied nmen with NAION, hundreds of
men with NAI O\, and has done clinical studies involving
measuring their effects on blood pressure at night and has
determned that a majority of nen who have suffered NAI ON
suffer from nocturnal hypotension.

THE COURT: How about wonen?

MR. OVERHOLTZ: | don't know that he has studied
wonen or not, but he may have studi ed wonen as wel | because
this is not an event that just affects nen. It does affect
wonen, too. But in persons that Dr. Hayreh has studi ed that
he has determ ned that they have nocturnal hypotension.

And | tal ked to you about the bricks of

Dr. Hayreh's theory. They are bricks. Nocturna
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hypot ensi on causes significant drops in blood pressure in
certain patients. It's associated with NAION. And the
mechanismis the fact that there is an ischemc event to the
eye. A drop in blood pressure.

And how do we know that there be can be a ischem a
caused by a drop in blood pressure? It's a sinple physics
theory that Dr. Netland recognized. Their expert that
authored two or three theories in his original manuscri pt
recogni zed this. Even their replaced expert in a
publication that cane out just this nonth in the issue of

d aucoma Today recogni zed that profusion pressure is the

di fference between what your normal bl ood pressure is, your
mai n circulatory pressure, and the pressure within the eye.
And if either your blood pressure goes down or your pressure
in your eye such as in glaucoma patients goes up, you can
have a reduction in profusion.

And that is a tested theory. Ccular profusion
pressure can therefore be defined as the difference between
arterial blood pressure and the 10OP, interocul ar pressure.

It is calculated by taking two-thirds of the nmean arteri al
pressure and subtracting the |1 OP

Thi s sane physics principle recognized by Dr. Al on
Harris -- Defendant's |last bl ood fl ow expert, nonnedi cal
doctor bl ood flow expert, who now Pfizer has attenpted to

replace with a nedical doctor blood flow expert who still is
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not a neuro-opht hal nol ogi st -- that sane theory, physics
theory, is right in the center part of Dr. Hayreh's report
and his published literature regardi ng NAION that was
publ i shed before this litigation ever began.

Further, Dr. Alon Harris recognized Dr. Hayreh's
theory that patients that experience |arge fluctuations in
bl ood pressure at night nmay have a higher risk of gl aucona
regression conpared with individuals whose bl ood pressure
fluctuates within normal Iimts. d aucoma causes blindness,
t 00.

And it should be noted that Dr. Harris and
Dr. Netland, their new expert, is not an MD but rather a
Ph.D., and Plaintiffs have been unable to identify any case
where the Court has allowed a party to substitute a
nonnedi cal expert for a nedical expert. They may exist. W
found no case | aw supporting such a substitution. But
shoul d the Court allow the substitution, the fact that Dr.
Harris has recogni zed that nocturnal hypotension plays a
role in how gl aucoma causes blindness the same way NAI ON
causes blindness by restricting blood flow and creating
ischema to the optic nerve, it's about blood profusion and
that's the central basis of Dr. Hayreh's theory and it is
supported by science and tested theory and reasonabl e
deductions fromthe known science.

|'"d like to read to your Honor what Pfizer told
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t he European Regul atory Agency about these ten studies. The
Eur opean Regul atory Agency wanted themto do nore studies as
well. And it says: "This docunent addresses the
i nadequaci es of currently avail able nmethods to neasure
circulatory beds involving NAION. It is concluded that
reproducing in patients studies of the effects of sildenafil
on retinal blood flow previously perforned in nornal
subj ects woul d have no rel evance to the risk of NAION. "

This is Pfizer telling the European Regul atory
Agency these things have no relevance to the risk of NAI ON
"They are insensitive to changes in the flow of the
post -l am nar nerve."

And then they were tal ki ng about the col or Doppl ar
type studies. "Wthout a neans of estimating vessel
di aneter, the relationship between velocity and bl ood
profusion will be unknown. Thus, color Dopplar is of no use
in assessing NAION risk."” No use in assessing NAION ri sk.
Yet they woul d have us believe that Dr. Hayreh is telling
them that these studies are irrelevant and not inportant and
that their experts' reliance on those ten ocul ar bl ood fl ow
studies, and then the | eaps of faith that Daubert does not
al l ow, that sonehow that if you can just, because they
showed no change of blood flow where they coul d neasure,
that there would not be a change in profusion downstream

those are sinply | eaps that science doesn't allow.
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THE COURT: Counsel, | think I should warn you
that | think we're down to about five m nutes.

MR. OVERHOLTZ: Let ne wap up then. Your Honor,
they tal ked about Dr. McGM n's application of the Bradford
H Il criteria and also as well, obviously, Dr. Aruna about
there being no ani mal studies.

