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PROCEEDI NGS
I N OPEN COURT

THE COURT: Let's call this matter.

THE CLERK: This matter is In re: Baycol,
Mul tidistrict Case No. 01-1431. Counsel, could you pl ease
state your appearances for the record.

MR. ZI MMERVAN:  Good norning, Your Honor. Charles
Zimrerman for the Plaintiffs' Steering Commttee.

THE COURT: Good norni ng.

MR. LOCKRI DGE: Good norning, Your Honor. Richard
Lockridge for the Plaintiffs' Steering Committee.

THE COURT: Good norni ng.

MR. HOPPER: Good norning, Your Honor. Randy
Hopper for the Plaintiffs' Steering Commttee.

THE COURT: Good norni ng.

MR. BLACK: Good norning, Your Honor. Bert Black
for the Plaintiffs' Steering Commttee.

THE COURT: Wl cone.

MR. ARBI TBLIT: Good norning, Your Honor. Donald
Arbitblit of Lieff, Cabraser, Heimann & Bernstein for the
Plaintiffs' Steering Commttee.

THE COURT: Wl cone.

MR. BECK: Good norning, Your Honor. Phil Beck
for Bayer.

THE COURT: Good norning, M. -- | like the beard.

LORI A. SIMPSON, RMR- CRR
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MR. BECK: Thank you.

MR. HOPPER: | am having an influence on him Your
Honor .

MR. HOEFLI CH: CGood norning, Your Honor. Adarnr
Hoeflich for Bayer.

THE COURT: Good norning, Adanm.

MR. I SMAIL: Good norning, Your Honor. Tarek
| smail on behal f of Bayer.

THE COURT: Wl cone.

MR. BAUM Good norning, Your Honor. Ken Baum on
behal f of Bayer.

THE COURT: Wl cone.

MR. M ZGALA: Good norning, Your Honor. Janes
M zgal a on behal f of Bayer.

THE COURT: Good norning, Jim

MR. MAGAZI NER: Good norning, Your Honor. Fred
Magazi ner on behal f of GSK.

Your Honor, with Your Honor's permssion, | am
going to | eave sonetine after the status conference and
M. Smith is going to stay for the Daubert hearing.

THE COURT: Al right.

MR. SM TH. Good norning, Your Honor. Scott Smth
for GSK

THE COURT: Good norning.

Anyone el se want to be introduced?

LORI A. SIMPSON, RMR- CRR
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MR. HCEFLICH: No, Your Honor, but before we
begin, Ms. Wber is not here today because of health issues.
She, of course, would want to be here if she coul d.

THE COURT: Keep ne inforned --

MR. HOEFLICH W will.

THE COURT: -- on her condition.

M. Zi nrer man.

MR. ZI MMERVMAN.  Thank you, Your Honor.

THE COURT: Soneone's Bl ackBerry --

MR. BECK: W turned ours off.

MR. ZIMMERVAN:  |'Il check m ne when | go back. |
t hought | turned it off, Your Honor.

Good norni ng, Your Honor. W are here for a

two-part hearing. | think we're having a joint status -- or
the status conference first and then we'll nove into the
Daubert hearings. |'m Charles Zi nmmerman on behal f of the
Plaintiffs.

Yesterday | think the Court issued Pretrial Oder
156, which answers sone of the questions contained in the
report about a deadline. | don't know if you want us to go
over those when we get into the body of the status
conf erence.

But the first item of business on the report is
the status of cases and the first thing | think it's

inmportant to report is that there are approximtely 1,116

LORI A. SIMPSON, RMR- CRR
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active plaintiffs in the proceedi ngs who have -- I'msorry.

There are approxinmately 1,700 Baycol cases that
remain active, down from 14,800 filed in the litigation.

The active cases include approximately 1,200 cases filed in
or renoved to federal court, down substantially from 9, 100.

Qobviously those statistics tell us a | ot about the
| ast year that we've been working with the discovery,
case-specific discovery, and that the nunber of cases that
remain active are down dramatically.

| expect when we summari ze Phase Il and IV, where
we are, we W ll see that those nunbers will shrink
dramatically, probably in the sane proportion, if not
greater.

The report of Phase | and Phase Il is contained at
paragraph B, which indicates that in Phase | we are down to
39 plaintiffs, down from 60 as of Novenber 7, 2006.

What that neans is with the conpletion of that
di scovery in Phase I, there remain 39 cases for which |I do
not -- | believe no further activity with regard to
case-specific discovery will now be taking place and they
woul d remain for whatever resolution through remand and
trial would exist in the transferor court should this Court
at the appropriate tine remand those cases.

In Phase Il we have 99 cases, down from 150.

don't know if it's as of that same date, but it's down to 99

LORI A. SIMPSON, RMR- CRR
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cases.
In effect what we have here, Your Honor, is about
138 cases from Phase | and Phase Il that remain after the

case-specific discovery is alnost conpleted in I, |

bel i eve.

Is it totally conpleted or is there actually
expert reports -- | nean, there's expert discovery, | think,
inll left --

MR. HOEFLI CH:  Yes.

MR. ZI MMERVAN. -- to conplete. So there may be
some nore whittling down of those 138 cases.

In Phases Il and IV, Your Honor, we just got the
schedule. W have 373 cases in Phase |1l and 546 cases
where di scovery and case-specific work has to be done in
Phase | V.

It is nore likely than not, in fact, it's highly
probabl e, that these nunbers will be whittled down into the
sanme sorts of percentages we've seen out of Phase | and
Phase I1.

What | would report to Your Honor is this, and
this is sonething that's --

THE COURT: Wyuld everyone turn off their
Bl ackBerrys and their cell phones.

MR. ZI MMERVAN: Let ne nmake sure mne is off, Your

Honor . It should be off, but we'll make sure.

LORI A. SIMPSON, RMR- CRR
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THE COURT: Thank you.

MR. ZI MMERMAN.  What |'ve asked ny staff to do is
sort of look at what's out there if we were kind of to
proj ect going forward and al though the -- I don't want to
put these on the record at the present tinme, Your Honor,
al though I woul d be happy to talk about theminformally,
because | don't want anybody to think that we can nake total
j udgnment s about soneone el se's case.

W see that the nunber -- that there will be sone
addi ti onal rhabdo cases com ng out of Phase IIl and IV at
least in ternms of the records that have been produced, the
medi cal records or the reports that have been produced.
It's our view there will be sonewhere in the nature of 20 to
25 rhabdo cases com ng out of Phase IIl and |IV.

Def endants may object to that characterization of
t hose being rhabdo or not and that will go through the
nmedi ati on process or the process that at |east would apply
to a rhabdo case, but that's sort of what we're | ooking at
comng out of Phases Ill and IV, approximately a tota
bet ween 20 and 25 rhabdo cases.

And we see about 200 cases generally where there
are some kind of elevated |abs, elevated CK | evel s,
el evation beyond the upper limts of normal where we at
| east have objective sorts of evidence that there could be

sone seriousness associated with the alleged injury.

LORI A. SIMPSON, RMR- CRR
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| just throw that out there, Your Honor, so we
under stand what the order of magnitude is and the idea that
we're trying to look at the cases going forward before all
the case-specific discovery plays out to see what we're sort
of looking at. And that seens to be what we're |ooking at,
so the Court has sone idea of the order of nagnitude.

MR. HCEFLI CH:  Your Honor, the only point | would
add is that if M. Z mrerman has rhabdonyol ysis cases he
would like us to | ook at, please feel free to provide them
to us.

In Phases | and Il we're aware of one rhabdo case
and we are progressing well in settlenent discussions.
That's a case that was not filed in the D strict of
M nnesota. It was filed in a transferor court. W hope we
will be able to resolve it soon.

MR. ZI MMERVAN.  And we support that, Your Honor.
W agree there is one comng out of Phase | and Il, and we
understand that's close to resolution or at least it's in a
programto be resol ved.

MR. HOEFLI CH:  Yes.

MR. ZI MMERVMAN.  And we are | ooking at
approximtely 20 to 25 comng out of IIl and 1V, allegedly,
and we will get those people into -- we will get you the
nanes at |east so you have them and we can begin that

process sooner rather than |ater.

LORI A. SIMPSON, RMR- CRR
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MR. HCEFLICH: In addition, as we have comm tted
to the Court and as | commtted to the Court at the Novenber
status conference, we continue to | ook at rhabdo cases that
we're aware of.

At the Novenber status conference | believe we had
settled at that point 3,052 cases for roughly $1. 154
billion. As of today's status conference we have now
settled 3,067 cases. So we are naking progress.

If M. Zimmerman has nore cases, we'll be happy to
| ook at themand we will do our -- we will endeavor our very
best to resol ve those cases, Judge.

THE COURT: Al right.

MR. ZI MMERVAN. O course that's the next item and
| think it's appropriate to nove to that, Your Honor,
because now we have, under C, Pretrial Oder 156 which sets
a scheduling order for Phases Il and IIl and a procedure for
remand that is contained within the order.

And also at the bottom of that order there is
this -- also this paragraph that addresses nedi ati on sayi ng
that the orders with regard to nmedi ation protocol for the
rhabdo cases set forth in prior pretrial orders remains in
full force and effect, with the idea that if we have all eged
rhabdos in the Plaintiffs' group of cases, we want to get
theminto the programas quickly as possible and resol ve

t hose cases, which brings us back, then, now to nunber Il

LORI A. SIMPSON, RMR- CRR
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which is the results of the settlenent.

The only thing | wanted to add to that, Your
Honor, is really a congratulations to everybody. Settling
3,067 cases and 941 cases in this MDL is no snmall task and
it took a lot of work and it took a lot of focus and it took
Bayer stepping up and initiating the program and the
Plaintiffs participating in it over a period of significant
amount of tine. |It's a great success.

It sonetines gets lost in all of the other things
we're dealing with, but | just congratul ate Bayer and |
congratulate the Plaintiffs and | congratul ate everyone
i nvolved with the process, including this Court, for getting
3,067 cases settled and 941 cases in the VDL settled for a
substantial consideration. It's a marvel ous acconplishnent
and it shouldn't ever be lost sight of as we continue in the
adversary proceedings with regard to the nonrhabdo cases.

MR. HCEFLI CH: Judge, for the record and because
we know the Court has taken the step of putting the
transcripts online for people to see, let nme just |let people
know what we've done in ternms of settlenent and what the
anmounts are at this point.

To date Bayer has settled 3,067 cases with a total
val ue of $1,154,343,835. O this total, 941 cases have been
determ ned to be subject to the MDL assessnent with a tota

val ue of $350, 409, 334. 38.

LORI A. SIMPSON, RMR- CRR
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As of the last status conference in Novenber,

Def endants had settled 3,052 cases wth a total val ue of
$1,151,613,835. O that total, 937 cases had been

determ ned to be subject to the MDL assessnent with a tota
val ue of $350, 121, 334. 38.

In addition, 141 cases have been submtted to the
VDL nedi ati on process and we thank the Court for its
assi stance with that.

THE COURT: Al right.

MR. ZIMMERVAN: | |like to roll those nunbers off,
but I guess | was happy that you could do it.

| don't know about the 141 that have been
submtted to the WDL process. That doesn't nean they're
still in the process, that just nmeans they were resol ved
Wi thin that process?

MR. HCEFLICH: Correct. | believe that's a
cumul ative nunber of what's been submtted.

MR. ZI MMERVAN: Ckay. Thank you. Again, a hearty
congratul ations to everybody involved. It's a remarkable
result.

THE COURT: Well, M. Zimerman, if | can
interrupt for a second. | would like to again congratul ate
both the Plaintiffs and the PSC and the Defendants on
resol ving as many cases that they have. | think |I've been a

cheerl eader for you for three years telling you that this is

LORI A. SIMPSON, RMR- CRR
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a process that is different than any other NVDL that's cone
down the pike.

It's a new paradi gmthat Bayer brought to the
table and | think Plaintiffs should ook at it that they
have resol ved a nunber of cases w thout having to go through
litigation, expensive litigation, in this matter and the
plaintiffs have been paid fair settlenents.

When you have that many plaintiffs' attorneys
being involved in a settlenent process, you know that Bayer
has so many people comng at themfor different figures and
that the appropriate figures for the appropriate injuries
have been paid out; and |I've said that fromthe begi nning
when | saw the process started.

And it's inportant that you' ve cone to realize, as
the PSC, that a trenmendous anount of noney has been paid out
inthis litigation. 1It's been quietly paid out, no big
headlines. But it's not necessary for people to be
conpensat ed and have a headline follow that.

And so | conplinent your |eadership for the PSC.
You' ve done a trenendous job. |'ve said that fromthe
begi nning. And your stewardship of this MDL in a new
par adi gm has been quite remarkabl e.

And certainly Bayer has cone to the table with a
new phil osophy of -- if the people that are on the phone

woul d put their phones on nute so we don't have to listen to

LORI A. SIMPSON, RMR- CRR
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themrattle their papers and cough, that woul d be
appropri ate.

M. Beck and his team has done a trenendous job
for the Defendants and it's just been a marvel ous experience
for me and | hope we can wind this down by January of 2008
and go our nerry way.

M . Beck.

MR. BECK: Your Honor, if |I may. | would also
join M. Zimrerman in thanking the Court for your guidance.
When you said you were a cheerleader, | had a nental inmage
nore of kind of a drill sergeant. | think there was sone
nore than gentle prodding that went into the process.

But on behal f of Bayer, | nust say that we're
delighted with how it worked out. Qoviously ny client ended
up paying a great deal of noney, but it was noney to people
who had denonstrated side effects that could be associ ated
with the use of our nedicine.

W were able -- with every single person who cane
to us wanting to discuss settlenent, we were able to resolve
the cases so far wi thout having to go through a trial and
contest liability with one exception early on.

It's been an unusual couple of years for ne where
| have had one NMDL where | had one trial and 3, 067
settlements and then |I've recently been involved in another

VDL where | have had six trials and no settl enents.

LORI A. SIMPSON, RMR- CRR
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So it is a different paradigm partly because of
the nature of the side effect that's at issue and a | ot of
things went into that, but not |east of which was the
Court's guidance as well as the cooperation and | eadership
shown by the PSC in getting what | think we all think are
fair settlenents through the process rather than getting
them all gummed up and opting instead for contested
l[itigation on every case.

So we appreciate the work done by the PSC and
their |eadership and we thank you for that.

MR. ZIMMERVAN.  And if | just m ght nake one nore
comment, Your Honor. | was in New York at a semnar in
Decenber and | actually had the opportunity to congratul ate
Bayer directly through their general counsel. 1Is it CGeorge
Lykos? And | stood up in public in a large group of people
and congratul ated Bayer for doing the right thing and
st eppi ng up, because that was his topic, about doing the
right thing.

And it's been through a lot of reflection because
obvi ously we battled over the nonrhabdo cases in this court
for sonme tine, but it was a very enlightening nonent, |
think, for both George and | to see us as adversaries stand
up and congratul ate one another for doing the right thing
even though at tines our reasonable mnds differed on how

other parts of the litigation should follow.

LORI A. SIMPSON, RMR- CRR
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But for the main we all did a good job and it's
through the Court's stewardship for sure and through the
great advocacy on both sides, but we did the right thing for
the people and we're very proud of that as we stand here
t oday.

W've got sone issues left. W'Il get them done
this year, I'mconfident we wll, and the chips wll fal
where they may, but this was an outstanding MDL and |'m
proud to be a part of it.

The next and last topic is trial settings. There
are no trial settings for cases in the WDL. That's pretty
obvi ous.

Atrial in the Lollar case has been set for

Cct ober 15, 2007 in Monroe County, M ssissippi. Good |uck

down there to everybody. | don't know too nuch about that
case. | don't even know where Mnroe County, M ssissippi,
is, but I guess we'll find out.

Then there's the class action in Cklahoma that is
scheduled for trial in June of 2007. The PSC is working
with class counsel down there and | don't know if there's
anything really to report on it other than it's proceedi ng.

No Baycol cases have been --

THE COURT: Is that really going to trial?

MR, ZIMMERMAN. It is scheduled to go to trial,

Your Honor. M guess --

LORI A. SIMPSON, RMR- CRR
(612) 664-5104
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THE COURT: O is it going to be continued again?

MR. BECK: R ght nowit's scheduled to go to tria
and we're proceeding on the assunption that it will, but it
has been continued several tines and that coul d happen
agai n.

THE COURT: Wiat about the Lollar case, any
know edge of that case? |Is that in a lower court?

MR, HOEFLICH: It's schedul ed now, Judge. | don't
know all that nuch about it or whether the trial date wll
stick, but we wll keep the Court inforned.

MR. ZI MMERVAN: | don't know if counsel can
enlighten us, but | did read just yesterday of a settlenent
in a case involving the attorneys general that | did not
have on ny radar screen. | knew there were clains out there
and there was a class -- was it a class? -- or an attorney
general settlenment that | read about the other day and |
don't know what the status of that is.

MR. HCEFLI CH: Your Honor, we were not -- M. Beck
and | were not involved in that either, but if M. Z mrerman
has questions about it, he can communicate with ne and |"'|
get himwhat information is publicly avail able.

MR. ZIMMERVAN. Al | know is there was sone
settlenent involving a group of attorneys general and that's
all 1 know. It just cane over ny Internet site.

THE COURT: Regardi ng Baycol ?

LORI A. SIMPSON, RMR- CRR
(612) 664-5104
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MR. ZI MMERVAN: Baycol having to do with --
sonmet hing having to do with the econom c cost or sonething
of the drug, but again, I'mnot famliar with it and | have
to do nore research on it.

MR. BECK:  Your Honor, | know probably what
M. Zi mrerman knows as it came over ny screen as well. Al
| know is that there was sone sort of clains and that 22
different state attorney generals settled with Bayer for a
total of $8 million. So whatever the clains were, they
went -- 22 state clains went away for a grand total of
$8 mllion. That's all | know.

THE COURT: Al right. |If you get any nore
information on that, why don't you pass it ny way.

MR. ZIMMERVAN. | will be happy to do that and we
will certainly do that, Your Honor.

That is the -- concludes the status conference
with the exception of the Daubert notions, which are going
to be heard by the Court. Unless the Court has any further
guestions, we could probably nove right into that.

| want to nmake one other statenent, however, and
that is that we will -- the PSCis commtted, now that we
see so nmuch of the | andscape wth regard to the nonrhabdo
cases, to encourage people to go through the discovery or
make their decisions early if they're not going to go

t hrough the discovery so we can get to the nub of the matter

LORI A. SIMPSON, RMR- CRR
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and perhaps even ranp up the schedule that is in Pretria
156 to make this happen even faster.

That's our commtnent to the Court and to counsel,
to try to on a voluntary basis do sonething to nake sure
that people get -- are aware of the realities that are out
there and what is going on, what has happened in Phase | and
Phase I, and to get the cases separated fromthose that are
really going to be remanded at the end of the day or be
prepared for remand and they are really going to stand
behi nd for case-specific discovery and those that are not.

W just want to save wear and tear on everybody,
if possible, and we stand commtted to do that through this
Phase 11l and IV.

THE COURT: | appreciate that.

Anyt hing el se fromthe Defense?

MR. HOEFLI CH: No, Your Honor. Thank you.

Thanks, Bucky.

THE COURT: Fred, anything for GSK?

MR. MAGAZI NER:  No, Your Honor.

THE COURT: Al right. W'Ill get situated for the
Daubert argunments. M. Beck, | think you're going to go
first; is that correct?

MR. BECK: Your Honor, yes, although | believe
that the Plaintiffs had requested that they be given 20

m nutes or so to nmake sone general remarks about Daubert

LORI A. SIMPSON, RMR- CRR
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notions. W have no objection if they want to do that.
Whatever -- we'll weave ours into the specific notions.

THE COURT: Good norning, M. Lockridge.

MR. LOCKRIDGE: |Is that all right, Your Honor, if
we do that?

THE COURT: That's fine with ne. And | apol ogi ze
for not including you in ny conplinments for the PSC because
you are co-lead counsel and everything that | said about
M. Zinmrerman applies to you. Your |eadership and
stewardship in this matter has been invaluable for the
Court .

MR. LOCKRI DGE: Well, thank you, Your Honor.
appreciate that, of course.

| would like to nake sone very prelimnary
comments and then | would like Don Arbitblit fromthe Lieff
Cabraser firmalso to nake a few m nutes of sone prelimnary
comments because these are coments which really go to al
of the notions, and | think it will only take a few m nutes.

At the outset, of course, we feel that we have
probably the finest set of experts that have ever been put
together in any case and we are exceptionally proud of them

And | wanted to briefly address the overall
Daubert issue sinply to enphasize a few things because
Daubert is so typically used by the defendants as an attenpt

to prevent experts fromtestifying, but the reality is that

LORI A. SIMPSON, RMR- CRR
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t he actual Daubert case is very interesting.

When one goes back and reads it, the Suprene Court
said Rule 702 nust be read in the context of a |iberal
thrust of the Federal Rules of Evidence and nust be
interpreted consistently with the general approach of
relaxing the traditional barriers to opinion testinony.

So | think it's clear that barring testinony,
expert testinony, is the exception rather than the rule
and obviously we hope the Court will keep that in mnd. The
real threshold for adm ssibility is not how persuasive the
evi dence m ght be, but rather the reliability of the
evi dence.

And al so as discussed in Daubert and subsequently,
| mght note, of course, in Kumho Tire and others, the
courts, including the Suprene Court, really seemto be
saying that Daubert and the so-called gatekeeping rule is
not a substitute for defendants vigorously cross-exam ning
the experts at trial and, if they want, presenting contrary
instructions or having the court give carefully crafted
instructions to the jury.

O course, Daubert specifies two requirenents,
adm ssibility -- for admssibility, reliability and
rel evance. Ooviously relevance is not an issue here. And
for reliability, as the Court knows, it's to ook at such

factors as scientific nmethodology; that is, as the Eighth
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Crcuit actually said in the Turner vs. lowa Fire Equi prent

case, the evidence nust be grounded in the nethods and
procedures of science. And that's what we have here.

Now, obviously |I'maware of the progeny of Daubert
and Kumho Tire where courts do, in fact, |ook at the
concl usions of various experts, but I want to enphasize that
of course we welcone the Court to | ook at the substance and
t he concl usi ons of our experts.

Now, there will not be forward-I|ooking clinica
studi es here because they're not avail abl e because obviously
Baycol was pulled fromthe market. So what we have
primarily is extrenely qualified experts exam ning and
| ooki ng at studies, sonetines Bayer's studies, |ooking at
the literature, sonetines relying on other experts and
sonetinmes relying on AERs, as we're going to get to, and
relying on other things.

And that is really the test here. | would submt
that the real test is that sinply we have to prove, we have
to establish that the evidence is reliable and that we used
scientifically valid nethodol ogi es.

And | think it's clear that in every single case
our worl d-renowned experts have done that, Your Honor.
woul d ask you to always keep that in mnd as you are
listening to M. Beck's extensive argunents here this

nor ni ng.
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If I could, Your Honor, | would like to have Don
Arbitblit fromthe Lieff Cabraser firm now say a few words
al so.

THE COURT: You may. Good norning.

MR. ARBI TBLI T: Good norning, Your Honor. Thank
you for the opportunity to address the issues on this
heari ng.

|"ve been -- just for a brief background, |'ve
been involved in the Baycol litigation since its inception,
al t hough I have not appeared before Your Honor before. |
have worked extensively on ny firm s individual cases and,
as others have, | have nmanaged to resol ve the rhabdonyol ysis
cases wth defense counsel. Again, | too appreciate the
spirit with which defense counsel cane to those negoti ations
and we worked very well together.

| expect that during the course of today we wll
see that there are sone disagreenents, but | also think that
there are sone agreenents that will be presented today. And
| thought as part of the road map for where we are going |
woul d explain what | see, working with our experts and
counsel, as the principal issues and what is and is not in
di sput e.

As | see it, there are a nunber of key issues, a
smal | nunber of key issues. One is whether Baycol is nore

toxic to nmuscles than other statins and a second one is with
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respect to statin nyopathy, which is conceded to be a rea
phenonenon and is not in dispute, howis it diagnosed and
how | ong does it |ast.

And as to each of those substantive questions that
are always going to cone up in the procedural nechanismof a
Daubert hearing, we wll present the evidence as to those,
but briefly what we woul d expect the evidence to show is
that there is a consensus that Baycol is nore toxic than
ot her statins.

It started in August 2001 with the w thdrawal of
the drug and the scientific comunity has spoken with one
voi ce since that tine. W have and will present and have
submtted to the Court recent literature that validates and
confirms the exi stence of that consensus tine after tine
after time. Wthout exception Baycol is called the nost
toxic statin, the statin that causes the nost nuscle injury.

And so it's inportant in the sense that clearly
we've cone three years since these reports were served and
there's an issue that the Court undoubtedly has to face as
to what is the inpact of subsequent research.

Qur view of it is that our experts were on the
right track with what they had at the tine. They cane to
the right decisions based on reliable nethodol ogy and the
avai |l abl e evidence and that tinme has only confirnmed and

val i dated what they said then.
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There's a consensus that Baycol is the nost toxic
statin and we'll be presenting the evidence in peer-revi ened
studies on that subject and that will include published
epi dem ol ogy studies finding Baycol with a 6- to 10-fold
i ncreased risk of hospitalized rhabdonyol ysis, as well as
evi dence about Bayer's own clinical trials.

In terms of reliability, the clinical trial
evi dence has not been the focus of the pleadings on the
defense side. They've tended to focus on the relative
reporting ratio study with the goal of undermning it by
saying it's all about adverse event reports and therefore
sonmehow unreliabl e.

Vell, it's inportant that those are just one piece
of the puzzle. They're not the whole puzzle. They are a
piece of it. The clinical trial evidence that's cited in
Dr. Farquhar's report that shows an 8-fold increase in
rhabdonyol ysis on published clinical trials is in his
report, but it's not the focus of what Bayer is attacking.

| think it's inportant to understand, in ny
readi ng of the case law and the Reference Manual on
Scientific Evidence, that even isolated case reports may be
perm ssi bly considered by an expert in the context of other
evi dence.

This is not a case where the adverse event reports

are the sole or even main evidence. They do take up a |ot
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of space and tinme because there's a |lot of data, but
clinical trial evidence is in the record, not only

Dr. Farquhar's analysis, but the analysis of defense
consultant Dr. Strom s assistant, M. Loutanbach, who
perfornmed a very simlar calculation to Dr. Farquhar on the
published clinical trials and cane up with a very simlar
result, show ng a high rate of confirmed rhabdonyol ysis for
Baycol in published studies, as well as a piece of data that
| found surprising when | saw it and that has not been
publ i shed, which is a conparison of 19 pooled clinica
trials that are called short-termstudies in which the
relative risk for nyalgia was 1.76 statistically significant
for Baycol versus pl acebo.

That has never been published. Instead what is in
the literature is 2.5 versus 2.3, essentially no difference,
and that's been cited tinme after tinme because it's in the
PDR, the | abel and the Physicians' Desk Reference, based on
a subset of clinical trials, only U S studies, only 3,000
peopl e; whereas, the 19 studies that Bayer submtted in 2001
to European regul ators consisted of alnost 9,000 people and
| arger sanples are considered nore stable and reliable. So
that's clinical trial evidence. That analysis was done by
Dr. Stroms assistant. He's a defense w tness.

And it's inportant that as part of the evidence

that we don't focus just on the relative reporting rate
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study. Now, with respect to that study, it's also inportant
that --

MR. BECK: Your Honor, | don't want to be
inpolite, but I was told that they wanted a few mnutes to
tal k about Daubert standards and now we're --

THE COURT: W are going into argunent already.
You will have certainly enough tine to --

MR. ARBI TBLI T: Thank you, Your Honor. | wll
nove on to one last point where | think we will have sone
agreenent because having taken the deposition of the defense
expert on the subject of duration of injury and howit's
di agnosed, the Plaintiffs' experts and the defense experts
agree on a nunber of points, Your Honor, but nost
importantly, as Your Honor has held, differential diagnosis
is the way to determ ne causation in a toxic exposure case
such as this.

As far as how it's diagnosed, the criteria used by
the various experts are quite simlar and conpatible. The
i ssue of duration has advanced in the literature and, as
conceded by the defense expert at his deposition, that
there's a range of tine that CKis a marker. |It's not the
injury itself. Wen CK normalizes, that doesn't necessarily
mean the injury is over and that the range of injury is
subject to individual variation.

THE COURT: Al right. Thank you.
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MR. ARBI TBLI T: Thank you, Your Honor.

THE COURT: M. Beck.

MR. BECK: Your Honor, | need just a nonent or two
to arrange the technol ogy here.

(Pause.)

MR. BECK: | think we're all set nowif you're
ready for ne, Judge.

THE COURT: M. Beck, you asked for an hour and a
half; is that correct?

MR. BECK: Yes, Your Honor.

THE COURT: | put that on the tinmer and the yell ow
light will come on with 30 mnutes to go so you will know
that you have 30 m nutes.

MR. BECK: Wiere is this yellow |light, Your Honor?
Ch, here it is. | see. Thank you.

Your Honor, |I'mgoing to discuss several notions
together and then M. Ismail will do that with sone other
nmotions this afternoon. For the ones that |'mgoing to be
di scussing, I'mgoing to be focusing very nmuch on questions
of nmet hodol ogy.

W are not here to argue about the academ c
credentials of any of the experts and we're also not here
sinmply to dispute the conclusions that the experts have
cone to.

Rat her, the notions that I1'm going to be
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di scussi ng focus on whether the experts in this particular
case in the opinions they've rendered in this case have
foll owed scientific nmethodol ogy such that their concl usions
have sufficient reliability to be put before a jury under
Daubert .

The notions that |1'mgoing to be discussing are
t he adverse event report notion and there the question is --
a couple of inportant questions. One is whether adverse
event report data can be used to show conparative drug
safety, so the safety of one statin versus another. And we
believe that it cannot.

And that is particularly so given point nunber
two, which is that the adverse event report data that they
rely on relates mainly to one condition, which is rhabdo,
and then they rely on it to draw drug safety conpari sons
concerning a different condition, which is nyal gia or aches
and pai ns.

As Your Honor has heard this norning during the
status conference, we've done a pretty good job, all of us
i nvol ved, in cleaning out the rhabdo cases and we're |eft
wi th the nonrhabdo cases.

So they are using here in the adverse event
reports information concerning rhabdo and then draw ng
concl usi ons of conparative drug safety concerning different

conditions that are not rhabdo. So that's one of the
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not i ons.

A couple of the other notions that |I'll be
addressi ng concern Drs. Farquhar and Austin and both of
them -- there is substantial overlap there, Your Honor. W
believe that they have m sused the adverse event report
data, so there will be overlap with that notion.

And al so we believe that they have inproperly
mani pul at ed the epi dem ol ogi cal study that actually was done
by Pacifi Care that showed that when Baycol was used at
4 mlligrans, the normal dose and was not used along with
genfibrozil that, nunber one, there was no increase in the
i nci dence of rhabdo, but also, nunber two, no increase in or
difference in the incidence of nyopathy.

And they have taken criticisnms of that study,
which they're certainly entitled to advance, but then
purported to basically redo the analysis in an unscientific
way in reaching the opposite conclusion. So we'll be
focusing on their methodol ogy there.

And then, Your Honor, what |I'mactually going to
tal k about first is the problemthat we have with several of
their other w tnesses where they have not relied on other
experts, as | think it was M. Lockridge said, but instead
t hey have parroted or adopted whol esal e the concl usi ons of
ot her experts, chiefly Dr. Farquhar

And all of these are related and that's why |
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would like to discuss themas a group. And | will actually
start with the last one | nentioned, what we think of as the
parroting notion.

As | said, this is not a case where there are
several steps in an analytical chain and an expert says | am
assum ng that proposition Bis true -- inny AL B, C D
chain of reasoning |I'massum ng that proposition Bis true
and the basis for ny assunption that it's true is
Dr. Hoeflich's report and it rises or falls wth
Dr. Hoeflich's report, but I"massumng it's true for ny
pur poses.

That, | think, is appropriate for an expert to do.
As the Plaintiffs say, not every expert can be -- can have
expertise in every possible field. But they're not doing
t hat here

And if they do sonmething Iike that, when you' ve
got that kind of a situation, then if Dr. Hoeflich doesn't
show up, their analysis gets thrown out the w ndow. It
either gets stricken or they're not allowed to put it in,
dependi ng on the sequence of how the testinony cones in.

O if Dr. Hoeflich does show up to establish
proposition B, | get a chance to cross-examne Dr. Hoeflich
and show that he's the charlatan that he is and that his
analysis is deeply flawed and that he's got biases and that

sort of thing. And so the jury gets to hear Dr. Hoeflich
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and the basis for that part B, that assunption that the
ot her expert is entertaining.

But here what we've got are a whole series of
experts who are adopting as their own conclusions that were
reached, as | said, principally by Dr. Farquhar concerning
relative risk of different statins based mainly on the
adverse event reports.

And then these experts are purporting to take
t hese conclusions and say that they are their concl usions
wi t hout havi ng done the anal ysis and w thout any basis other
than Dr. Farquhar's opinion. W gave exanples in our brief.
"1l just highlight a couple of those for you.

|"mgoing to show first some testinony from
Dr. Smth. He's a toxicologist and he wote an opinion that
says that Baycol when adm nistered along w th another drug
called -- well, it's Plavix, but it's got a hard to
pronounce generic nane. He says that Baycol along with
Pl avix has an interaction and increases risk. And so
here's -- that's his opinion, he clains, and here's what he
says as to the basis of that:

"Paragraph 32, The nobst serious interactions between
Baycol and other drugs appear to be with genfibrozil and
cl opi dogrel. Wsat's cl opi dogrel ?

"Well, | forget as | sit here today. It's also a

comonly prescribed drug, but | forget for what condition.
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"What's your basis for this statenent?

"That that -- the report by Dr. Farquhar

"Ckay. D d you do a literature search or did you find
any other support for that statenent other than
Dr. Farquhar's report?

"There are many reports, of course, with genfibrozil.

"Ri ght .

"The clopidogrel is fromDr. Farquhar's report."”

MR. BECK: So here we have a toxicologist who is
proposing to render an expert opinion that Baycol and
cl opi dogrel are particularly toxic when taken together. He
doesn't even know what the drug is and his only basis is
that Dr. Farquhar says so.

Now, Dr. Farquhar may or may not pass Daubert
muster on that and Dr. Farquhar, if he does pass Daubert
muster, may or may not stand up to cross exam nation on
that, but Dr. Smth shouldn't be allowed to just adopt as
his own a conclusion that is based 100 percent on
Dr. Farquhar and that he doesn't even understand.

W've got a simlar situation with Dr. Raskin.
He's a cardiol ogist and he offers opinions on conparative
drug risks based on the adverse event reports, and here's
what he says:

"Have you ever published an article, Dr. Raskin, in

whi ch you nmake conparative statenents between two drugs
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usi ng spont aneous adverse event data?

"No, sir.

"Have you done any research in which you nake
conparative statenents between two drugs using spontaneous
adverse event data?

"No, | haven't.

"Has anyone ever asked you to undertake an investigation
into the conparative safety of two drugs using spontaneous
adverse event data?

"Only for the purposes here to review this data. No,
haven't done a study."

MR. BECK: And then he goes on.

"So the only investigation you nade into how potenti al
bi ases affect the reporting rate of adverse events for
statins is to review the reports of Dr. Farquhar and
Dr. Strom correct?

"That is correct.”

MR. BECK: As | said, we have other exanples in
the brief, but | think that those two are illustrative.