First, let me tell you that Pfizer told the FDA
when they were tal king, when the FDA asked themto do ani ma
studi es, that they were not aware of ani mal nodels that
coul d reproduce the effects of NAION at all, and that was at
the -- at the tinme of the testinony in this case that Dr.
McGM n gave. So when Dr. MGmMn testified that there wasn't
an experinental nodel, there wouldn't be an experi nental
nodel. No one was aware of a valid animal nodel to report
on the effects of NAION

But in the | ast week a new study, a pig study --
if your Honor will allow us along wiwth a couple of new
studies fromDr. Harris that we could file with Court as
evidence in the case a new study involving pigs -- people
who study blood flow for a Iiving have now di scovered that
it very well may be that beyond the effects of Viagra has
W th causing system c drops in blood pressure, that it may
actually affect the receptors in these actual arteries,
these post-lamnar arteries and this post-ciliary artery,

this post-lamnar optic nerve in the sane way. That the
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PDE-5 inhibition could actually result in a drop in
profusion of blood to the optic nerve because of the direct
action of sildenafil.

So, you know, aninmal studies have cone forward
that do support the theories of Dr. Hayreh, Dr. Aruna and
Dr. MGMn. But of course at the tine Pfizer recognized
that there were no such ani mal studies.

MR. BECNEL: You got copies of this, Neil, to give
to both the Court and counsel ?

MR. OVERHOLTZ: | think the copies are over there.

MR. BECNEL: We'll provide them

MS. LESKIN: You nean the studies that you were
i ntroduci ng that no experts have relied on? W do not have
copi es of those.

MR. OVERHOLTZ: Well, it just cane out this week,
your Honor. | don't know if we have the hard copy of that
docunent. W just got it off the Internet |ast night.

| want to conclude, before |I reserve a snal
anmount of time, Pfizer hired soneone to review the adverse
events reports in their database, Mtch Brigell. And
M. Brigell, who was a Ph.D. in psychol ogy, who had worked
i n opht hal nol ogy issues for Pfizer, he narrowed his focus of
the over 160 reports that were in Pfizer's database to those
that had a strong tenporal relationship and identified cases

where the event had occurred with |l ess than 12 hours. And
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there were many of those cases identified in his report.

And he further went through a causal anal ysis of
each one and in multiple reports. Dr. Brigell makes an
anal ysis of whether or not it was related to the NAION. And
many of the cases in which he determ ned that the diagnosis
was either possibly or probably NAION, he determned that it
was possibly rel at ed.

The fact that Pfizer's internal expert would reach
a different conclusion than Plaintiffs' experts |ooking at
the sane evidence is not surprising, but it's not a basis
for excluding Plaintiffs' experts. Plaintiffs' experts
| ooked at this sanme evidence and concluded that based on al
of the evidence that was available to them that there was a
causal relationship and that Viagra can cause NAI ON

Your Honor, just to briefly touch on Dr. Aruna.
Dr. Aruna is a pharmacol ogist. He provided a standard of
cases. Pfizer believes that Dr. Aruna junped to the
conclusion that there was a causal relationship identified
inthe literature between NAION and Viagra. That's sinply
not true.

Dr. Aruna as a pharnmacol ogi st, as noted in
Dr. Stromis text, that chall enge/ dechal |l enge evidence is one
of the strongest pieces of evidence available. And to him
t hat was evi dence enough conbined with the epi dem ol ogy and

the other case reports that he was able to do a case
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speci fic analysis of M. Thonpson, whose pictures you saw at
t he beginning of this presentation.

And Dr. Aruna doesn't rely upon his case specific
anal ysis of doctor -- of M. Thonpson. |Instead, what
Dr. Aruna relies upon is all the evidence available. And he
illustrates to the Court that in applying those -- that
know edge, you can apply it specifically to M. Thonpson.
And M. Thonpson's case is one of the strongest cases of
tenporal relationship and chall enge/rechal | enge evi dence
avai |l abl e.

Your Honor, Ms. Leskin raised a point that the
Uni versity of Al abama wouldn't let Dr. McGnm n rel ease the
records of his patients. There's a very good reason why he
didn't let the records out. The University of
Al abama- Bi rm ngham where these patients had come from due
to H PAA rul es and other university policies, would not
allow himto release the information. W told Pfizer they
coul d subpoena the records. Try to contact UAB s counsel
and we were willing to cooperate with themin getting these
records and they haven't done so.

THE COURT: 1'magoing to tell you, counsel, if
we're going to operate courts of law, we're going to figure
a way out through that. Not just in this case.