And the concern that we have, Your Honor, is that
by having these other experts claimD. Farquhar's opinion
as their own, the Plaintiffs' |lawers are trying to
acconplish two things. One is -- and this surprised nme when
| reviewed the papers -- that they're actually trying to

shield Dr. Farquhar's opinions from Daubert review.
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To be sure they're going to stand up and say that
Dr. Farquhar is the nost qualified person in the world and
he passes Daubert nuster. But they also say in their brief
that even if he doesn't, even if this Court finds that
Dr. Farquhar's nethodology is so flawed that he shoul d not
be allowed to present his analysis to the jury, they say,
well, that's okay because the other experts are entitled to
adopt his conclusions as their own because experts can rely
on i nadm ssi bl e evi dence.

And they cite no support for the proposition that
if a court excludes as unreliable one expert's concl usion
t hat another expert can cone along and rely on that. And I
can't believe that ploy is going to work.

What they al so hope to do -- would you like to say
sonet hi ng?

MR. ARBITBLIT: M. Beck, | would Iike to waive
that argunent if it were nade in the papers. Your Honor, |
woul d not - -

MR. BECK: Then we don't need to take any nore of
ny tine. |If that argunent was nmade, which it was, they've
now wai ved it.

MR. ARBITBLIT: | would not have nade that
argunent. And having worked with Dr. Farquhar, |'m prepared
to stand on the nmerits of his opinion. And if it's not

admtted by the Court, then | would not expect any other
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expert in this litigation to rely on it.

MR. BECK: Good. So that's done.

What they're al so doing through this nmechani sm of
havi ng ot her experts adopt Dr. Farquhar's conclusions is
they shield Dr. Farquhar from cross exam nation

When defending Dr. Farquhar's analysis in their
briefs, they say that the criticisns that we nake go to the
credibility of the analysis rather than its admssibility
and that that's an issue for searching cross exam nation. |
think that some of the remarks that M. Lockridge made this
nmorni ng were al ong the sane |ines.

But if other experts can sinply adopt
Dr. Farquhar's concl usions w thout having done the analysis
or, in the case of the toxicologist, wthout even know ng
what drug he is tal king about, then the concl usions cone in
W t hout any cross exam nation of the nethodol ogy or the bias
of the person who cane up with the concl usi ons.

And, Your Honor, that -- this is not just sone
hypot heti cal concern. Many of us at both of the tables have
been involved in the Vioxx litigation over the |ast year.
And | don't want to suggest that what happens in Vi oxx
shoul d drive what happens in this proceedi ng, but they nake
a point in their papers of saying Dr. Farquhar was found
qualified to testify by Judge Fallon in the Vi oxx cases and

then they quote at length Dr. -- Judge Fallon's opinions
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saying that Dr. Farquhar could testify there.

It is interesting. Judge Fallon found that
Dr. Farquhar was qualified to testify. He had a nuch
different analysis than he has here. They list himin every
case as one of their experts and they never call him

And instead -- | keep getting ready to
cross-examne Dr. Farquhar and | never get to and instead
what happens is other experts conme in and they purport to
rely on Dr. Farquhar even though Dr. Farquhar doesn't
present hinself for cross exam nation.

And we think that in this case that it's very
inmportant that the Plaintiffs not be able to backdoor
Dr. Farquhar's conclusions in through other experts, that
they put himup -- if he passes Daubert, which we don't
think he does, that they put himup to testify as to his own
concl usions rather than having sonebody el se act as his
nmout hpi ece.

W have serious questions for Dr. Farquhar
including who really wote his report, you know, what
i nvol venent the | awers had. You're going to hear from
M. Arbitblit. Wat involvenent he had with the report, how
many drug cases Dr. Farquhar has testified in where
Dr. Arbitblit -- or M. Arbitblit has been the principal
| awyer who handles him Docunents refer to M. Arbitblit as

hi s handl er.
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There are questions as to who cane up with the
specific cal cul ati ons and anal yses, the ideas for those,
that are contained in Dr. Farquhar's report. And you'll see
|ater that on a key one it wasn't Dr. Farquhar. It was the
| awyers who told himwhat to do and how to do it.

So we would |ike very nmuch, if Dr. Farquhar is
going to pass Daubert muster, that he be required to present
his own opinions and that they not be allowed to take
Dr. Farquhar, have him pass Daubert, and then have a bunch
of other experts say, well, Dr. Farquhar's report says this
and | rely on Dr. Farquhar because he's world renowned and
we never get to cross-exam ne the supposed author of these
opi ni ons.

And | should say in this regard, Your Honor, just
on a practical note, that in Novenber in the Vi oxx
l[itigation they said that, well, Dr. Farquhar recently
becane sick and he couldn't travel to other trials that were
schedul ed and so they said they needed an immedi ate tria
preservation deposition and they wanted to take it in the
one week | had between two different Vioxx trials. Judge
Fallon said okay. W said we'd send one of ny partners to
do the deposition. Then it was canceled and to ny know edge
there's been no effort nade to preserve his Vioxx testinony
since then.

And, Your Honor, | say that only because if, in
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fact, the Court holds that Dr. Farquhar passes Daubert
muster, we do not want to be in a position down the road
where they say, well, gee whiz, he's too sick to travel to
M nnesota, just |like he was too sick to travel to New
Oleans, and therefore he's not going to be here to defend
his own opinions, but luckily for us we've got other experts
who will adopt his opinions as their own.

So | don't know what the solution for that problem
is, but I wanted it on record that they've announced in
another NMDL that he is too sick to travel and testify and if
he passes nuster and if that is still the case, then we
don't want to forfeit our right to cross-exam ne him on
t hese opinions just because other experts have been adopting
t hem

Let ne now turn -- so that's the parroting issue
and that's why we feel so strongly about these other experts
adopting Dr. Farquhar's analysis as their own w thout doing
t he anal ysi s.

| mentioned the adverse event reports. | think
Your Honor is pretty famliar with this general subject, so
"' mnot going to spend a huge anobunt of tine on it, but it
is very inportant.

Here what we have is the plaintiff experts seek to
rely on conparative rhabdo adverse event report reporting

rates for the opinion that Baycol was nore toxic to nuscles
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than other statins and you heard M. Arbitblit say that,
wel |, there's a consensus, he clains, that Baycol is the
nost toxic of the various statins.

And their reasoning for this, their expert's
reasoning, is that because Baycol had a hi gher rhabdo
adverse event report reporting rate that it sonehow nust
al so cause nore nonrhabdo injuries than other statins. And
that runs throughout the reports of Dr. Farquhar.

Dr. Austin does the sanme thing. And then that's parroted by
the experts who adopt Dr. Farquhar's anal ysis.

And we believe this proposed testinony of theirs
that's based on adverse event reports is inadmssible as a
met hodol ogi cal matter for two reasons:

First, the adverse event reports thenselves are
i nherently unreliable and the FDA itself, which adm nisters
the Adverse Event Report System has said that they cannot
be used for the purpose that the Plaintiffs' |awers and
their experts try to use themhere and that is to, nunber
one, establish causation and, nunber two, establish
differential safety between different statins with different
reporting rates. So the FDA says that that's a m suse of
t he Adverse Event Report System

And then secondly, and | hope this doesn't get
| ost here, and that is, as | nentioned before, these are by

and | arge rhabdo adverse event reports and not nyal gia
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adverse event reports and therefore it's an extrapol ation
fromdata that is itself unreliable wthout any basis for
doi ng so.

So let ne give you sonme background on the Adverse
Event Report System These adverse event reports are what
are call ed anecdotal reports. Wen sonebody -- it can be a
nurse. It can be a doctor. It can be a patient. It can be
a plaintiff's | awer.

When sonebody says, gee whiz, here's a person who
experienced this event contenporaneously with taking this
medi cine, they can send that in either directly to the FDA
or to the pharnmaceutical conpany, which then passes it onto
the FDA, and that's an adverse event report.

So if you're taking Baycol and sprain your ankle,
you can get an adverse event report saying that there was an
ankl e sprain while on Baycol. People are encouraged to
gather all this information w thout naking judgnments about
whet her there was causation or not.

And they also report this without regard to
whet her ot her nedication, for exanple, is being taken or
whet her there were other causes that could account for this.
Sonmebody who is taking Lipitor who experiences nuscle aches,
they may have been taking Lipitor for two years. They
experi ence nuscle aches one day and sonebody sends in an

adverse event report, and on that sanme day they happen to
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for the first time in five years go to the gym and work out
and lift weights for a long tinme, but the adverse event
report goes in anyway and that's how the systemis devised.

Then the FDA collects this as part of their

post mar keti ng surveillance and what they do, the FDA as well
as the pharmaceutical conpanies, is they use this data to
generate signals to say, well, there's a bunch of adverse
event reports of this condition along with the drug.
There's all sorts of issues about the reliability of it, but
there's enough of these that it's a signal that we ought to
go out and do a scientific study and then you go out and do,
for exanple, an epi dem ol ogi cal study.

M. Lockridge said there aren't going to be
massi ve placebo controlled clinical trials. There actually
were sone that we're going to report on. But there was an
epi dem ol ogi cal study that was done called PacifiCare at our
behest based on the signal that was raised by the adverse
event reports of rhabdonyolysis along with the use of
Baycol .

As | said, the adverse event reports thensel ves
are not verified. They're not even verified to see whether
soneone is taking the nedicine or not, |et al one whether
there are -- there's no verification whether the adverse
event was real or not real. As | said, there's no causation

requirenment at all.

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

4/

This is what the FDA says on the absence of
causation requirenent and the adverse event reports. This
is fromthe CFR  They have a disclainmer at the end where
they go on to say, A report or information submtted does
not necessarily reflect a conclusion by the applicant or the
FDA that the report or information constitutes an adm ssion
that the drug caused or contributed to an adverse effect,
and then they go on and el aborate on that.

As | mentioned, the FDA has said itself that there
are limtations on how these things can be used and | want
to put up an inportant docunment on that issue, Your Honor.

What happens with adverse event reports is
sonebody who wants to see all the adverse event reports from
Baycol or Lipitor or Zocor can file a Freedom of |nformation
Act request and then they get this information fromthe FDA
and the FDA sends out a cover neno. You are |ooking right
now at page 1 of the cover neno describing the information
that's being turned over.

And then page 2, this is caveats that the FDA
itself sends out when they release this information to
people who want it. And there they say, nunber 1, it's only
t hose reactions that have been voluntarily submtted or
reported; nunber 2, the information contained in the reports
has not been scientifically or otherw se verifi ed.

And that's very inportant, Your Honor, because the
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information is subjected to lots of different types of bias.
One formof that is how recently a drug came on the narket.
And here's one of their experts, Dr. Austin, acknow edgi ng

t hat .

"The newer the drug, the nore likely it is that a
heal t hcare provider will make a voluntary report, correct?

"I believe that is correct.

"Two drugs could have the exact same safety profile, but
if one was introduced ten years ago and one was introduced
five years ago, you nmay observe a difference in the rate of
vol untary reports, correct?

"You may, and for a nunber of reasons.”

MR. BECK: So how recently a drug cane on the
mar ket affects how often adverse event reports are sent in.
And Baycol was the youngest of all of the statins. That was
Dr. Austin acknow edgi ng that.

There's al so sonething called publicity bias,
whi ch he al so was asked about.

"Have you ever heard of the term ' publicity bias'
bef ore?

"Yes.

"What is that, sir?

"M/ understanding of the termis that nore spontaneous
reports would occur if, in fact, there was publicity

pertaining to that drug and its adverse events and adverse
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events thought to be associated with it."

MR. BECK: So that's another reason that the FDA
and others recognize the limtation of these adverse event
reports. So they haven't been scientifically verified, as
par agr aph nunber 2 said.

And par agraph nunber 3 specifically says, again,
that there's no causation requirenent. It says, For any
given report, there is no certainty that the suspected drug
caused the reaction. This is because physicians are
encouraged to report suspected reactions. The event may
have been related to the underlying disease for which the
drug was given, to concurrent drugs being taken, or may have
occurred by chance at the sane tine the suspected drug was
t aken.

And here we're talking -- ultimately the cases we
have left are nyalgia cases. These are aches and pai ns by
old folks, so there's a mllion different reasons that that
can take place. Even by not so old fol ks we occasionally
have our aches and pains.

And they go on to say -- because of these
l[imtations, paragraph 4, the FDA says, Accunul ated case
reports cannot be used to calculate incidence or estinates
of drug risk. And that's for a particular drug. They
cannot be used for that. And that is exactly what

Dr. Farquhar uses them for and exactly what Dr. Austin uses
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t hem for.

And then they go on to say, Nunbers of these data
must be carefully interpreted as reporting rates and not
occurrence rates. True incidence rates cannot be determ ned
fromthis database. But that's what their experts do.

And then the | ast paragraph -- or |ast sentence
here is extrenely inportant, Your Honor. They say,

Conpari son of drugs cannot be nmade from these data.

So they say, first of all, you can't draw safety
concl usi ons, causation; and secondly, you certainly can't
conpare one drug to another based on these AERs. But that
is precisely what Dr. Farquhar has done, precisely what
Dr. Austin has done, and then precisely what all the
hangers-on do when they adopt Dr. Farquhar's anal ysis.

Now, courts -- and the parties have put the cases
in front of Your Honor. Courts have routinely excluded
expert testinony based on adverse event report data and this
is often true when the only question is whether -- is
general causation, i.e., is it possible for Baycol, for
exanpl e, to cause rhabdonyol ysis, and courts have excl uded
adverse event report data or opinions based on it because of
the limtation.

But there are courts that have allowed it in for
general causation, they say on that issue we'll allowit in,

but the courts have consistently excluded it where people
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have tried to do what the Plaintiffs' experts have done
here, which is to say not only can | draw a causation
conclusion, but then I'm going to conpare the adverse event
report rates for Baycol with the adverse event report rates
for different drugs and 1" mgoing to nmake a judgnent as to
which one is nore likely to cause this, which one has a
greater risk. And that kind of attenpted testinony has been
consi stently excl uded.

But here what they've done is they've gone a step
further and they say, okay, we're going to use adverse event
report data to establish causation, even though the FDA says
we should not, and we're going to use conparative adverse
event report data to say that Baycol is nore likely to cause
rhabdo than other statins, even though the FDA says we
cannot .

And then we're going to do a third thing. W're
going to stop tal king about rhabdo, as M. Arbitblit did,
and start talking about toxicity and we're going to take the
rhabdo adverse event reports and then we're going to change
t he | anguage that we use and we're going to tal k about
nmuscle toxicity. And then once we've generalized it to
nmuscle toxicity, we'll pretend that it applies to aches and
pai ns and nyal gi a.

So we think that that is way over the top,

beyond any legitimte use of adverse event report data on
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rhabdo, to then nmake a drug conparison on a different
condi ti on.

And that's very inportant here, Your Honor,
because, as M. Ismail is going to get into in nore detai
when his green light is on this afternoon, they really have
a theory here, their doctors do, that there's a different
mechani sm at work with rhabdo and nyal gia or these other
aches and pai ns.

But rhabdo involves, as Your Honor has heard so
many tinmes, the destruction of nuscle cells. And when
nmuscl e cells are destroyed, a couple of things happen. One
is the cells destroy and these CK enzynes |eak out into the
system and so you can neasure and get these highly el evated
CK |l evel s. And another thing that happens is nyogl obi n ends
up in the urine. And so we have destruction of nuscle cells
as evidenced by these two things. Meanwhile -- and so we've
been settling all those cases.

And then there are a bunch of people who say that
their armhurts, but that's not the sane -- assumng that a
statin can cause that, it's not the same nechani sm because
by definition they don't have the highly elevated CK | evel s
that cone wth destruction of nuscle and they don't have the
myoglobin in the urine. |If they did, we would have settled
their case because they would have had a different injury.

| nstead we have a different condition which presunmably,
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according to their experts, results froma different
mechani sm

And so to say that we're going to stretch and
stretch and stretch and use adverse event reports in a way
that the FDA says we should not as to rhabdo and then from
that we're going to extrapolate to a different condition
that has a different nechanismwe think is a conpletely
I nappropri ate net hodol ogy and doesn't pass the Daubert
st andar ds.

So let ne now turn nore specifically to
Dr. Farquhar, and there's really two issues that we have
with Dr. Farquhar.

One is what he calls a neta-analysis of the
adverse event report data. Meta-analysis in this context,
Your Honor, neans that he's taken not just the FDA dat abase,
but a couple of -- you know, a worl dw de database, an
Austral i an database, put them all together, and had sonebody
el se analyze it is what he did. So that's point nunber one.

And then point nunber two is what he's done with
the PacifiCare results where instead of just criticizing and
taking issue with the conclusions, he's manipul ated the data
in a methodol ogically nonsensical way to try to cone up with
a result-driven conclusion that fits the Plaintiffs' |awers
t heori es.

First on his AER neta-analysis, as | said, he
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conbi ned data from several different databases. They all
have the sane |imtations that we have up on the screen and
very inportantly, Your Honor, in none of these was the
princi pal focus nyalgia or aches and pains. He's |ooking at
rhabdo i nformation.

Now, maybe, in fairness, it was back when he
t hought there were going to be or the Plaintiffs' |awers
t hought there were going to be a |lot of rhabdo cases, but
there aren't anynore.

And so he's | ooking at adverse event reports from
di fferent dat abases concerning rhabdo and then extrapol ating
backwards sonehow to nyal gia and we have that sane issue
that | just tal ked about, how that's inappropriate, and I am
not going to go through that again.

But in addition to that flaw, to the basic flaw of
usi ng adverse event reports to conpare nedicines even if you
had the right injury, he's got other nethodol ogical flaws
that | want to tal k about.

The biggest one is that whatever his credentials
are, in this case what he did was the antithesis of science.
In this case what he did was he concl uded and accepted the
conclusion that Baycol is nore toxic to the nmuscles than
ot her statins based on what other people had said and then
he turned around and anal yzed the AER data as well as the

Pacifi Care data in order -- in an effort to support that
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conclusion. And the Eighth Crcuit has said in the Sorensen
case that when you do that, which is clearly what he did
here, you stood science on its head.