MR. OVERHOLTZ: | agree. GCetting through H PAA is

bi g.

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

ol

THE COURT: W got to get that problem fixed.

MR. OVERHOLTZ: | agree.

MR. BECNEL: | can give you a good exanple of how
it was fixed with Judge Pallin (phonetically spelled).

THE COURT: We'll talk about that later. 1've got
atine limt on this guy.

MR. OVERHOLTZ: It should be noted that in
searching for the truth regarding the epi dem ol ogy and what
Dr. MGM n knew and didn't know in conducting his study,
that none of Pfizer's enpl oyees ever contacted Dr. McGaM n
about his study at all. And Ms. Leskin attacked the

subgroup anal ysis that had been done, but one of the

docunents that we cited to your Honor in our brief -- and
"Il try to re-point it out to your Honor, | don't have it
with me -- but they concluded Pfizer's own analysis of the

study is that he was bound to report the results that he saw
wi th nen who had previous nyocardial infarctions because it
was a very obvious sign and signal.

And, your Honor, we tal ked about the greater than
five tinmes risk that Dr. McGmM n reported regardi ng peopl e
wi th myocardial infarcts and their risk of NAI ON when taking

Viagra. And this comes out of the Reference Manual on

Scientific Evidence. A relative risk of ten as seen with

snoki ng and lung cancer is so high that it is extrenely

difficult to imagi ne any bias or confounding factor that
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m ght account for it.

And while they may have criticisns as to what
Dr. McGM n conpared those results to, those are criticisns.
And as this Court has stated over and over again, those go
to the weight of the evidence, not to the nethodol ogy
applied by the expert.

Your Honor, to conclude, you asked M. Hopper when
this was a -- don't our experts have to be doing nore than a
shot in the dark. And it's kind of funny because for
Dr. Hayreh that's exactly what this is for a |lot of these
patients. Is a shot in the dark. But it's not a shot in
the dark. 1It's not an ipse dixit conclusion. |It's a
reasonabl e scientific conclusion based on years of
experience, years of practice, years of studying blood flow
properties, profusion properties.

And in the case of Dr. McGmM n and Dr. Poneranz and
Dr. Aruna in | ooking at plausible biological evidence stated
by the world' s | eading expert on NAION and ocul ar bl ood
flow, |ooking at the epidem ology reported by the Margo &
French Study, which was a |large study related to a study of
veterans and their case reports, evidence such as the nmen in
I ndia who took the sildenafil, the case reports of the nen
who took Calis or who took sildenafil had a visual adverse
event; took the product again, had another event and the

vi sion apparently becane inpaired, |ooking at all of that
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evi dence, |ooking at the evidence and concluding that Viagra
can cause NAION, those are experts applying the rigors of
intellectual analysis that they would apply in their field.
And t hat nethodol ogy is appropriate and based on sound
fundanental scientific nethodol ogy and they should be
allowed to testify to a jury.

THE COURT: Counsel, you were kind of summ ng up

MR. OVERHOLTZ: |'m done, your Honor.

THE COURT: | want to bring you back to Dr. Aruna.

MR. OVERHOLTZ: Ckay.

THE COURT: The concern that | have with
Dr. Aruna. Dr. Aruna is a pharnacol ogi st and yet his
opinion is based in a fair anount on physical anatony and to
t he vascul ar structures. Those two things don't kind of fit
with ne.

MR. OVERHOLTZ: And, your Honor, | think we can
probably | ook at the cases that have | ooked at the
i ntroduction of pharmacol ogi sts around the country in
different pharnmaceutical litigation and you see sone courts
that et themin, gave themlatitude to talk about the
phar macol ogy of the drug and how it applies to the
physi ol ogy of the body. Sone courts have |limted it and
said "'mjust going to let you tal k about the
phar macol ogi cal properties of the drug.

| think what the Court has to do in applying the
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fl exi bl e approach to Daubert that the case law allows for is
| ook at what a reasonabl e pharnmacol ogi st does in their field
of expertise. And Dr. Aruna teaches pharnmacol ogy, teaches
the effects of these drugs to students at Xavier University.

And Dr. Aruna does have a know edge and he relies
upon the expert reports and the nedical literature that is
publ i shed by Dr. Hayreh and others on the feeds of ocular
bl ood flow and relies upon the epidemology. And for himto
rely upon what Dr. Hayreh has reported, what Dr. Poneranz
has reported about crowded disc and blood flow to the eye
and what Dr. Hayreh has reported about profusion, that's
what pharmacol ogi sts do in | ooking at causal rel ationship.
They don't just do it in a science |ab experience by
swabbi ng products on tissue.