I nstead of testing a hypothesis and trying to
prove that the hypothesis is false, which is the scientific
met hod, instead what he did is he said here's the concl usion
that |'m supposed to reach and let ne see if | can
mani pul ate the data in a way that supports the concl usion
that |' m supposed to reach; and that is the antithesis of
the scientific nethod.

Here's one place in his report, paragraph 43,
where he says basically what M. Arbitblit was arguing and
that is he clains the scientific community has reached a
consensus that Baycol is substantially nore toxic than other
drugs in the sane cl ass.

And then -- and so then what he does, having
started with what he clains is this consensus, is he then
sets about in an effort to prove that that's true by
mani pul ating the data fromthe adverse event report
dat abases.

And so he uses the adverse event reports in a way
that the FDA says you cannot do, conpare one drug to
another. Even as to rhabdo they say you can't do it, but
that's exactly what he does.

And he admts, neanwhile, that he doesn't have any
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real experience with adverse event reports and how to
anal yze them and what their limtations are prior to his
being hired to give testinony in this litigation.

|"mgoing to go through sonme of what he says about
his prior lack of experience with anything having to do with
adver se event reports.

"You' ve never had responsibility for collecting
spont aneous post marketi ng adverse event reports on behal f of
any regul atory agency or any pharnmaceutical manufacturer?

"No, | have not.

"You have not had any responsibility in any professional
capacity for codi ng spontaneous postnarketing adverse event
reports either for a pharmaceutical conpany or a regul atory
agency; is that correct?

"That is correct.

"You' ve not had responsibility in any professional
capacity for anal yzi ng spontaneous postmarketing adverse
event reports on behalf of any regul atory agency or any
phar maceuti cal conpany; is that right?

"That's correct, until being involved in this case where
the anal ysis of the AERS data and others was --

"Ri ght .

-- under ny supervi sion.
"Right, | understand -- that's what I'"'m-- and let's

make sure we're clear. |1'mtalking about -- |'m not
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including this case as answering that question. [|'mtalking
about prior to your involvenent in this case you've not had
any responsibility in a professional capacity for analyzing
spont aneous post marketing adverse event reports; is that
right?

"Correct.

"Have you ever conducted any study of two or nore drugs
in the sane class based on spontaneous post marketing adverse
event reports prior to your involvenent in this case,
whet her the results were published or not?

" No.

"Had you ever before your involvenent in this litigation
used the FDA's Adverse Event Reporting System database to
obtai n nunbers of adverse events for different drugs?

"No, | have not prior to this done research on drug
toxicity and conparisons anong drugs using the Adverse Event
Reporting System

"Do you know -- do you understand the way data are coded

in the FDA' s adverse event dat abase?

"Well, | really don't. You know, this was under
Dr. Ahn's -- he was directed to do the search.
" Ckay.

"And | didn't ook to see what the ingredients were
within the database in the sense that you're asking.

"Qutside of the context of litigation, have you ever
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done a neta-analysis of this type?

"On drugs?

"Yes.

"No. "

MR. BECK: Then the last clip in this sequence |I'm
going to show, Your Honor, has to do with his proportiona
reporting rate analysis. This is one of the cal cul ations
that he does and that he clains to rely on. And here's
where he's asked whose idea was this.

"Did M. Arbitblit suggest to you to do a proportional
reporting rate anal ysis?

"The idea of proportional reporting rates was given to
me in a tel ephone call by M. Black, and | don't renenber
when.

"Ckay. Had you ever personally done a proportional
reporting rate analysis prior to this date?

"I don't know that | had done it at this date, but --
no, | certainly have not.

"Is the first -- is it fair to say that the first tine
you | earned about proportional reporting rates was in
connection with your services as an expert in this case?

"That is correct.”

MR. BECK: So, Your Honor, we have this threshold
questi on about whether it's appropriate to use adverse event

reports as they've been used here. W think it's not. But
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if it could be used, if they could be used that way,
Dr. Farquhar is not the man to do it.

He has no acquai ntance with the Adverse Event
Report System whatsoever. He didn't do the work hinself.
There's sone other person he said, Dr. Ahn | think his nane
was, his assistant, he just turned the job over to him He
doesn't know how the data is coded. He doesn't know how the
data was anal yzed. He's never done the kind of calculation
that the lawyers told himto do and put in his report in
this case.

And so he's not the man who ought to be
mani pul ati ng the adverse event report data this way, if
anybody in the world could be allowed to do it.

One of the big problens with his manipul ati on of
the data is that, again, com ng back to the scientific
met hod, the scientific nmethod invol ves establishing a
protocol in advance for how data is going to be collected
and anal yzed.

And it's very inportant to follow that. O herw se
you can nake it up as you go along in order to jigger the
results to cone out the way that the people who hired you
woul d i ke themto cone out.

And so it's inportant to have a witten protocol
in science that lays out the steps in advance that are going

to be foll oned. lt, nunber one, mnimzes the chance that
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you' re going to manipulate the data as you go and, nunber
two, a witten protocol allows other scientists to test your
t hesi s.

And that repeatability is also, of course, a
hal | mark of the scientific nethod, where people should be
able to go to the sane data and use your nethods which
you' ve laid out and replicate the anal ysis and see whet her
you are right or wong.

And that can be a very inportant issue in
adm ssibility under Daubert and, in fact, that was one of
the factors that was enphasized by the Suprene Court in
Daubert .

Here's what Dr. Farquhar had to say on this key
guestion of whether there was a witten protocol that he
used when he conpared the adverse event report rates from
one drug to another.

"Well, the studies, right, the studies that you did that
are -- the results that are set forth in 8a and 8b, did you
have a witten protocol for conducting that study?

"No, | didn't have a witten protocol. | had a nental
protocol. | knew what search ternms | was going to ask be
used.

"Ckay. Well, that's ny next question. Wat were -- so
there is no witten protocol anywhere, just so I'mclear on

t hat ?

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

ob

"No, no witten protocol. Dr. Ahn and the data and then
there's also a data tape. Ckay?"

MR. BECK: So there's no way for us to tel
whet her and how he changed the anal ysis al ong the way
because he never set forth his protocol. He just clained to
have it in his head. But neanwhile he's not even the one
who did the searches, it was sonebody el se who did that.

And so we can't test his analysis, which you' re supposed to
be able to do under the scientific method.

There's other problens with his analysis. For
exanpl e, because he uses these different databases, there's
overl apping data and there's double counting and he made no
effort to try to correct for that.

"Now, did you -- one of the databases on which you did a
nmet a- anal ysis was the FDA's U. S. adverse event reporting
dat abase, right?

"Ri ght .

"Anot her of the databases on which you did the analysis
was the FDA's worl dwi de reporting anal ysis?

"Ri ght .

"Did you determne that there was -- did you attenpt to
| earn whether there was any overl ap of cases between those
dat abases?

"There is overlap."

MR. BECK: So he knows there's overl ap.
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"Did you take steps to avoid duplication of individual
cases in your neta-analysis?

"There was -- no, | did not. There was no way to do
that with the information that we had available. W were
taking the data as given to us. O course, when we went to
the -- what we have in Table 8, that was sonethi ng where we
did the entire extracting of the cases and relating it to
t he denom nators, as we have discussed earlier.”

MR. BECK:  Your Honor, one of the problens with
t he Adverse Event Report System one of the reasons why you
cannot conpare one drug to another is that different
phar maceuti cal conpanies nmay take different approaches in
terns of how they report information.

A lot of these adverse event reports cone from
doctors or nurses. They're sent to Bayer or Pfizer and then
Bayer or Pfizer nakes a judgnent on is this -- does this
fall, go in the rhabdo bucket, does it go in the nyal gia
bucket, does it go in the nyopathy bucket.

And there are no consistent standards used from
one pharmaceutical conpany to another. So you could have
exactly the same -- you could have 50 situations that are
exactly the sane, all reported as rhabdo by one conpany and
reported as sonething el se by another conpany.

So that's a known limtation of the system and,

again, Dr. Farquhar knew that that was a limtation, but
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made no effort to account for it.

"Wll, what | would like to say at this point is that
when | have used rhabdonyol ysis or nyopathy or nyositis or
toxi c nyopathy or nyalgia fromthe AERS data, | have to take
those terns at face value as they were used."”

MR. BECK: And, Your Honor, it may be that there
is nothing that he could do to account for that, but that's
preci sely one of the reasons why you can't use adverse event
report information to make conparative safety concl usions,
because there is no way to correct for that.

And the FDA recogni zes that and uses the word
"cannot," that the information cannot be used for this
purpose, partly for that reason. And then he says, well,
there's no way that | can correct for it, so | used it
anyway for exactly the purpose the FDA says that | cannot.

| think I have already touched on the new drug
phenonenon. Wen a drug cones onto the market and it's the
new boy in the nei ghborhood, people are paying nore
attention and nore likely to report adverse events than they
are wth drugs that they've been -- that have been on the
market for a long tine. That, again, is an inherent
limtation and he did not properly take account of that
ei t her.

As | said before, Baycol was the youngest of the

statins, so that effect was going to be felt nost strongly
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by Baycol. And what he did was he said, well, | |ooked at
it wwth Lipitor, which was around the sane age, just a
little bit older than Baycol, and there was a difference

bet ween Baycol and Lipitor, so | don't see that the new drug
phenonenon was rmuch of a big deal.

And in doing that, that again is a flawed
nmet hodol ogy because you can't just conpare it to one drug,
especially if you' re going to say it is the nost toxic of
all of the statins.

If you're looking to see whether there's -- you
know, the reporting rates in the first couple of years, you
have to | ook at all of the drugs, which is what the FDA did
and whi ch he ignores.

This is an FDA table and if you can see up here on
the highlighted part, it's tal king about cases of rhabdo in
the first two years of marketing and then it lists for
statin or fibrate as used as nonotherapy. So they're trying
to take out genfibrozil

And then they have where ny arrow i s crude
reporting rate, which is basically the ratios that he relies
on. Cerivastatin, that's Baycol. There you have, you know,
5.96 and it's higher than the next two, but it's |ower than
sinvastatin. |It's lower also than lovastatin. So it
basically ends up right in the md range in terns of the

reporting rates for the first two years that it's on the
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mar ket pl ace.

And yet Dr. Farquhar when dism ssing the
phenonenon of the new drug effect chooses to just | ook at
one of the other drugs, of course one of the drugs that had
a lower rate, and he says when | |look at that there's a big
difference and so these higher rates can't be due to a new
drug effect and he ignores all the other statins during
their first two years on the market. Again, it's a
met hodol ogi cal flaw that goes to admssibility rather than
to qui bble with his concl usions.

Anot her - -

THE COURT: Before you nove on, you said sonething
earlier that caught ny attention dealing with the adverse
event reports. You said that the reports cane -- are
di fferent depending on how the -- can't be conpared between
drug conpani es because they report themdifferently and put
themin different categories.

Now, you rmade a bi g deal about adverse reports
comng into the FDA if soneone took Baycol or took aspirin
and sprained their ankle, that an adverse report would
cone in.

But does -- is there a screening process that we
have here that woul d take that kind of case out of the realm
of possibility because Bayer would get the category and get

the report and take a look at it and say, well, it doesn't
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fit rhabdo --

MR. BECK: No, Your Honor, there's --

THE COURT: -- it doesn't fit --

MR. BECK: No. It would go in under sprained
ankle. So every adverse event report -- there are sone, and
ny understanding is it's a pretty small mnority, that get
sent straight in to the FDA by people. The vast majority
get sent by doctors, healthcare workers.

THE COURT: So there is a screening process that
Bayer went through by taking a | ook at --

MR. BECK: There's a categorization process, but
there's not a process where Bayer says we got this adverse
event report, but we don't think it nmakes any sense because
it's a sprained ankle, so we're not going to send that on to
the FDA. That would be against the law. Al the adverse
event reports that cone in get sent to the FDA. \Wat Bayer
woul d do is Bayer has, you know, established --

THE COURT: They would put themin categories.

MR. BECK: Wbuld put themin categories, right,
and Bayer -- and there are no criteria inposed fromon high
by the FDA to say, for exanple, here is the definition we
want you to use for rhabdo and if it neets these criteria
put it in the rhabdo pile. And so -- and what has happened
over tinme is definitions of "rhabdo" have changed and

evol ved and different conpani es have used different
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definitions.

And rhabdo is just one adverse event report out of
a |large universe of possible adverse events and many ot hers
have the sane problemthat rhabdo does, and that is there is
no precise, generally accepted definition that all
phar maceuti cal conpani es adhere to and therefore there
are -- and it's not that anybody is doing anything wong or
f udgi ng.

THE COURT: | understand that.

MR. BECK: They just have different criteria. And
so because they have different criteria -- and yet they're
all doing their best to apply those criteria consistently.

So therefore you can get cases that are on the
mar gi n of whether they would qualify as rhabdo or not and
dependi ng on the approach to the criteria that a conpany
takes, they mght all get swept into rhabdo, they mght all
get excluded fromrhabdo. And everybody is acting
aboveboard and bei ng honest and doing their best. They may
not even know what one another's criteria are.

But that reality in life is one of the reasons

that the FDA says you cannot use these to conpare drug

safety between one drug and another. So it's not -- no one
is doing anything wong. It's just the realities of the
system nean that you can't -- it's point nunber 5, the |ast

sentence of the caveats, that it cannot be used for this
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purpose. And yet, as | said, that's precisely the purpose
that they try to use it for here.

Anot her flaw in the nethodol ogy, Your Honor, is
the denom nator. W've been tal ki ng about the nunerator,
which is the nunber on top of the fraction 1/3, and then
there's the denom nator, the nunber on the bottom the 3.

And so you're | ooking at how many cases of rhabdo,
however the particul ar conpany defines that, are being
reported and that is as a function of sone other nunber, you
know, how many people are taking the nedicine, and then you
conme up with a reporting rate of whatever it is. So you
have to have a good idea of how nany people are taking the
medicine in order to cone up with that percentage or that
fraction.

The probl em here, Your Honor, is that this -- this
i s anot her reason why you can't conpare one to anot her,
particularly wth Baycol because it was the newest of the
statins and was trying to get a foothold in the marketpl ace,
lots and | ots of sanples were given out. And, in fact, when
they sued us in the rhabdo cases, they conplained that we
over pronoted and gave so nany sanpl es away.

But the problemis that the reporting rates that
they use don't take account of the sanples. It's based on
prescriptions that are filled by pharmaci es rather than

sanples that are given out by reps to the doctors and then
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by the doctors to the patients.

And this is no small matter. |'mputting up here
Dr. Farquhar's report, paragraph 118. He says here
apparently Bayer's marketing of Baycol included distribution
of a very large absolute nunber and a percentage of free
sanples in conparison to prescription purchases.

So the denomnator is all foul ed up because what
happens is if you have, you know, 5 cases of rhabdo and 100
prescriptions, then the way that Dr. Farquhar has done the
analysis, the rate is 5 percent.

But if you had 5 cases of rhabdo and 100
prescriptions and you al so had 50 sanpl es, those sanples are
not included in his analysis. He's nade no effort to
i nclude those in the denom nator.

And so the rate would go from5 percent to
sonmething less than 5 percent, which | can't figure out, but
it would get cut down because there's a |larger universe that
it's being conpared against. And he had to acknow edge that
that would affect the validity of his analysis.

"If there were a | ot of people who should have been in
t he denom nator for analysis purposes who weren't in the
denom nat or because they received sanpl es rather than
prescriptions, that would cause the reporting -- the adverse
event reporting rate for rhabdo for Baycol users overall to

be artificially higher; is that correct?
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"I't would be higher assum ng that the reporting rate is
unaf fected by sanpl es versus prescriptions.”

MR. BECK: So he acknow edges that it's going to
affect the reporting rate if, in fact, there are lots of
sanples. And in his report he says that there's a | arge
nunber of sanples both in absolute terns and as a
percentage. So that's still another nethodol ogical flaw in
his use of the adverse event reports.

And as | said, Your Honor, then once he does al
of that, he gets reporting rates basically for rhabdo, he
i nproperly conpares reporting rates that are driven by
rhabdo for different nedicines and then he says those nust
apply to a different condition that has a different physica
mechani sm from r habdo.

So all of those are hopelessly flawed
nmet hodol ogi cal probl ens.

In ternms of his PacifiCare approach, the
background here is that we're getting these adverse event
reports, "we" being Bayer, and Bayer sees that there is this
| arge nunber of adverse event reports and we use themthe
way the FDA says you're supposed to use themand that is we
comm ssion an HVO, you know, who has a big database show ng
peopl e who use different statins over tine and what probl ens
t hey encountered, we conm ssion them PacifiCare, to do an

epi dem ol ogi cal study, a controlled scientific study. And
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Paci fi Care conpared the rates of myopathy across statin
users in this large HMO This is the basic finding of
i nportance fromthe Pacifi Care study.

And, Your Honor, | don't know -- | think you'll
probably renenber that we had big issues in the rhabdo world
where people were taking our nedicine along with genfi brozi
when we told themnot to and we couldn't get themto stop.
And al so people were starting on .8 when we told themnot to
start on .8 and we couldn't get themto stop that either.

And so one thing we were interested in is what if
there i s nonotherapy, no genfibrozil, at .4, which is
supposed to be the starting dose, what do the data show
t here?

And this is what Pacifi Care concluded doi ng an
epi dem ol ogi cal study, that there was no increase in the
risk of nmyopathy for Baycol nonotherapy conpared with other
nonot herapy statins and hospitalization rates for nyopathy
was not elevated for Baycol conpared with other statins
except when genfibrozil was used concomtantly.

So those are the key concl usions that cane out of
a real-life epidem ol ogi cal study that was done | ooking at
the health records of thousands and thousands of peopl e.
Dr. Farquhar agrees that that's the conclusions that the
aut hors reached, but he says that there were flaws in the

Paci fi Care study.
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And, Your Honor, | want to say that we have no
quarrel with himcriticizing the PacifiCare study if that's
what he is called to do, but what he has done is not sinply
criticized the PacifiCare study and say here are sone
inmportant limtations and its concl usions cannot be taken at
face value. He's changed the results of the PacifiCare
result study and he has done so through arbitrary neans that
are not -- again, don't follow scientifically proper
met hodol ogy.

Agai n, he worked backwards from his concl usi on.
Hi s concl usion, which he set forth, is that Baycol is nore
toxic to the nuscles than others and therefore let ne see
how | can massage the PacifiCare data to come up with that
result.

And so he points out supposed flaws in the
Paci fi Care data. One of them he says is, well, there's a
heal thy person effect and he says that Baycol nunbers may
not show the true extent of rhabdo because people who took
Baycol by and |large were being switched from other statins
and therefore they nust have been tolerant of statins
already. So we have statin tol erant people who are taking
Baycol .

That's an interesting hypothesis, but he didn't
test it in a scientific way and he just -- what he did is he

said there's a possibility for why it is that Baycol doesn't
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| ook worse and because that's a theoretical possibility I'm
going to assign a nunber, 30 percent, and nmake an adj ust nent
with no basis at all for the nunber that he used to nmake the
adj ust nent .

And nmeanwhi l e the people who actually did the
Paci fi Care study | ooked to see whether there was a heal t hy
person effect. And this is fromthe Pacifi Care study.
Excuse nme. |I'mon the wong page. There we go.

So he's saying, well, those who were on Baycol,
they switched, nore of themsw tched to Baycol than swtched
to other statins and switchers are going to be healthier
t han nonswi tchers, so Baycol got the benefit of that.

Vell, the folks who did the Pacifi Care study
| ooked at switchers regardl ess of which statin they were
started on and switched to and what they found, you'll see
over here, is ever switching HVG being a statin. No and
the rate was .385. Yes and the rate was . 359.

So they were basically indistinguishable in rea
life and yet he assigns arbitrarily, with no scientific
basis, his own plug nunber to nmake an adjustnent to nmake the
nunbers cone out his way. Again, that's a nethodol ogy
i ssue, not just disagreeing with his concl usion.

Simlarly, he says, well, there nmay have been
m scl assification of cases where people, you know --

Paci fi Care, they probably nade sone m stakes in putting them
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in the rhabdo category or the nyopathy category or the
nmyal gi a category.

So he says they probably nade sone m stakes and if
| assune that 10 percent was their error rate and they al
went in favor of Baycol, then the nunbers cone out agai nst
Baycol .

So he says they probably nade sone classification
m st akes and without any effort to see whether those sonehow
benefitted Baycol versus other statins, he just assigns a
pl ug nunber that drives the PacifiCare nunbers in his
di rection.

So what we've got -- and here's how he does this,
Judge. |'m scared because ny yellow light is on and it
takes a few mnutes to explain it.

THE COURT: You've got 19 m nutes.

MR. BECK: Ch, okay. Well, then I'mstarting to
get relaxed. | think I can do it in 19 m nutes.

What he does is this is hopelessly circular and
boot strappi ng. He says, well, Baycol is comng out just
like the other statins in the real-life epidem ol ogi ca
study and |'ve already concluded that Baycol is worse, so ny
theory is that there's a msclassification of results.

So how do | decide on what percentage correction
|"mgoing to make? Well, I'lIl go back to the adverse event

reports and I'll see that there's a difference in the

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

[4V)

adverse event reports of a certain magnitude, so I wll take
that differential and apply it as a correction to the actual
epi dem ol ogi cal study.

So he's taking these pieces of data and these
anal yses and he is conpleting standing them on their head.
The function of the adverse event reports is to raise a
signal to do an epidem ol ogical study to find out what the
real story is and the function of the adverse event reports
is not to make drug safety conpari sons between two
medi ci nes.

And so Bayer sees the adverse event reports,
doesn't know what it's from is it from nonotherapy, is it
fromgenfibrozil, is it from.8, is it from sone
conbi nation. Let's do an epidem ol ogi cal study and see. $So
sonmeone does an epi dem ol ogi cal study.

Dr. Farquhar is being paid by |awers who don't
like the way it comes out, so he goes back to the AER in
order to cone up with an adjustnent to the epi dem ol ogi ca
study. And it's just not good science. There's no way that
that is proper scientific nethodol ogy.

The proper use of the adverse event reports is to
pronpt sonebody to do an epidem ological study. It is not
to change the results of an epidem ol ogical study so that it
comes out the way that the people who hired you w shed that

it cane out.
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So much of what | said about Dr. Farquhar applies
also to Dr. Austin. He is another epidem ol ogist and
bi ostatistician. He's got the sanme issues with m suse of
adverse event reports and nmaki ng conparative drug safety
concl usi ons when the FDA says you cannot do that because of
the inherent limtations in the data.

He al so goes into PacifiCare and instead of sinply
criticizing it and saying you can't take it at face val ue,
he tries to change the results through a series of flawed
conputations as well.

He did a couple of calculations. |In fact, we saw
one of them already, the proportional reporting ratio.
mean, here we have an epi dem ol ogi st who is comng in and
doing a proportional reporting ratio. This is when he's
usi ng the adverse event report data and he's never heard of
this before.

M. Black, one of the |lawers for the Plaintiffs,
told himto do it. It wasn't -- he didn't sit down and say
what's the proper way to anal yze the data. M. Black called
himup and said, | want you to analyze the data this way.

He had never done that in his life, he had never
anal yzed data like that in his life, and he did it because
the awers told himto because the | awers knew that if you
do that particular conputation, it comes out their way.

So he's never done this conputation in his life
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and he does it only because a |awer tells himto do it and
then he puts it in his report and that's the basis for his
conclusion that the adverse event reports can be used to
show difference in drug safety.

And on that one, Your Honor, there's a real irony
here that | want to touch on, if | don't get to cover the
other matters with him on this witness. |f you | ook
closely at this proportional reporting ratio, it's this
formula (indicating) and he has it in his report. But
here's the funny thing is it's rhabdo over all other adverse
events and then you conpare that for Baycol on the top of
the fornula, for one of the other statins on the bottom of
the formula. So rhabdo as a function of all other adverse
events.

And the core assunption in the fornula that
M. Black cane up with is that all other adverse events are
going to be the sanme for Baycol as well as for Lipitor. And
so that is a core assunption, which he admts is a core
assunption, in this formula of M. Black's.

VWell, the problemis, of course, that then what
they do is they say in applying M. Black's fornula, rhabdo
is nore coomon with Baycol than it is with other statins.
Ckay. If they had a rhabdo case, but they don't. They've
got a nyal gi a case.

And so then they extrapolate fromthat and they
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say we can tell fromthis formula that because it's nore --
it causes nore rhabdo, it also nust cause nore nyal gia and
nmore myopathy. But in the formula itself, the assunption is
that there is no difference because that's the denom nator
under each thing.

So it's a crazy formula and, you know, that
happens when | awers conme up with the formulas instead of
epi dem ol ogi sts. You cone up with a fornula that gives you
the answer that you want, but it doesn't nake any sense
scientifically. And so that's a deep flaw in the
met hodol ogy.

Dr. Austin has got the same probl ens that
Dr. Farquhar does in terns of the new drug effect. He
recogni zes that it exists, but he hasn't accounted for it.
Publicity bias, he recognizes it exists. He didn't account
for it. He didn't nmake any effort to account for any of the
bi ases that can creep in.

And, again, that's inherent limtations in the
data. That's why the FDA says don't use it this way. And
he uses it that way anyway w thout any effort to correct for
t hose things.

| went through the weird deal with his fornula.
Once you get the lawers witing the formulas you' re going
to get the results you want, but they don't nake any

scientific sense. So it's not a surprise that he never used
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this formula in real life for any purpose other than witing
the report that M. Arbitblit and M. Black asked himto
wite.

In ternms of the PacifiCare data, while he does
slightly different types of conputations, it's the sane
basi ¢ net hodol ogi cal problem where he starts with the
proposition that Baycol is worse than other statins.

And then instead of sinply criticizing PacifiCare,
he tries to mani pulate PacifiCare data in order to support
that conclusion in ways that don't nmake any sense as a
matter of science or epidem ol ogy.

For exanple, he says that, well, perhaps there are
fal se positives that account for the fact that Baycol .4
nmonot herapy, there's no difference there in nyopathy between
Baycol and the other statins. So he assunes that there may
be fal se positives, but without any evidentiary basis for
that and w thout any nethodol ogy to establish what they
woul d be.

And simlarly he says, well, nmaybe the reason they
conme out the sane is because of differences in exposure, how
| ong people were exposed. But, again, he doesn't have any
scientifically based nethodol ogy to nake his corrections.
They' re just plug nunbers that he uses in order to change
the results.

For exanple, on the fal se positives, w thout any
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basis at all he says, | just think I'lIl assign a 30 percent
nunber. And if | say that there's 30 percent false
positives, that changes the results nore in line with the
way | think the conclusion should be. But there's no basis
for the 30 percent.

And then he assunmes a correction of two to four
times once he does this with false positives. Again,
there's no basis for the false positive rates that he's
assum ng.

Sane thing is true for what he calls the
m scl assification of exposure. He just inflates the Bayco
rate by 10 percent and he says | think there may have been
m sclassification; and if so and if it's 10 percent and if |
conbine that with ny fal se positive 30 percent, why, voil a,
the results conme out different and Baycol is worse.

So, Your Honor, for both of those gentlenen, they
may be highly credentialed, but that's not the end of the
inquiry. The Court, you know, tedious although it may be,
is really required to take a close | ook at the nethodol ogy
that they followed here.

They start wth a fundanental ly fl awed net hodol ogy
of using adverse event reports in a way the FDA say they
shoul d not be used and they use it not only to show
causation, but then to conpare Baycol to other statins,

whi ch the FDA says you shoul d not do.
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And all of that is for rhabdo and then they change
the termand call it a nuscle toxicity. And by changing the
term nol ogy they pretend that myopathy and nyal gi a nust
foll ow the sanme course even though they're fundanentally
di fferent nmechanisns, if they result fromstatins at all

And then the same kind of result-driven
nmet hodol ogy | eads themto mani pul ate the Pacifi Care data,
not just criticize the study, but to manipulate the data in
ways that are nethodol ogically unsupported in an effort to
support their own concl usions.

Thank you, Your Honor, for your patience.

THE COURT: Thank you. We'll take a 15-mnute
break, 15 m nutes.

(Recess taken at 11:15 a.m)
* * * * *
(11: 30 a. m)
I N OPEN COURT

THE COURT: Let's conti nue.

MR. BLACK: Good norning, Your Honor.

THE COURT: Good norning.

MR. BLACK: M nane is Bert Black. | don't
believe | have appeared before Your Honor before, but | have
been involved in the case fromthe very beginning and | have
at |l east attended a couple of the earlier hearings.

| " ve prepared a PowerPoint on the adverse event
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reporting issue and | certainly don't intend to go through
it slide by slide, but I think there are sone slides that
will be helpful to the Court in understanding what's really
at issue here.

And in order to facilitate Your Honor's follow ng,
if I mght approach, we have a paper copy of it that we can
| eave with the Court.

THE COURT: You nmay.

|"mgoing to give you the sane anount of tinme |
gave M. Beck.

MR. BLACK: Wich would be an hour and a half,
Your Honor ?

THE COURT:  Yes.

MR. BLACK: | will not be taking up that whol e
tinme because M. Arbitblit will follow ne on Dr. Farquhar
and then I will get up again and tal k about Dr. Austin and
finally M. Lockridge wll deal wth the reliance issue.

THE COURT: W will -- what we'll do, we'll stop
at 12:30 for a luncheon break and start up again at 1:30.
So you will have an hour to -- | don't know how you want to
do that. How long is the PowerPoint going to be?

MR. BLACK: Mght | suggest, Your Honor, just in
the interest of keeping things together, if we broke for
lunch at the end of ny presentation on the adverse event

reporting, that would probably take us to about 12:00.
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THE COURT: That's great.

MR. BLACK: And then M. Arbitblit could continue
in one piece.

THE COURT: W will break at 12:00 noon, then.
W'l break at 12:00 noon, |I'mjust telling ny staff so |
can have ny lunch avail abl e.

Al right. G ahead.

MR. BLACK: Thank you, Your Honor. | want to
really start off with trying to explain what the adverse
event reporting issue really is, and I'"mgoing to go through
this rather quickly.

You have sonething called relative risk and then
we have relative reporting ratio or relative reporting rate;
it goes by different terns. But for relative risk you start
off with two popul ations that you're going to study,
popul ati on A, population B. You expose one to sone
substance or give thema drug. The other one is unexposed.
And then you see what happens in terns of the devel opnent of
the disease. Here it's the dreaded yellow circle disease.

And if you count up the dots, there are 50 dots or
50 people in each population. |In the people that were
exposed, there were 8 cases of yellow circle disease. In
t he other population there were 2. So you get 8/50 divided
by 2/50 and you get a relative risk of 4. A relative risk

greater than 2 has been held by a nunber of courts to be
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strong evidence of a causal relationship.

And | do want to add a note here that | was
dealing just wth the nunber of people in each popul ation.
Epi dem ol ogi sts actually allow for the fact that sonme people
are exposed nore than other people. |If one person is
exposed for six nonths, that would be considered a half a
person-year. One person exposed for two years would be two
per son-years.

And so they use this concept of person-years in
t he denom nator instead of just the nunber of people to
account for the fact that sone people are exposed for
di fferent anounts of tine than others.

Now, the problem when you' re dealing with adverse
event reports is, first of all, we don't have all the
reports -- excuse ne -- all the cases cone in. Estinmates
are that sonething |less than 10 percent of the adverse
events that actually occur in a population get reported as
adver se event reports.

Not only that, you don't have an idea of what your
denom nator was either in terns of person-years or people.
But you can approxi mate the denom nator by using
prescription data. It makes sense that the nore people who
take a drug, the nore prescriptions there are going to be.

| would like to address one of the points raised

by M. Beck in terns of sanpling. That m ght have been an
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issue earlier on with Baycol, but the differences that were
seen by the experts who went through the adverse event
reports persisted.

And so the sanpling m ght have been there early on
when they were trying to devel op nmarket share, but the sane
probl em persi sted throughout the tine the drug was on the
market. So | don't think the sanpling problemin terns of
usi ng prescriptions as a denom nator really applies here.

What you do, then, is you take the nunber of
adverse event reports for a given period and you divide by
t he nunber of prescriptions for the same period, recognizing
that the prescriptions are a reasonabl e approxi mati on of
person-years of use. And what you cone up with is sonething
called the reporting rate ratio, the reporting rate for
Drug A over the reporting rate for Drug B.

And |'ve gone through an exanple here, a nunerical
exanple. Al the bases for the exanple are in the
Power Poi nt, but you can have a reporting rate of 20 reports
per 100, 000 prescriptions, recognizing that we probably have
sonmething like 1/10th or less of all the cases that really
occurred. And then if you knew the actual incidence rate,
it mght be sonething -- in ny exanple here, 40 cases per
1,000 patient-years. Now, in the exanple I'm assum ng that
we know both the reporting rate and that we have the actua

i nci dence rate.
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And by the way, another point that M. Beck
rai sed, he said that we were using adverse event reports to
cal cul ate incidence rates, which you can't do. And
obvi ously you can't because you're only getting 1/10th or
less of all the cases. So you're not going to get an
accurate incidence rate that way.

No expert for the Plaintiffs in any way ever tried
to approximate an incidence rate with adverse event reports.
What you can do is divide one reporting rate by anot her
because then the incidence probl em goes away. That's what
we did.

In any event, that's Drug A. You can have simlar
data for Drug B and then you can do a conparison of the two.
You do a relative risk, A versus B, of 1,000 cases over
25,000 patient-years versus 100 cases over 12,500
patient-years and you cone up with a relative risk of 5.

Now, if you do it in terns of the adverse event
reports and do a reporting rate ratio, you have 100 adverse
events -- that's 1/10th of the 1,000 cases -- per 500, 000
prescriptions and Your Honor can follow the math, it cones
out to 5 again, 1o and behol d.

Now, in order for that to happen -- that shows, by
the way, that you can use the relative reporting ratio or
the reporting rate ratio as an approximation of relative

risk. That's what our experts did.
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What conditions have to apply for you to be able
to do that? Well --

THE COURT: Excuse ne for a second. Lori, is this
too fast?

COURT REPORTER: No, it's okay.

MR. BLACK: Excuse ne?

THE COURT: Just nmking sure that you weren't
tal king too fast.

MR. BLACK: I'msorry, Your Honor. |I'mtrying to
fit alot into alimted amount of tine. Please do slow ne
down because | do talk fast.

THE COURT: She will.

MR. BLACK: Thank you, Your Honor.

What conditions have to apply? First of all, the
percentage of reporting, whatever it may be, 4 percent,

5 percent, 10 percent in ny exanple, has to be roughly the
sane for both drugs and the ratio of patient-years to
prescriptions has to be roughly the sane for both drugs.

| nportant point. The bigger the reporting rate
ratio, the less exactly these conditions have to be net
for you to nmake sone reasonabl e concl usi ons from your
anal ysi s.

Just like big bold print is easier to read, if
you' ve got a real big signal comng through in your

reporting rate ratio, things don't have to be as precise as
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they would be for a smaller signal.

Now, et me go on here. This is a docunent, it's
Exhibit 11 to the Arrowsm th-Lowe deposition, but it's a
report -- not a report. It was a study that was done by
Bayer. And the point is that they were doing reporting rate
ratio. That's what's shown here.

| f Your Honor |ooks, there's a colum that says
atorvastatin. Let's see if | can point here. | guess |
can't do -- yeah, here we go. There's a colum that says
atorvastatin.