And | think that the nethodol ogy applied is a good
nmet hodol ogy based on sound reasonabl e grounds for a
phar macol ogi st. Certainly they question him Are you a
medi cal doctor? They can cross-examne him But | think
that goes to the weight of Dr. Aruna's testinony and not to
the adm ssibility.

THE COURT: Al right. Thank you very nuch.

MR. OVERHOLTZ: Thank you, your Honor.

M5. LESKIN:  Your Honor, we would ask for five
m nutes or so to get ourselves together.

THE COURT: Sure. 1'll do that, although |I'm
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going to encourage counsel that sonmehow or other in the
rebuttal phase that we have cone up with now that we kind of
mnimze the electronics so we don't have to take anot her
five-mnute break. We're running a little tight.

(Recess taken from 11:42 to 11:50 a. m)

MS. LESKIN: Your Honor, I'mgoing to attenpt to
do this without ny conputer so bear with ne.

Just a few points | want to address. M. Becnel
started tal king about this folklore tale of how Viagra cane
to be. And, in fact, what the testinony is is that during
the course of a clinical trial to treat angina, adverse
event reports of erection were reported to Pfizer.

Now, Pfizer did not take that adverse events
report and go out and start selling the drug to treat
erectile dysfunction. Instead they generated a hypothesis
and they conducted a study and those studi es showed that the
drug was effective and that it was safe. So that just
underscores that the gold standard here is testing. Not
theory, not a case report, but testing.

Counsel spent a lot of tinme tal king about the
expertise of Dr. Hayreh and Dr. Poneranz, but that's a
separate inquiry fromreliability. And the qualifications
of an expert do not imuni ze them from an assessnent of the
reliability of their opinions. Daubert says the opinion can

be and has been tested, not we're thinking about testing it,
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we're trying to test it, but has been tested.

M. Overholtz referred to the nethodol ogy behind
Dr. MGMnNn's study. W don't challenge the nethodol ogy. W
don't challenge the choice of conducting a case control
study. But the fact of the matter is that the study did not
prove anything. And so as it stands, as a proper
nmet hodol ogy, reliance on the -- of the failure to find is
the problemw th the nethodol ogy here

And all the experts testified that that study
failed to find a statistically significant increased result.
M. Overholtz clainmed that it was a | eap of science to go
fromthe blood flow studies that do exist to a finding that
Vi agra sonehow has an effect to increase blood flowin the
optic nerve head. But in fact it requires -- decrease,
apol ogize. No, it increased. |In fact, though, it requires
a five tines greater leap of faith to conclude that every
study around that optic nerve finds it ain't decreasing or
no change; but yet that vessel, those vessels in the optic
nerve, sonehow decrease bl ood fl ow.

M. Overholtz pointed to the |Iack of anim
studi es because there's not an appropriate ani nal nodel.
Again, the lack of animal studies is a reason to exclude the
expert's opinion, not let it get a free pass and admt them

M. Overholtz pointed the Court to two new

st udi es. | haven't seen them ' mnot a scientist. [''m
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not going to purport to sit here and tell you what they do
or do not nmean. But significantly Plaintiffs' experts have
not cited those reports, and they are not adm ssible w thout
an expert torely on them And so if Plaintiffs choose

to -- seek to rely on those studies, the proper procedure
woul d be for themto nove to reopen the record, have their
experts submt supplenental reports and be reopened to
deposition, and then we can have a proper discussion of

t hose reports.

M. Overholtz did not play you a single piece of
their experts' testinony. W showed you video and
transcript of their own experts acknow edging the | ack of
studi es and the |lack of data supporting their opinions. But
yet you did not see one piece of testinony from
M. Overholtz supporting their experts. M. Overholtz stood
up here and told you that the subgroup anal ysis was borne
out in the case reports and in these cases. No expert has
said that and those docunents aren't even in the record.

To the contrary, Dr. Poneranz wote in his report
that a nore conpelling case could be made for those patients
wi th no cardiovascular risk factors. M. Overholtz nmade a
chall enge to the Gorkin Study challenging the anal ysis of
one of these studies cited in that paper. Again, no expert
has conducted that analysis and no expert has nade that --

has made that statenent on the record
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M. Overholtz spent a lot of tine tal king about
Viagra's effect on blood pressure. No expert has given that
opi nion and no expert has cited that information.

You asked M. Overholtz whether anyone has
suffered NAION after taking nitrates. Well, the fact of the
matter is, as M. Overholtz pointed you to, no one has done
that study. And he tried to explain it to you because
people don't take it at night. Well, this is what we tal ked
about at Dr. Hayreh's deposition. This is from
Dr. Hayreh -- Dr. Hayreh's deposition. And we're talking
about sleeping pills. And | asked him

"Q And sleeping pills | think we can agree are
taken at night. Are you aware of any studies that show a
hi gher rate of Ischemc Optic Neuropathy anong patients
taking sleeping pills than anbng patients not taking
sl eeping pills.

A.  Nobody has done the work on that."

So then we tal ked about nedications to treat bl ood
pressure and whet her they cause an abnornal drop and he
identified sone of them So | asked him

"Q Are you aware of any study that shows an
increased rate of Optic Neuropathy anong patients taking
beta bl ockers,” which causes a drop in blood pressure, your
Honor, "as conpared to patients not taking beta bl ockers?

A.  Nobody has done that study.
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Q Are you aware of any study show ng an

i ncreased rate of Ischemc Optic Neuropathy anong patients

taking ACE inhibitors as conpared to patients not taking ACE

i nhi bitors?

A. As | said, nobody has done those tests.

Q Are you aware of any studi es show ng an
i ncreased rate of Ischemc Optic Neuropathy anong patients
t aki ng cal ci um channel bl ockers as conpared to patients not
t aki ng cal ci um channel bl ockers?

A. As | said, nobody done those studies."

And when we asked Dr. Aruna and Dr. Poneranz
whet her nitrates causes NAION, they both said not to ny
know edge.

You asked, your Honor, about the conbination of
PDE-5 inhibitors and whether there was any basis to conpare
them or contrast them \Well, every expert that was asked
the question testified that they were not aware of the
differences between Viagra and Galis. This is from
Dr. Poneranz's deposition. And in tal king about the class
of drugs known as PDE-5 inhibitors I asked him

"Q Do you know the difference in chem cal
conposition between sildenafil, tadalafil and vardenafil?

A. Not the details of them no.

Q Do you know any of the differences in the

phar macol ogy of those drugs?
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A. To the extent of how |l ong they are supposed to
remain in the body, | believe Calis is supposed to |ast for
a longer period of time, but beyond that, no.

Dr. Hayreh, tal king about PDE-5 inhibitors,
asked him

"Q Are you aware of what the difference is
between sildenafil, tadalafil and vardenafil ?"

And he said: "No."

The only person who gave any testinony about the
differences are Pfizer's in-house doctor, Rachel Sobel. And
she was asked by Plaintiff:

"Q Has there been a criticismof the particul ar
formulation froma safety point of view, of the Viagra
forrmul ation as conpared to Calis and Levitra?"

And she sai d:

"A. Not that | am aware of.

Q It's the sane fornulation? The three drugs?

A. No. O course they are separate. There are
separate fornulations. They are three different drugs with
three potential -- well, certainly with three different
phar macoki netic profiles."

So your Honor was absolutely right in asking
whet her the results can be legitimately conbi ned for those
t hree drugs.

We spoke earlier about the tenporality issue.
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Dr. Hayreh -- and | failed to reference Dr. Hayreh's
testinony. | nentioned earlier that he acknow edged there
was no record at basis for his assunptions, and that could
be found at his deposition, pages 245 to 261 of his
deposition. It's a very lengthy clip and probably not worth
pl ayi ng here.

We al so spoke a | ot about whether it can cause
NAI ON or whether it does cause NAION. And as we said, the
fundanental question is whether it is capable of causing
NAION at this point in tinme. And that conclusion has to be
t hrough scientific evidence neeting the reliability
requi rement of Daubert, not a theoretically possible theory
based on speculation. And that's not only Daubert, which
read, but Dr. Hayreh's article. He has an article which is

Exhibit 8 to his deposition called Scientific Literature and

the Gospel Truth where he hinself warns about hypothesis

wi t hout facts.

d astetter recogni zes that in analyzing the chain
of causation, the fundanmental prem ses of that chain has to
be established. And Rosen, the quote | read earlier, that's
| aw | ed science, does not lead it.

So before we reach the question of whether
Plaintiffs can neet their burden of nore likely than not, we
have to get to the question of reliability. And that's a

separate inquiry. And the determ ning factor is whether
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there is a good grounds. There is evidence for those
opi ni ons.
This Court has recognized that it's inproper to

abdi cate the gatekeeping responsibility. In Mdain versus

Metabolife, the Eleventh Grcuit said that a trial court
abuses its discretion by failing to act as a gatekeeper.
And in Joiner, the Suprene Court enphasized that although
the Court has a range of -- a range of testinony to find
adm ssible, the Court is in the gatekeeper role in screening
such evi dence.