They used patient-years because they do a nultiple
that -- but it's based on prescriptions. They approxi mated
patient-years with prescriptions and they wound up with .2
cases per 100, 000 pati ent-years.

And for Baycol, cerivastatin, it was 2 cases per
100, 000 patient-years. Well, 2 divided by .2 gives you 10.
That nunber right there, Your Honor, is a reporting rate
ratio. That's what Bayer did. So it's a nethod that Bayer
itself used to consider what the effects of Baycol m ght be
in terns of myopathies.

And this is just sonme quotes fromthe report.

"1l bypass that.

Here's Bayer's argunents on adverse event reports

and the reporting rate ratio. Especially with regard to

Dr. Kapit, they're arguing that adverse event reports aren't
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good for anything, can't use themat all.

Dr. Kapit, as I'll explain later this afternoon,
was essentially just giving opinions about whether or not
there was a signal at certain points in tinme. He isn't
primarily an expert on causation.

So by criticizing his reliance on adverse event
reports, | assunme that Bayer is saying you can't use them
for anything at all. | guess we are just wasting our
t axpayers' noney collecting them

Then they say -- and this is what M. Beck
addressed -- that you cannot use a reporting rate ratio to
determne if there's a difference between two drugs in terns
of the rate of occurrence of a disease.

And even if maybe you can do that for a disease
I i ke rhabdonyol ysis, you certainly can't do it for the
| esser nyopat hi es.

| think those are the three steps to Bayer's
argunent. |I'mnot going to go -- this is just an outline of
our response.

What | would like to start with is that nunerous
courts have recogni zed the val ue of adverse event reports,
but no court has considered the reporting rate ratio.
There's no precedent on that at all. W are going to have
to go take a look at the scientific literature.

But to briefly go through sone of the cases, a
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nunber of courts have recogni zed that even consi dered
anecdotal ly, even just using a single adverse event report
or a snmall group of adverse event reports, not this kind of
statistical analysis that we did here, even that |limted
nunber of adverse event reports can provide sufficient

evi dence for an expert to give opinions.

The Neutraceutical Corporation case, it's an

adm ni strative |aw case, but adverse event reports were a

big part of the evidence the FDA considered in banning

ephedr a.

There's a nunber of other cases here. | won't go
through themin any detail. | wll say that -- where is it?
Here they are -- a nunber of the cases that Bayer relies

upon happen to be cases that arose in the context of
l[itigation over a drug called Parl odel .

And sone courts held that testinony based on
adverse event reports woul d be excluded. And this, again,
is the anecdotal use. This isn't the reporting rate ratio.
And sone courts held that such testinony was, in fact,
adm ssi bl e.

The G obetti case fromthe Northern District of
Al abama is one that held that this testinony was adm ssible
and the judge in dobetti cited the Kittleson case fromthe
District of M nnesota.

That's an unpubl i shed deci sion, but it was another
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case in which adverse event reporting data was considered to
be adm ssible as a basis for expert testinony. Again, a
l[imted nunber of reports. And then there's another case
that was also cited there.

The bottom line on adverse event reporting case
| aw, Your Honor, is that no court has yet considered the
reporting rate ratio.

And there's two cases that are cited by Bayer and
| do have to address them The Doe case invol ved clains
about -- it's a drug that had a preservative in it called
thinmerosal, | believe. 1In any event, the substance was
taken out of the drug and then the expert did a conparison
of adverse event reports for the drug with the substance in
it and wi thout.

First of all, our conparisons of adverse event
reports were contenporaneous. This was subsequent. And
there's all sorts of nethodol ogical problens because of the
changes that took place there, sone of which involve sone of
the publicity that M. Beck tal ked about.

But in any event, we're not sure what nethodol ogy
the expert used in the Doe case. The court in excluding the
testinony noted that the Institute of Medicine had
criticized the lack of transparency in the statenent of the
expert's nethods. No evidence in that case that there was a

reporting rate ratio done.
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And then the other case is the Meridia case. The
Meridia case didn't involve reporting rate ratio. It
i nvolved this proportional reporting rate ratio that
M . Beck described to you and about which I will talk nore
inalittle bit, but it wasn't RRR

So what we're left with is we have to consider
what the scientific literature says about reporting rate
ratio, what the logic of the method is. And I think |I've
outlined the logic pretty clearly. | hope that |'ve
expl ai ned that adequately.

Let's take a | ook and see what the literature
says. There's an article by Pierfitte. The conclusion is
the ratio of reporting rates approximtes the ratio of
actual risks. That's exactly the point we're making. That
val i dates the net hod.

And there are a nunber of other exanples. There's
the letter that Staffa, et al., submtted to The New Engl and
Journal of Medicine on Baycol, a peer-reviewed publication,
and they used the reporting rate ratio.

And fromthis they concluded that the increased
reporting associated with the use of Baycol appears to be
nore than an artifact related to an increased awareness of
statin-associ ated rhabdonyolysis or to secular trends in
reporting.

So that's the nethod that the FDA used. That's
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the nethod that served as the basis for w thdrawi ng the drug
fromthe market.

Here's an article by Psaty, et al. This is the
point that | was trying to make earlier, Your Honor, when
you have a reporting rate ratio as high as we've seen here.
G ven the highly elevated RRRs for Baycol, the usua
limtations of AER data were |argely overcone.

This article by Pasternak, et al., that's severa
very prestigious organizations, American College of
Cardi ol ogy, American Heart Association --

COURT REPORTER: WAit a m nute.

MR. BLACK: Too fast?

COURT REPORTER: Too fast. Several very
prestigi ous organi zations, start over after --

MR. BLACK: -- Anerican College of Cardiol ogy,
Ameri can Heart Association, National Heart, Lung, and Bl ood
I nstitute.

The point here is after Baycol goes off the nmarket
there's concern about statins and so these three
institutions get together and they want to conpare the
safety of the other statins.

And they say all the other statins are just about
as safe, one is about as safe as the other. Wat do they
base that on? Adverse event reports. So you can use

adverse event reports to conpare the safety of drugs.
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That's exactly what the National Heart, Lung, and Bl ood
Institute did.

There's an article by Bays which indicates that
adverse event reporting data is a highly reliable form of
dat a.

An article by Chang, again, fromthe FDA. This
one in -- this is Chang and staff and others in their
of ficial capacity.

And W hol m on spont aneous reporting systens
outside the United States, again, verifying the use of the
met hod.

kay. M. Beck relies heavily, Bayer relies
heavily on the FDA caveats about adverse event reports.
Let's go through the caveats.

The nedicine in the AER may have had nothing to do
with the reported event. That's true enough, but that's
going to be true -- if you are conparing two drugs, that's
going to be true for both drugs if you are conparing adverse
event reports.

And to the extent that that's a problem it biases
t he conparison towards unity in favor of Bayer in the
current situation and here's why that would be. [If you
start out with cases related to the statin for two drugs,
you mght have 5 with one and 30 for the other. And if you

take the unrel ated cases, they're going to be about the sane
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for both. Let's say that there's 25 unrel ated cases.

So here for purposes of this exanple | assuned
200, 000 prescriptions for each drug. Then you get a
reporting rate ratio of 6 for the related cases and | ess
than 2 because it's biased downward because of the other
cases. The point here is, Your Honor, that if that's a
problem it favors Bayer, it doesn't favor us.

Underreporting and bi ases, again, true enough, but
there's no reason to believe that there was any bias in
favor of reporting Baycol events; and the articles by Psaty,
et al., and Chang nmake that point.

Publicity bias. Again, the conparison with
Li pitor shows both in ternms of tenporal conparisons -- in
ternms of publicity bias, you could conpare Lipitor to Bayco
and show that that problemdidn't exist.

Now, if you want to test the hypothesis that there
wasn't any probl em because of reporting bias or |ack of
being at the sanme tine, Lipitor is the best conparison
because that's a contenporaneous peri od.

Goi ng back and conparing the first year of the
drugs, the first year one may have occurred in 1997 and
anot her occurred in 2000 or whenever it was. That's got a
whol e set of other problens attached to it.

So verifying the hypothesis about there being no

problemw th those biases, the best conmparison is with
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Li pi tor al one.

New drug bias. Again, conparing with Lipitor,
| ' ve al ready explained that.

Variability in coding, the point about which Your
Honor asked a question, that doesn't make any difference
because -- let nme try and explain how the system works and
t he MedWatch form cones in.

And | think we have an exanpl e nmaybe we can put on
the screen. M nonitor here isn't working. | don't know if
we can do that. It's not letting ne switch back and forth,
so let ne just --

THE COURT: You can.

MR. BLACK: Let ne just --

THE COURT: You can switch back and forth

MR. BLACK: The light isn't on to et ne do that,
Your Honor .

THE COURT: There's another nonitor down --

MR. BLACK: Ckay. Well, let nme just do it this
way in the interest of time. There's sonme MedWatch reports.
There's an exanple. This is the way the system works, Your
Honor .

Your Honor will notice that on the |eft-hand side
there's a block nunber 5, describe the event or problem It
says please refer to the next page in this case. But in any

event, what goes there is the problemthat cones into the
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conpany. A doctor calls up. The description that the
doctor gives has to go virtually verbatimin that bl ock.

Then if Your Honor will |ook over to the right,
there's a bl ock nunber 4 that says diagnosis. GCkay? And
then -- in any event, there's a block here and |I' m not
finding it where -- the classification of the adverse event,
there's a block available to do that. The conpany doesn't
have to fill that in at all. That can be left bl ank.

And the reason is that when these reports go into
the FDA, the FDA | ooks at the coding and then recodes based
on the description, the raw data that came into the conpany.
It's got nothing to do with what the conpany did to the
data. It's the raw information that cane into the conpany
the FDA recodes, if necessary. So there's uniformty.
Everything in the AER system was effectively coded by the
FDA.

And | est there be any doubt about that, that's
what Dr. Arrowsmth-Lowe says. Wio puts the information
into the forn? Wll, the conpany. It can be nodified by
t he agency? Right, correct. That's what happens.

And, Your Honor, with regard to Baycol, you could
| ook at the dintrace system the internal collection of
adverse event reports, the way the conpany coded it, and you
can conpare that with what's in AERS.

And |'' mnot sure of the exact nunber. | think
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it's 10 or 12 exanples that we found of where Bayer would
code sonet hing based on the description as nuscle pain and
then the FDA woul d recode as rhabdonyol ysi s.

So in the Bayer systemit would -- there's nothing
wong wth this, by the way. W're not accusing Bayer of
doi ng anything wong. They sent the report in. They didn't
have to code it at all. But when the FDA saw it, they
called it rhabdonmyolysis. They actually did sonme recoding.
So for all conpanies the coding is uniform and that problem
just sinply does not exist.

Lack of scientific review or verification, to the
extent that there's that problem it again is one of those
things that would bias towards unity.

Can't be used to calcul ate incidence rates, well,
we certainly agree on that. | think | covered that right up
front. You're only going to have an incidence rate that
woul d be about 10 percent or |less of what it should be. But
you can when you conpare and do the relative reporting rate
or reporting rate ratio. That washes out.

Can't be used for drug conparison, well, maybe as
a general rule, but certainly not when you're doing RRR
And, in fact, the FDA itself recogni zes that conparisons of
reporting rates can be valuable, particularly across simlar
products -- that's what we have here, all statins -- or

across different product classes prescribed for the sane
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indication. That's certainly what we have here.

The | eading treatise on pharnacoepi dem ol ogy
recogni zes that with adverse event reports and prescription
data, conparisons can be nade to approximate relative risk.
So this isn't sonmething that we've cooked up. It's
sonet hing that the FDA recogni zes, you can do the drug
conpari sons.

The RRRis valid and reliable for determ ning
causation of both rhabdonyol ysis and | esser nyopat hi es.
|"ve got sone slides on this.

Basical |l y what happens is that you have a
continuum of injuries and everybody recogni zes that these
are all essentially the sane famly of injuries. |It's just
a question of degree of seriousness, wth rhabdonyol ysis at
the top and other nuscle injuries at the bottom

And rhabdonyolysis -- if you have peopl e taking
statins who contract rhabdonmyolysis, it alnost certainly was
fromthe statin. So your conparison there is very precise.
It gets less and | ess preci se because there are, as M. Beck
poi nted out, other causes for sone of these |esser nuscle
injuries.

But what cones out here is that the signal is so
strong that despite the fact that you' ve got those other
sources which bias you towards unity, despite all that you

still see a signal com ng through.
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And | want to let -- M. Arbitblit is going to
address sone of these issues, too, in connection with his
di scussion of Dr. Farquhar. | will discuss the PRR a bit
nore when | talk about -- the proportional reporting rate
ratio -- when | talk about Dr. Austin

| want to nmake one thing clear, Your Honor.
didn't cook that up. It cones straight out of
Dr. Farquhar's -- Dr. Stromls book. Their expert's book
di scusses the proportional reporting rate ratio. And as a
matter of fact, it's one of the nethods for anal yzing
adverse event reporting data that's recommended by the FDA
in its guidance docunent on pharanctovigilance. And | wll
talk about that a little bit nore when | discuss Dr. Austin.
| may have suggested to experts that they | ook at these
sources to see if it mght be a nethod that would be
applicable in this case. | sure as the devil didn't cook it
up.

And with that | will turn it over to
M. Arbitblit, who will talk about sonme of these sane issues
and others in the context of Dr. Farquhar

THE COURT: Should we stop here?

MR. BLACK: Yes, | guess at this point we should
stop, | having suggested that originally.

THE COURT: Let's stop here and we'll start up

again at 1:00.
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(Lunch recess taken at 11:55 a.m)
* * * * *
(1:00 p.m)
I N OPEN COURT
THE COURT: Al right.
MR. BECK:  Your Honor, before M. Arbitblit assunes
the con, I am happy to report --

MR. ARBITBLIT: As in pro and con, you nean?

MR. BECK: That's right.

MR. ARBI TBLI T: Thank you.

MR. BECK: | am happy to report that the one case
that was nentioned this norning that was a rhabdo case in
Phase | and Phase Il that was close to being settled has
been settled. So that case is now off of the docket.

And al so, Your Honor, violating the BlackBerry
rule, but I can read, if you would |ike, a two paragraph
expl anati on about the settlenment with the states.

THE COURT: Pl ease.

MR. BECK: This, | understand, conmes from-- was
adapted froma standby press release. | have to get it at
exactly the right distance so that | can read the snall
t ype.

Bayer Corporation entered an agreenent with
attorneys general of 30 United States states and/or

comonweal ths to resol ve concerns regardi ng the conpany's
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pronotional and marketing practices for Baycol. Under the
terms of the agreenment, Bayer will pay $8 million to be
shared anong the signatory states and/or conmonweal t hs.
Bayer has al so agreed to register all nonexploratory Phase 2
and all Phase 3 and 4 Bayer sponsored clinical studies on
Clinical Trial s.gov when those studies are initiated and post
summaries of clinical study reports fromall Phase 2

expl oratory and nonexploratory, Phase 3 and Phase 4 trials
on Cinical StudyResults.org for all Bayer products that are
approved for marketing in the United States. Bayer wll
post links to these websites prom nently on the Bayer hone
page. States entering this agreenent will termnate their
respective investigations regarding these matters.

THE COURT: So that's just not specifically
pertaining to Baycol, it's --

MR. BECK: It was -- the investigations pertained
to Baycol and as part of the agreenent Bayer agreed to do |
think what it was already in the process of doing, which is
to post all the clinical trials on these governnent websites
so that people can |ook at the data; and that would be
obvi ously for products other than Baycol.

THE COURT: Al right.

MR. ARBITBLIT: May | begin, Your Honor?

THE COURT: You nmay.

MR. ARBITBLIT: My it please the Court, | also

LORI A. SIMPSON, RMR- CRR
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have a PowerPoint that's quite lengthy and | will try to go
through it as quickly as you would Iike and I wll hand one
to M. Beck.

Your Honor, | wll not spend nuch tinme on
credentials since M. Beck essentially said they were
qualified, but I do want to point out just a couple of
t hi ngs about Dr. Farquhar since the Court has not had any
opportunity to neet with him It will only take a m nute of
the tine.

Dr. Farquhar is 80 years old. He's been a
physi cian since 1952. He is a distinguished scholar. He
has received a series of awards for pioneering achievenents
in health primarily relating to his work on preventive
cardi ol ogy, which is the study of how to keep people from
getting heart disease in the first place, including awards
fromthe National Cholesterol Education Programfor |owering
chol esterol, a research achi evenent award fromthe Anmerican
Heart Association, and recently the Fries award for
pronoting public health.

He has been a fellow of the AHA --

MR. BECK: It's not com ng up on the screens.

MR. ARBITBLIT: I'msorry. Thank you for the
courtesy, Phil.

MR. BECK: Sure.

MR. ARBITBLIT: | apol ogi ze, Your Honor. |'ve

LORI A. SIMPSON, RMR- CRR
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been telling people all week that I'ma |ow tech person. |

wWill try to do better. |Is this going to eventually cone on
or do --

MR. BECK: |1've been telling everybody |I'm a high
tech person. | think you need to do -- |I'ma high enough

tech person to call up the guy who really knows what he is
doi ng.
MR. ISMAIL: It's the function key.

MR. ARBI TBLI T: Thank you very much. | appreciate

In any case, Dr. Farquhar has addressed N nth
Circuit judges on issues of cardiovascul ar health; a nenber
of the Wrld Health Organi zation continuously since 1984,
expert panel on cardi ovascul ar di seases; over 200
publ i cati ons.

One of his principal works has been the Stanford
Five Gty Project, which hel ped comunities |earn how to
protect thensel ves agai nst heart disease by lowering risk
factors. And that program has been the nodel for the
M nnesota Heart Health Project, where he is a nenber of the
advi sory board for 13 years. That's a sister project.