We're not tal king about sone day. W' re talking
about what the evidence |ooks |ike now W cannot ignore
epi dem ol ogy that exists. As the Tenth Crcuit said in the

Norris case, that's Norris v Baxter, this is not a case

where there is no epidemology. It is a case where the body
of epidemology largely finds no associ ati on.

And so while we do not have to have epi dem ol ogy,
where there is a |l arge body of contrary epi dem ol ogi cal
evidence, it is necessary to at |east address it with
evidence that is based on nedically reliable and
scientifically valid nethodology. It is not reliable

nmet hodol ogy to rely on results that |ack statistical

significance. It is not reliable nmethodology to rely sinply
on case reports. It is not reliable nethodol ogy to deposit
a biol ogi cal nechani smw thout any tests to confirmit. It
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is not reliable nmethodology to refuse to read the clinical
data as Dr. Hayreh did, ignore the aninal testing and to
ignore blood flowtesting. And it's not reliable

met hodol ogy to conclude from studi es that show no decrease
that there nust, in fact, be a decrease. Wthout that
reliable basis, Plaintiffs' experts' opinions fail.

Unl ess you have any ot her questions, your Honor,
|"mgoing to sit down.

THE COURT: kay. Thank you very nmnuch.

MS. LESKIN:. Thank you.

MR. BECNEL: Judge, M. Overholtz is going to talk
to the Court now about the few things that we have.

MR. OVERHOLTZ: Your Honor, I'll try to be brief.

Your Honor, just to address a couple of points
that Ms. Leskin made, Plaintiffs' experts here do not rest
on their qualifications. Instead, they rest on the sound
fundanental scientific nethodol ogy enpl oyed in reaching
their conclusions fromDr. MGMn, Dr. Hayreh, Dr. Pomeranz
and Dr. Aruna.

Ms. Leskin brought up the point of the two new
studi es that we brought up in our argunent that have just
come out. QCbviously our experts -- they may have
actually -- | think our experts are the ones that provided
us with the animal pig study just this past week, as well

as --
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THE COURT: Well, counsel, let's face it. [

haven't seen that thing and it may nean nothing, it may be

very inportant. If it's in that latter category, it wll
get here in its due tine inits own way. We'll deal with it
t hen.

MR. OVERHOLTZ: Yes, your Honor.

| tal ked about Ms. Leskin brought up the | eap of
faith that | argued that their blood flow studies really
required. And | think it's inportant to note that -- and
this cane fromPfizer had a neeting, and I don't know if the
ELMOis up. Is it on right now?

This came froma -- this sildenafil retinal blood
fl ow brainstorm ng session that Pfizer had down in
Ft. Lauderdale April 30, 2006. Mtch Brigell, Al an Laites,
as well as other authors of blood flow studies, and they
were tal king about this issue.

And this is a doctrine | read fromearlier, your
Honor, which was the Pfizer response to the studies in
patient populations treated with sildenafil. And just to
show you that this addresses the inadequacies of the
avai |l abl e technol ogy: "They would have no rel evance to the
risk of NAION. They are insensitive to the change in flows.
Thus, color Dopplar is of no use in assessing NAION risk."

And there's another type of study that | responded

to but which is this dye-related test, just |ike doing an

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Yo

angi ogram of the eye. You insert dye in the eye and it does
have side effects and which is why it isn't done. This is
Pfizer's position that: "No existing technol ogy can neasure
the vascul ature involved in NAION and t herefore any study
perfornmed in patients would not be indicative of the risk of
devel opi ng NAION."

| wanted to raise this. At the sane neeting they
tal ked about sone of the case reports, the case reports and
the nedical literature. And they tal ked about the Pomeranz
report but advised by Pfizer in their brainstormng session,
and this is their summary, "a well-docunented case by
Dol I'i nger and Lee presents a positive rechallenge with
tadal afil and provides the strongest evidence of an
associ ati on between PDE-5 inhibition and NAION."

And while, your Honor, we don't argue that case
reports al one woul d support analysis, but as the Eighth
Crcuit has recognized in Bonner and this Court has cited,
the information contained within those case reports can
contain very relevant information. Sone case reports |ack
i nformati on.

But where you have case reports involving specific
information regarding tenporal relationship |ike Poneranz's
case reports did, where you have evidence of chall enge and
dechal  enge, those are very relevant to an expert in

considering all of the evidence. It's not just about the

CARLA R. BEBAULT, RPR, CSR
(651) 848-1220




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

vyo

single little blocks. [It's about the entire building bl ocks
of evidence that these experts look at in their course in
form ng their opinions.