And as far as his previous testinony, in 50 years
he's served as an expert witness in only three cases, which
| don't think qualifies himas a hired gun, and in the two

prior cases where he's been chall enged his opinions were
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permtted.

| think that it's fair to say that this is not a
person whose character speaks of concocting things for
litigation, but instead is a person of distinguished
character who has devoted his life to serving the public.

And with that, 1'Il proceed to the substance of
this presentation.

Now, in sunmary, the nethodol ogy that was used was
reliable because Dr. Farquhar relied on nultiple, consistent
sources, not only on the adverse event reports that were
di scussed this norning.

And | did hear that we were going to get sonething
from Bayer about clinical trials. Mybe that's yet to cone,
but | haven't heard anything about it yet. But we wll
present what sone of that data shows that's in the reports
and the docunents.

The literature review show ng unani nous concl usi on
of the scientific community that Baycol is nore toxic, we
will go through 18 separate sources on that.

Epi dem ol ogy studi es that have been done since the
reports confirmthe findings that were made and the
reporting ratio study that foll owed peer-reviewed nethods,
the sanme nethods applied by Dr. Staffa and her FDA
col | eagues, who have subsequently published in their

official capacity a very simlar analysis.
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So we have clinical trials, the gold standard for
proof of causation. And Bayer's clinical trials showed, in
summary, that there was nore rhabdonyol ysis than other
statins, greater CK el evations than other statins, nore
nmyal gi a t han pl acebo patients.

There were no direct conparisons to other statins,
but the inport of that is that it's distinct from what
appears on the | abel and then gets into the literature, that
there's no difference between Baycol and pl acebo for
myal gia; and we will go through that data.

Dose-responses, one of the hall marks of causati on.
I f you are exposed to a higher dose and you have nore of the
di sease, it's presuned by scientists that that shows
causation; and we will show the data on that.

And statistical significance indicates the
reliability of the data, that it was not due to chance.

So another -- some other things that were not
shown or discussed by defense counsel that were raised by
Dr. Farquhar as additional sources of his opinions:

An epi dem ol ogy study fromthe general practice
research database in Geat Britain where the nedical records
were revi ewed show ng Baycol was nore toxic than other
statins despite | ower doses.

Paci fi Care, which has been challenged in terns of

what Dr. Farquhar's interpretation was. However, we wll
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show that his analysis foll owed exactly the recommendati on
of Bayer's own head of regulatory affairs, Dr. Posner, and

t hat subsequent studi es have used the sanme nethodol ogy in
ternms of person-years rather than sinple percentages in
publ i shed peer-reviewed articles, validating the nethodol ogy
that Dr. Farquhar used.

So the reporting rate study itself used the Staffa
met hod and this relative reporting ratio that M. Bl ack
addressed. That was not litigation driven and her
concl usi ons have been accepted as estinated incidence rates,
for exanple, in the Thonpson JAVA article of 2003. That's a
quote from what he described in that.

In other words, as M. Black was sayi ng, under the
ci rcunstances unique to this case, where you have such an
excessive risk conpared to what you woul d expect wi th other
drugs or background, there are -- if you're arguing about
what's on the margins, you mght not want to do what they
call a rigorous conparison. |If you're talking about 1.5
versus 1 or 2.0 or 3, as the Psaty and Furberg article said,
those woul d be places you wouldn't go on a relative
reporting ratio.

But when you're tal king about 16 to 80 tines, the
peer-reviewed literature calls that clearly excessive and
accepts the Staffa findings as the equival ent of

epi dem ol ogy studies; and that's -- I'll show you where that
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is in one of the 2006 publications.

So the idea that Dr. Farquhar started froma
conclusion is turning science on its head. Dr. Farquhar
read the literature, which established a consensus. And
that's a good place to start, Your Honor, because a
consensus shows that people have already | ooked at this and
cone to some decisions. Dr. Farquhar didn't start that
process. He read the literature that showed it and what's
happened since is that it's been confirnmed even further.

Now, M. Beck -- | don't want to talk a | ot about
Vioxx, but I aminvolved in that litigation and | know
M. Beck fromthat litigation. [I'll just briefly say that
in the Vioxx case there's been a docunent introduced after
Vi oxx was off the market which the defense uses to try to
show that there's no difference between COX-2 inhibitors in
terns of cardiac arrest.

And we dispute what the inport of that is, but the
point I'mmaking here is that's been introduced by them
because it helps their case, they think, to show that the
FDA is not sure which drug is worse out of the COX-2 cl ass.

There's been nothing like that presented here,
Your Honor. There is nothing in the published literature
that says Baycol is on a par with the other statins. Al of
the literature, as we'll show, says nore toxic, nore toxic,

nore toxic.
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Here are the peer-reviewed studies and | will show
you that this sanme anal ysis was done not just by
Dr. Farquhar, but by the defense consultant, M. Loutanbach,
whom | nentioned earlier, who is a consultant with their
testifying expert, Dr. Strom

And of course they criticize Dr. Farquhar for
working with an assistant, but Dr. Stromdid the sanme thing.
He didn't do all the work hinself. And it is normal to have
assi stance, just as |awers and judges depend on clerks to
do sone of their work. W can't do it all ourselves.

He is 80 years old and he has a history of working
with Dr. Ahn as a statistician who helps follow his
instructions. And we'll show that that was hands-on,
person-to-person, face-to-face, not just handing off the
ball through sel ective deposition cuts.

What we see here is all of the published clinica
trials gathered and presented by Bayer to the ENEA, the
Eur opean regul ators. And what you see in this colum, the
relative risk colum, is it's 8.6 at the .4 dose, 8.8 at the
. 8 dose.

And the P-values are highly significant, show ng
that for confirned rhabdonyol ysis Baycol was much nore toxic
and statistically significantly so in clinical trials, the
gold standard. And that's in Dr. Farquhar's report. It's

not nentioned today.
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Now, in fairness, there are data on the sane page
of sonme of the EMEA for unconfirnmed rhabdonmyol ysis that are
not -- that do not match these, but the EMEA itself
concl uded that the confirned rhabdonyol ysis cases were nore
reliabl e because they had gone through a review process to
show that they were real rather than sinply unconfirned
reports.

Now, what about nyalgia? Now, M. Beck is a fine
| awyer, excellent representative of his client, but he's not
speaking fromthe published literature when he says that
nyalgia is a different disease from rhabdonyol ysis.

They are on a continuumof mld to severe fromthe
sane nechanism And that's what the defense expert,

Dr. Dorfman, said. That's what Plaintiffs' expert,
Dr. Richman, said. And that's what the literature says.
It's a matter of degree, Your Honor.

Myal gia is nmuscle pain that corresponds to
increases in creatine kinase or CK, which cones from
the destruction of the nuscle cells that cause the
pai n.

So sure there are confounding factors, sure
peopl e can get aches and pains, but that doesn't nean that
it's a different di sease when you have a statin-induced
nmyal gi a.

When you have a statin-induced nyal gia, what you

LORI A. SIMPSON, RMR- CRR
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have is a mld formof the sanme condition that could
progress in sone people who can't handl e that rmuch of the
drug to a nore severe condition, such as nyopathy or in sone
categories myositis or in the worst-case scenario

rhabdonyol ysis. There's no evidence before the Court that
those are different diseases. There is sinply |awer talk.

Now, here's the data on nyal gia versus -- for
Baycol versus placebo that was never published, and it's in
the defense exhibit. W didn't get it until after our
expert reports were in because it was in his file. He was
deposed in March 2004. Qur expert reports were all in by
February.

So here's -- excuse ne. Here's the data. On the
| abel it says 2.5 versus 2.3, pretty much of a wash, so you
woul d think. But what it also says -- and this is in the
exhibit that I'll show you in a nonment -- is that that only
i ncl uded about one-third of the patients, less than 3,000 of
t hem

And what was submtted after the drug was off the
mar ket to the EMEA was a |larger data set wwth a relative
risk of 1.76 and a statistically significant P-value, which
is the hallmark of reliability in clinical trials.

A "P" less than .05 neans that scientists wll
presune that in the absence of sone other really good

expl anation, there's likely to be a cause and effect
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rel ati onship.

And that was on all the trials that they | abel ed
short-termtrials, up to 24 weeks. Now, it may be
suggested, well, what about the long-termtrials, did they
change that? But what you will see fromthe exhibit is that
there wasn't any data collected, that the conparison they
did in the long-termtrials was agai nst other statins rather
t han pl acebo.

So for conmmon doses you'll see it was even higher,
whi ch corresponds to the dose rel ati onshi p, dose-response
rel ationship; and Dr. Farquhar nentioned these tables in
response to deposition questions.

Now, the defense consultant anal yzed, just as
Dr. Farquhar did, the published trials on rhabdonyol ysis and
al so cane up with simlar nunbers. That tends to validate
that Dr. Farquhar was on the right track in the first place.

And in terns of the .8 mlligram dose, we | ooked
earlier, in fact, | think it's -- here we see that at the
.8 mlligramdose Dr. Farquhar's relative risk was 8. 8.

Now, if we go on to Dr. Strom's consultant, what we have is
on slide 19 you'll see that for the .8 mlligram dose the
anal ysis by the defense consultant was al nost identical,
8.68. So, again, that speaks to a good net hodol ogy being
verified by the other side's expert but not talked about

t hi s norni ng.
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Now, on the .4 mlligramdose Dr. Farquhar's
relative risk was higher, it was 8.6, but you'll see under
the colum Pr, pravastatin, that there were 18, 000 people
there with no cases. So that's going to raise the relative
ri sk because Baycol had cases and the other drug didn't.

And you'll see that in the analysis by the defense
consul tant for whatever reasons that pravastatin was not
included at the .4 mlligramdose and so the relative risk
cane out here at 3.42, still elevated, but not to the sane
degree because sone of the data was not i ncl uded.

So this is a graph nade fromthe data in Bayer's
report, the A OVS report, to the EVEA show ng a
dose-response rel ati onship between the Baycol dose and
confirmed rhabdonmyol ysis. Well, that's proof of a cause and
effect rel ationship.

And going on to the -- here's the data on nyal gi a,
Your Honor. This is fromthe Exhibit 11 that's been
submtted to the Court fromthe Strom deposition and
identified by Dr. Strom as having been prepared by his
assi stant, M. Loutanbach.

And here's what he finds, that for the short-term
analysis the -- instead of 2.5 versus 2.3, it's actually 2.5
versus 1.4. And | would like to make sure that | find the
actual slide where that statistical significance finding

appears.
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Here it is. This is the analysis by the sane
gentl eman, M. Loutanbach, where the nyalgia is shown as
1.76 relative risk, the 95 percent confidence interval is
hi gher than 1, and the P-value is under .05. That neans
it's statistically significant.

This was data that was never published, never
avail able to the public. The Defense has relied upon the
2.5 versus 2.3 in the Thonpson article which says that it's
fromthe PDR, which is the equivalent of the |abel. The
Physi ci ans' Desk Reference is the equival ent of what's on
t he package insert. So this data was not out there.

Is there sone other analysis? Is it fair to use
only the U S. data? The |abel says that over 5,000 were
tested worl dwi de, but when they report the nyalgia they're
only reporting U.S. trials and it's only 3,000 people
instead of close to 9, 000.

So Dr. Farquhar didn't nmake this up. He didn't
concoct anything. The defense expert did these
cal cul ati ons.

And what you'll also see in terns of the continuum
and the relationship between these conditions is that
nyalgia is elevated, CPK is elevated for Baycol versus
pl acebo at a relative risk of 4.73, and you see that each
level of CPKis in a dimnishing percentage of people, but

al ways hi gher for Baycol than pl acebo.

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

11V

So what you're seeing is exactly the continuum of
injury that's tal ked about in the literature and that for
tactical reasons the Defense would like to say it's a
different disease. But it's not a different disease. It's
a different severity of the sane di sease.

And so we have the Thonpson Table 1 that's
mentioned in the briefs of the Defense. It cones from
the PDR. It's inconplete data. Thonpson couldn't have seen
it.

Now, these clinical trial results, it's inportant
to say that even though they are higher, they are not as
high as they would be in the real world. And the reason for
that is, as stated in Dr. Farquhar's report, clinical trials
i nvol ve typically younger people, average age in the 50s;
whereas, for exanple, in the HVO studi es the average age of
Baycol users was 67.

They excl ude people who are nost susceptible, |ike
di abetics who don't have good renal clearance. And
18 percent in the PacifiCare, for exanple, were diabetics.
And they used | ower doses in the mx. The .1 and .2
mlligramdoses are in the table that we just revi ewed.

And so those are part of the data that's used to
cal cul ate these rates whil e excluding sone of the people
nmost at risk and al so excludi ng the nost dangerous use,

which is the conbination with genfibrozil, which is
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described in the Insull study of Baycol as a protoco
vi ol ati on.

So you woul d expect -- and Bayer's own scientists
say this when they're | ooking at the adverse event data,
well, why is it higher than we saw on clinical trials.
Because the clinical trial populations are healthier,
they're younger, it's a narrow popul ati on where you don't
get as nuch data.

So here's anot her dose-response rel ationship
bet ween Baycol and an abnormal CK from Bayer's data, and
you see that with dose the abnormal CK goes up.

Sanme thing for the -- there's a mssing blue line
to connect the two dots at the end, but the point is that
the incidence fromthe clinical trials is higher in Baycol,
especially at the higher doses. There is sone variation at
the | ower doses, but as you nove up the chain of doses, you
see it's substantially higher for Baycol than placebo.

SSmlarly wwth the nyal gia data, there's the
percentage going up wth dose.

Now, noving on to the consensus. And | apol ogi ze

if I amgoing quickly, Your Honor. | amtrying to cover a
ot of material. |If | go too fast, please stop ne.
So the consensus -- now, | want to talk just a

monent about McClain vs. Metabolife. The McC ain case

di sti ngui shes between cases where there's a consensus of
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causation and cases where there is not and it says that the
court needn't concern itself extensively with the Daubert
anal ysis of general causation when there is a consensus and
t he exanples they give are tobacco and asbestos, tobacco and
cancer, asbestos and nesothelioma. And | am sure Your Honor
is famliar with the case.

Now, that case conmes up again in Leathers vs.

Pfizer and it's distinguished in Leathers vs. Pfizer and |

think that the Defense has raised it, and | want to talk a

little bit about Leathers vs. Pfizer because it's not this

case for a lot of different reasons.

Nunber one, in Leathers vs. Pfizer the plaintiff

did not make the record with any of this data for the
particular drug that there was a cause and effect
relationship based on clinical trials.

As the court reviewed -- inportantly, in Leathers
vs. Pfizer the plaintiff was trying to nake a case that we
are not trying to make. That plaintiff was trying to show a
permanent nyopathy with a CK that had never been el evated,
never. And there's no -- we are not naking that claim Your
Honor .

W do say, our experts have relied on articles
saying that if your CKis not elevated, you can have a mld
myopat hy that stops when you stop the drug. That's a

reasonabl e position. |It's supported by literature. Sone
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people mght disagree with it, but it's got support in the
literature

THE COURT: Do you have another set of this for ny

| aw cl erk?
MR. ZI MMERVAN. W& can get you one.
MR. ARBITBLIT: Yes, | believe we do, Your Honor.
MR. HOPPER: W do, Your Honor.

MR. ARBITBLIT: The point of it is that the

difference is the principle in MOain vs. Metabolife is

vi abl e here because there is proof of a consensus that
Baycol causes the injury and that it's nore toxic.

In the Leathers case that involved Lipitor, there
is no such consensus that it's nore toxic nor is there a
consensus that it causes permanent injury wth no el evation
of CK

And, in fact, sonme of the case reports that are
cited by the judge as proof against the plaintiff in
Leat hers woul d be proof consistent wth the position that
we' ve taken here, which is that there is a variability in
the mld to noderate range of from weeks to nonths to
possi bly over a year in recovery tine.

And sone of the case reports cited in Leathers vs.

Pfizer include statenents that the patient recovered in
three nonths or five nonths. That's simlar to what our

experts are saying and that's what the literature says as
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wel | .

So | just want to quickly go through sone of these
statenments on Baycol being nore toxic, and these articles
have been submtted to the Court.

MR. HOPPER: May | approach?

THE COURT: (Nodding.)

MR. ARBITBLIT: In 2006 the Jacobson article
mentions not only the higher rate of rhabdonyol ysis than was
observed with other statins, but also the incidence of
myopat hy increases dramatically to 1.5 percent in the new
drug application and that's higher than for any marketed
statin, suggesting threshold dose, again speaking to the
dose-response.

This is authoritative in one of the |eading
cardi ol ogy journals where doctors go to read about drug
safety and they want to know, they want to know are we goi ng
to run into another Baycol if we use rosuvastatin or another
drug. So it's current events. Even though it is past
history as far as Baycol, it's very current for doctors to
be wondering are these drugs safe.

And so there are conparisons to rosuvastatin and
Baycol in the literature. And here's what you see, higher
than for any marketed statin. That's a recent statenent.

And that's -- here's what Jacobson says about it.

The now obvi ous conclusion fromthe cerivastatin experience
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is that as the statin dose or nore likely serum
concentration increases, the risk of CK el evation increases
to the point where a threshold level is reached. Above this
| evel , nyotoxicity begins to accelerate to | evels beyond
acceptabl e risk/benefit ratios. Fromthe NDA data and
addi ti onal postnmarketing FDA data, the cerivastatin

t hreshol d dose appears to be at the 0.4 mlligram dose.

And you will see that they have incorporated both
the clinical trials and the postnmarketing data in the sane
anal ysi s, sane support for the concept that Baycol is nore
t oxi c.

And for statins currently on the market, the
t hreshol d concentrati ons appear to be above currently
approved doses except in certain populations that don't
nmet abolize it right or have drug-drug interactions.

But only Baycol, according to this article,
reached toxic concentrations in nonotherapy at standard
doses. And that's the consensus position in 2006 and
2007.