Judge, they nention that sonme of the other drugs
of bl ood pressure that they questioned Dr. Hayreh about,
fromsleeping pills to the other blood pressure drugs, it
shoul d be noted that Defendants cite d astetter, the
parall el case for the proposition that a nmere generic
assunption that two drugs act alike carries little
scientific value. And that's the case here. Assum ng that
all of these bl ood pressure drugs act the sane in the body
and cause the sanme types of effects w thout evidence of that
just is not appropriate. But we're not here to tal k about
other drugs. W're here to tal k about Viagra and --

THE COURT: Counsel, that's a precise problemthat
we have because you're saying a lot of stuff in front of ne
that tal ks generically about erectile dysfunction drugs
wi t hout defining which drug is the applicable drug to this
particular study. And that becones a very difficult
situation because, you know, one of these guys studied 14
people. He studies 14 people. If it turns out all 14 of
themare Calis, we're going to have spent a fortune
preparing a case for trial that is going to be pretty short.

MR. OVERHOLTZ: Your Honor points out a potenti al

weakness in al nost any of our expert's testinony if they
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acknow edge that these studi es were about other drugs.
These studi es were about Viagra.

| think Dr. MGM n's testinony reveal s that nmany
of these were involving taking Viagra because of the
simlarities of the class and the pharnacol ogi cal nmechani sm
| think it was inherent in the nature of scientists studying
this in the field, not for purposes of litigation.

Qobvi ously we woul d have had themonly focus on Viagra but
for the purpose of science focused on the class.

But there are studies in the evidence that do only
address Viagra and those studies involve the case reports
reported by Dr. Ponmeranz. The reports of chall enge and
dechal | enge i nvolved sildenafil and Viagra, as well as the
studies that Dr. Hayreh relies upon in the studies and the
effects of Viagra and in | ower blood pressure that
specifically only deal with the effects of that. They do
have different pharnacol ogi cal nechanisnms. Viagra's tine of
action and its profile specifically says it begins to | eave
the body within six hours. Therefore, if you take it at
ni ght right before bed, if you don't have the event within
the next 12 to 24 hours, you begin to question whether or
not the event has a tenporal relationship.

The evidence at l|least that Pfizer has presented to
the FDA is there's at | east a two-day period of risk for

Viagra. That's the difference with Calis and the ot her
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drugs. There's a longer period of risk. |f your Honor
reviews the evidence with the study for the patient who took
the other drugs, they are going to apply.

| would like to take us back for a mnute to the
case | aw and what we have here is very simlar to what this
Court has addressed in the US Xpress case. The US Xpress

versus Great Northern I nsurance case involved the Vol vo

trucks. The expert that the Defendants were attenpting to
excl ude had perforned testing on a truck but his testing was
not conclusive. It couldn't reach an answer. And the Court
said that: "Beauchanp is qualified to testify concerning
the sinple field test that he perfornmed. Furthernore, the
Court wll admt the deductions that Beauchanp made based on
the test. Geat Northern's argunents concerning the
concl usi veness of the test and the failure to perform other,
nore conclusive tests affect the weight of Beauchanp's
testinony, not its reliability.” The fact that Dr. Hayreh
hasn't tested this exact scientific mechanismat the
cellular mcrovascul ar | evel because he can't doesn't nean
that he can't draw deductions based on his scientific
know edge.

In the Hernandez case, your Honor rejected the
Defense's attenpts to exclude an expert in a nobile home
case. It conducted tests of other types of cooking oils and

it appointed a scientific literature regarding those oils
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and the Court stated that: "The Court nust custom ze their
inquiry to fit the facts of the particular case. Although
the Defendant is free to challenge the accuracy of the fire
i nvestigation reports, the substance underlying

M. Anderson's opinion, and ultimately the validity of

M. Anderson's opinion, the Court finds that M. Anderson's
testinony is sufficiently rooted in legitimte scientific
met hods and procedures to satisfy the science of Daubert."”

That's the case here. Their testinony is rooted
inlegitimte scientific nethods and that's the inquiry
under Daubert. Not whether or not they reach the sane
concl usion that everyone in the world has reached or the
Pfizer's opi nions have reached.

And | woul d point your Honor to Ms. Leskin's
citation to the Daubert opinion and the key for testing.
And if -- | don't have her cases up here but the first word
in that paragraph that she read was "ordinarily". And I
think that's very telling in this case. And it has to do
with the Court's need, as your Honor has recognized, to fit
the inquiry to the facts of the case.

I n Sol hei m Farns your Honor excluded the experts

because in that case the experts had not -- there wasn't a
guesti on about whether or not tests could be perforned; that
there was an inability to do tests. In that case testing

was avail able for the expert to performto prove his theory
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of causation but yet he didn't do the test. He didn't take
the step of taking the test. He was a |azy expert, so to
speak. That's not the case here. This is testing that --

THE COURT: If | renenber right it was just a
farmer down the road.

MR. OVERHOLTZ: This is not the ordinary
situation. This is a situation involving a scientist |ike
Dr. Hayreh maki ng reasonabl e deductions fromvalid
scientific evidence.

And as | would like to finally point to your
Honor, Judge Davis in the Baycol decision in failing to
exclude Dr. Smith fromtestifying stated that the exact --
the fact that the exact mechanismof injury is not yet known
does not affect the adm ssibility of the expert's opinion.
Judge Davis specifically noted that science is constantly
evolving and the fact that a theory is new or in the process
of becom ng generally accepted does not prevent adm ssion in
this case, citing the Ruiz case fromthe First Circuit.
Because the expert's hypothesis was wel | -reasoned and based
on relevant scientific literature as well as his years of
experience in toxicology, the Court allowed the opinion of
Dr. Smth under Daubert.

That's the case here. These experts have opi ni ons
that are well-reasoned. They are based on rel evant

scientific literature and they are based on years of
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experience studying this issue, not for purposes of
litigation but in their fields of expertise. The sane can't
be said for Defendant's experts and that's why your Honor
shoul d deny Defendant's notion to exclude Plaintiffs
experts in this case.

That's it. Thank you very nuch.

THE COURT: kay. Counsel, we thank you very
much. | thank all of you for your presentations.

M. Becnel, you're ordered to be on your way.

MR. BECNEL: |I'ml ate.
THE COURT: And | think I'lIl get a decision to you
just as soon as we can. | think we're schedul ed to be back

next nmonth on notions on causation. Are they cross-notions,
| can't renenber?

M5. LESKIN. | believe, your Honor, that the
schedul e had provided for -- Plaintiffs had nade sone
representation that they were going to file sunmary judgnent
notions. Those were never filed. So | don't think there's
anyt hing on the cal endar.

THE COURT: On.

MR. HOPPER: | think we'll get back to the Court
on that for sure, your Honor. But M. Leskin characterized
it correctly. And | think we don't actually have anyt hi ng
avai l able to argue on the date that | think was provi ded by

the Court under the schedule that the Court set.
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THE COURT: Ckay. | see. GCkay. The reason | was
going to lead up to this is that | got a 12: 30 comm t nent
that | got to get to. |It's out of the building and I'm
going to be late. Wen are you guys going to be back in
town? At sone point in tinme we need to get into the next
st eps.

MR. BECNEL: Depends on Cui dant and Medtroni cs.
We don't have the dates set right now but that m ght come
back.

MR. HOPPER:  Your Honor, if the Court wants us to
appear, we'll be here -- it's that sinple -- for a status

conference and the |ike.

THE COURT: | thought that there was anot her
pending notion in this. | was going to slough everything
off until then and thought that life would be fine. | think
the best thing we better do nowis we'll get a decision out

then on this matter that's before the Court, and then we
will set up a status conference so we can work it out.

MR. OVERHOLTZ: Your Honor, is there any objection
to the docunent that we raised today in the notion as filing
suppl enent al evidence to our brief?

MS. LESKIN:. W do object.

THE COURT: No. As matter of fact, it cones down
tothis. Al the stuff that you fol ks presented

electronically, | would appreciate even those things over
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there, having little copies of them
MS. LESKIN: You could have these, your Honor.
They make | ovely wall paper.

THE COURT: Suzanne has nme for breakfast when |

accept those things. She has to take care of them But go

ahead and submt that stuff.

As to the studies that were referred to, go ahead

and submt them |'mnot going to tell you that they wll

be consi dered because, quite frankly, what Ms. Leskin said

is a true statenent and we all know t hat.

MR. OVERHOLTZ: Yes, sir.

THE COURT: But at the sane token, we're dealing

at the bench level at this point and if there's sonething

that's going to be of benefit to the Court with it, you're

going to push it through the process. |If it's sonething
that Ms. Leskin doesn't care, she doesn't care. And we'll
figure that out in due time. But we can't figure it out
NOW.

MR. BECNEL: What becane particul arly inportant
the one by Alon Harris is, you know, we objected over and
over again to allow ng the substitution.

THE COURT: Ch, yes.

MR. BECNEL: But he wasn't sick enough to keep
right.

THE COURT: |'ve heard that one before. | told

is
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you | wasn't going to get excited then and I'"mnot going to
get excited now.

MR. BECNEL: All right.

M5. LESKIN. Thank you, your Honor.

MR. OVERHOLTZ: Thank you, your Honor.

MR. HOPPER: Thank you, your Honor.

(Court adjourned at 12:20 p.m)

* * *
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