Here are sone of the articles that Dr. Farquhar
relied on that were saying the sane thing four and five
years ago when he was first involved in |ooking at this
proj ect:

The Staffa article, again, it's criticized by the

Defense. Initially they tried to claimit wasn't peer
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reviewed. Well, they had to back off of that because The
New Engl and Journal submtted an affidavit saying that it
was peer reviewed. Even though it's a letter to the editor,
it was a serious issue and they peer reviewed it externally.
And this is what it showed. It showed that there
was this relative reporting ratio that was 10 to 50 tines
hi gher in nonot herapy, 16 to 80 tines higher in conbination
therapy wth genfibrozil.

And the statenent was nmade that a conparison to

Lipitor was nore than an artifact. Well, what can that
mean? If it's nore than an artifact, it's real. Those are
the two options. |If it's an artifact, it's not real. |If

it's nore than an artifact, it's a real excess risk and
that's how it's been interpreted.

So then you see early articles |like Farnmer and
Ham I ton-Craig that rely on Staffa and say we think this
shows it's higher, that cerivastatin is an exception to the
favorabl e risk/benefit ratio, that Baycol is at |east 10
times the risk of other statins.

Thonpson says that Baycol is the statin with
the greatest risk of muscle injury alone or with
genfibrozil in The Journal of the Anerican Medi cal
Associ ati on.

Thonpson states, citing Staffa, that these are

consi dered estimated incidence rates show ng Baycol the nost
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toxic. They're not -- Bayer would like to call them a
signal. Well, they are a signal, but they are nore than
that. They are estimated incidence rates for the reasons
expl ained by M. Black during the AER analysis, which is
that where you have drugs that are marketed at the sane tine
for the same popul ati on and you don't have any -- a prior
reason to expect vast differences in the reporting rate,
these types of nunbers are not otherw se expl ai nabl e.

And here's the Anerican Col |l ege of Cardi ol ogy
consensus statenent, again interpreting Staffa as an FDA
report that it's nore frequent. They're not pulling any
punches. They're not saying careful, these are adverse
event data. They're saying this is how we interpret it.

And they are the | eading cardiology groups, including

Nati onal Heart, Lung, and Blood Institute, which is part of
the United States governnent, so that's a very authoritative
i nterpretation.

Clinical trial data supports postmarketing data,
denonstrating higher incidence. Dr. Farquhar |ooked at
both, just as Evans did.

And here's a recent statement fromthe -- this is
not quite as recent, but it was when rosuvastatin or Crestor
was being nmarketed, comng to market, and here's what he
says in blunt terns. Because the FDA had been burned by the

particularly toxic effects of cerivastatin, which

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

118

subsequently was wi thdrawn fromthe nmarketpl ace,
rosuvastatin received a particularly careful scrutiny by the
FDA before giving its approval. So particularly toxic.

Arora, 2006, extrenely rare for all statins save
cerivastatin. I'msure that it could be stated that
Dr. Arora, the author, didn't know what was in Bayer's m nd,
but nevertheless Dr. Arora said that Bayer concl uded that
cerivastatin nonotherapy did substantially increase the risk
conpared with other statins and in August 2001 it was
w thdrawn. Now, that's specific to rhabdonyol ysis, but as
we' ve di scussed, there was data show ng hi gher rates of
myal gia as wel | .

These are two recent studies, the high quality
peer -revi ewed American Journal of Cardiology and an expert
opi nion on drug safety. Cziraky is the epidem ol ogy study
that showed that there was a 6.7-fold increased risk of
hospitalization from nmuscle disorders with Baycol conpared
to other statins. And the Davidson article says that it's
not a class effect, meaning that even though these are part
of the sane class of statins, that doesn't nean they all act
alike, there are differences within the class that can nake
one nore dangerous; and that is what Davidson is saying.

Psaty -- as the Court is perhaps aware, Psaty and
Furberg were Plaintiffs' consultants in one of the Baycol

actions. Nevertheless, they disclosed that affiliation and
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had their paper peer reviewed in a prestigious journal of
t he American Medi cal Association

And as M. Black addressed, and | won't go into
it, they found that there was no reason to think that there
was any explanation for 16 to 86 tinmes higher besides an
inference of cause and effect.

Now, Chang, Staffa, these are the sane authors
that wote the 2002 article. And in 2004 they enl arged
their study. Instead of just fatal rhabdonyolysis, they
anal yzed all rhabdonyol ysi s.

And this time they did it in their official
capacity and the paper says on the front of it that it's a
work of the United States Governnment and in the public
domai n; whereas, the 2002 paper said that they were not
speaking in their official capacity.

And they do a simlar analysis using the sane
met hodol ogy and the sane data sources as Dr. Farquhar and
they cone up with very simlar conclusions, that there's a
much higher rate of rhabdo with Baycol than any other
statins and the risk for reported rhabdonyol ysis associ at ed
with cerivastatin is evident.

Yes, the caveats are in that article too, Your
Honor, but there's no denying that they're saying the risk
is evident and conpared to all other statins it had higher

reporting rates.
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In 2006, relying on the G aham study, Neuvonen
finds that the study shows 10 to 100 ti nes hi gher
rhabdonyol ysis with cerivastatin.

And then this is the Gaham study itself that
shows incidence of hospitalized rhabdonyol ysis and the risk
is substantially greater, 10-fold in nonotherapy and
1,400-fold with a fibrate such as genfibrozil, which is
given often to people on statins because it |owers
triglycerides. So it's a concomtant nedication to treat a
rel ated probl em

And here we have the -- what | think is a
particularly inportant confirmation of the consensus because
it is so recent, 2006, and in an authoritative journal,
Ameri can Journal of Cardiology, and because of what it has
to say about the Staffa article that's now had a few years
to be considered by the scientific conmmunity. The situation
surroundi ng cerivastatin's withdrawal confirnms that sone
statins at marketed doses have shown a greater risk for
nmuscl e adverse experiences when conpared with other statins
at their marketed doses.

And that's very consistent with what was shown
in the first article | presented, which was the Jacobson
article, which is also in The Anerican Journal of
Car di ol ogy.

Now, what Bays goes on to do is provide what's
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call ed an evi dence grading system and he grades things as
Level A, Level B, all the way down through F, where things
are -- where there's evidence contrary to what's being
asserted by a particular statenent.

"A" refers to clinical trials. That's always the
gold standard. But the next |level down is epidem ol ogy
studi es, cohort, case control, clains database studies, and,
significantly, reports to regulatory agencies of hard safety
endpoints, i.e., death, that clearly exceed that of
popul ati on averages and/ or conparator treatnents.

Now, that Level B then goes on to a statenent in
anot her table about various types of assertions about
statins and the assertion sonme statins are safer than others
with regard to potential adverse muscle experience is given
a Level B or the equivalent of all these epidem ol ogy
studi es and the hard endpoint adverse event reports.

And the references that are given for that include
the Staffa 2002 article and it's described as a high |evel
of evidence because there was such a cl ear excess of risk
that's not explainable by any of their neans.

" mnot going to talk about it much at this point,
but there's a nechanism study also cited that was cited by
our toxicologist, Dr. Smth, who is subject to a Daubert
notion as well.

Very briefly, general practice research database,
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it's in Dr. Farquhar's report, but it's not in Bayer's
papers. It shows that Baycol was nore toxic even at | ower
equi val ent doses than other statins w thout any adjustnent,
correction, only taking the data and conparing other statins
to Baycol at nmuch | ower doses on an equi potent basis than
the other statins because in Europe they were using | ower
doses of Baycol primarily.

Now, the PacifiCare study was done for Bayer and
Dr. Posner, who is the head of regulatory affairs for Bayer,
recomrended the analysis of the PacifiCare data that was
done by Dr. Farquhar, but not by the Pacifi Care authors.

Specifically, the healthy patient effect is not
sonmet hing that Dr. Farquhar dreaned up. There are multiple
sources for what's called the healthy worker or healthy
person effect where you have to consider whether a
particul ar population is nore tolerant.

And the issue that's raised by that is whether
there's selection bias, nmeaning that the results of the
study can be altered if one population is sonehow different
fromthe other popul ation.

And peopl e who have tolerated statins are
considered in Bayer's own docunents to be statin tol erant,
not a so-called naive popul ati on; and peopl e who have never
been on a statin are nore of an open book, no one knows

what ' s goi ng to happen.
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So what happened here is that Dr. Posner
reconmended that you do the never swi tched category. And,
in fact, Dr. Farquhar did not do any corrections,
adj ustnents, or fancy footwork. He just took the data in
PacifiCare itself, which I will show you in a nonent

Dr. Strom s consultant, M. Loutanbach, also used, and

showed that Baycol had a higher relative reporting rate. He

just didn't do the overall relative risk, but he |ooked at

the sane data and confirmed that this is the right way to do

it.

Now, the never sw tched category was recomended
for analysis also by Dr. Faich, Bayer's consultant, because
the switchers were nore statin tolerant so you're not going
to get a fair picture.

So this is data that was in PacifiCare and when
you | ooked at it w thout any adjustnent whatsoever, it
showed a statistically significant 1.54 increase risk for
Baycol and a highly significant P-value that shows it's not
likely due to chance, not Ilikely.

And so here's the sane data. Let's go to the
chart here, and | think it's probably easier for Your Honor
to see it wth these little call-outs. Wat you're |ooking
at here is the relative risk and the top row where it says
ever swtching HVG that's a statin, and the answer is no.

So what you're looking at here in the top rowis
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Bayer's own consultant | ooking at the sanme data that

Dr. Farquhar | ooked at and showi ng that in each case, each
conparison to each statin you have a higher relative risk
for Baycol. The only thing that he didn't do was the | ast
step and that is put themall together and conpare them

And if you do, this is what you get. If you | ook
at the data on both sides, they both have the sane
conparison and this is the calculation. And that's what
Dr. Farquhar did with raw data from Pacifi Care. No funny
busi ness. Just took the data and did the anal ysis.

Now, as far as the adjustnent for tinme, this is a
no- brai ner, Your Honor. Every published study of Baycol in
a clains database -- and now there are two that are recent
and not just for Baycol, but let's talk about Vi oxx.
Patient-years of treatnment is the denom nator in the Vioxx
studies and it's the denom nator in the Baycol studies and
it's the denom nator that should be used because relative
risk is an incidence rate in the exposed over an incidence
rate in the unexposed.

And an incidence rate, as stated in the Reference
Manual , involves the rate of disease and reflecting the
nunber of cases that develop during a specified period of
tinme.

So if you don't |ook at the anpbunt of time, you

are biasing the results in favor of the group that has the
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shorter duration because you're cutting out sonme of their
nunerator, you're cutting out tine when sone of those events
woul d occur. And that's what happened with Baycol is
because they were switching Baycol into this HVO they had a
shorter duration of use on average.

So this is just an exanple. This is not fromthe
Paci fi Care, but just an exanple. |If you've got 10 events in
100 people and you just -- versus 5 events in 100 peopl e and
there's no tinme adjustnent, that's an obvious relative risk
of 2.0 because you have twice as many with the sane
denom nat or .

Let's assune that the patients in Goup A average
two years of use while on Drug B they averaged four years of
use. Then if you calculate by patient-years, which is the
standard net hod, you see that there were five events in
.125 -- you see that the rate is .125 and the rate is .5, so
the relative risk is 4 instead of 2. So if you don't take
that into account, you wind up with distorted results.

And so Dr. Posner from Bayer's head of regulatory

affairs says, "Has there been any adjustnent for tine in

t hese data?" Well, yes, now that Dr. Farquhar has done it,
but not previously. "It would nmake a difference if patients
were on other statins |onger than Baycol." Yes, it did. It

made a big difference.

So to say that Dr. Farquhar dreaned this up,
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concocted it, or manipulated the data is false. It's
insulting. Wat he did was standard epi dem ol ogi ¢ net hods
that were not done by the health econom sts at Pacifi Care
who did not have his credentials or his experience to know
what the right nethodol ogy was.

"Have we | ooked at the switch versus nonsw tch
patients? Switch patients will have a | ower incidence of
adverse events because they previously tol erated another
statin.” This is exactly what Dr. Farquhar did for the best
analysis, which is nonswitch patients adjusted for tine, and
that's what we have Dr. Farquhar doing.

So as Dr. Farquhar points out, Dr. Posner of Bayer
made the sane criticisns that he stated and that he did
t hese corrections.

So the correction for time would not be so
inmportant if all the events happened quickly. Now,

Dr. Stromthinks that they do happen quickly, so you

shoul dn't adjust for tine, but he is |looking at the wong
data. The reason he is |looking at the wong data is his
basis for that is the rhabdonyolysis events in the MedWatch
reports.

The reason that's not appropriate to conpare to
Pacifi Care for this purpose is that rhabdonyolysis in the
adverse event reports in MedWatch actually did happen

qui ckly because a |l ot of those were people with genfibrozil.
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It was fulmnate. 1t was going quickly.

And as M. Black said, rhabdonyolysis is al nost
al ways going to be attributable to the statin if you' re on
the statin. |In fact, the two epidem ol ogy studies that we
| ooked at al ready, the Graham and Cziraky, had a period, a
run-in period where people were not on any drug and they had
zero cases in 300,000 patient-years of exposure when no one
was on a statin, zero cases.

So it's statin -- if you're on a statin and you
have rhabdonyolysis, it's very clear, not 100 percent clear,
but very highly likely that the statin caused it; whereas,
in PacifiCare there was a vague description that the FDA
criticized harshly for not being limted to cases that could
be identified with any certainty. It was called nyopathy
and it included a bunch of clains, everything fromnyositis
to renal failure to nyalgia, and they threw it all together

And those events are not necessarily linked to
Baycol, as M. Black -- as M. Beck has pointed out. Excuse
me, M. Beck. They're not necessarily linked, so they're
going to be occurring over tine.

And, in fact, they did. They occurred -- the
average time to event is shown in the PacifiCare actual data
and those events were going on -- average tinme was nore than
six nonths. The range was a year or nore. So it really did

matter that the Baycol duration of use was shorter because
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events were cut out of the nunerator.

So this is the Posner recommended -- this is what
Bayer's head of regulatory affairs recommended, take the
never switched fol ks, adjust for tinme, and your relative
risk is 2.33.

Now, I'mnot going to go into there was --

Dr. Farquhar did believe there was a basis to go further
than that and adjust on the basis of sone data in the
adverse event reports, as M. Beck pointed out. That's in
his report.

But in his supplenental report he said, |ook, set
that aside for the nonent. Just do what Dr. Posner said and
here's what you get. You get a statistically significant
excess of doubling of the risk in spite of all of the
failings of PacifiCare.

And then you see G aham as | was just nentioning.
They used person-years of treatnent. They did not use
nunber of events over people. They used person-years of
treatnent so that there was an adjustnent for tinme and then
they reported the risk as 10-fold greater based on
person-years of treatnent.

Same with Cziraky. They used person-years of
treatnment and calculated their incidence rates to get the
relative risk of 6.7.

And this is what Dr. Farquhar showed as the risk
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doi ng the Posner recomended anal ysi s.

THE COURT: Would you go back to the |ast two.
You went so quickly that | --

MR. ARBITBLIT: [|I'msorry, Your Honor?

THE COURT: The | ast two.

MR. ARBITBLIT: Yes, sir. The point here is that,
as we've been saying, as Dr. Posner said, as Dr. Farquhar
carried out, adjustnent for tinme is the standard way of
doing relative risk because you're | ooking at incidence
rates, not nere percentages of people with events. Tine is
a very essential part of incidence. 1It's part of the
definition of "incidence," that it's a specified period of
tinme.

So these published authors, G aham and | believe
it's Chang and Staffa fromthe original publication in New
Engl and Journal were on that paper with him they used
person-years of treatnent, which is what Dr. Farquhar did
when he anal yzed PacifiCare. That's not dreanmed up. It's
standard practi ce.

And so they didn't even report incidence in terns
of a percentage of events over people. They only reported
it this way, with a denom nator based on an adjustnent for
tinme.

Li kewi se wwth Cziraky in The Anerican Journal of

Cardiology. It's the |largest published study of a clains
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dat abase using the nethods espoused by Dr. Stromin his

phar macoepi dem ol ogy textbook. You take the database, you
record the events, and you cal cul ate an incidence rate based
on patient-years of exposure that is adjusted for tinme. And
this is what they found.

And this is new, but it's confirmatory, Your
Honor. W believe that this sinply confirns that
Dr. Farquhar did the right thing and he did what the peer
reviewers would have asked if PacifiCare had submtted its
article -- an article to a topflight journal instead of
presenting an abstract at a conference.

Is that clear enough, Your Honor? 1Is there
anything further you would like nme to address?

THE COURT: Go ahead.

MR. ARBI TBLI T: Thank you.

| know M. Black addressed the FDA caveats. They
apply to the data alone. They do not apply to the relative
reporting ratio analysis. M. Beck showed that slide. It
only nmentioned AERs. It did not nention using a denom nator
based on | NS dat a.

FDA of fi cers have nmade such conpari sons, i ncluding
the one we just tal ked about by Chang and Staffa, and they
have used it to nmake those conparisons. Yes, they have had
the caveats, but they've also nade their concl usions that

risk is evident; and they' ve been cited by the recent
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literature as saying that's equivalent to an epi dem ol ogy
study in terns of the evidentiary val ue.

And here are those criteria that nmake it val uabl e,
sane class, same indications, simlar population, mnarketed
at approximately the sane time. And that certainly applies
to Lipitor, only a six-nonth difference in marketing.

And there's the quote fromthe 2006 article that
there's a high level of evidence in circunstances of the
Baycol case. That doesn't say that you woul d al ways use
adverse event reports, Your Honor, but you can't nake the
generalization that Defendants choose to nmake here, which is
that they are never usable, they are never reliable. That's
not how science works. It's not all either/or.

You have to |ook at the circunstances. You have
to look at the totality of the evidence. You have to | ook
at whether there's consistent evidence fromclinical trials,
which there is. You have to | ook at consistent evidence
fromthe epi dem ol ogy studies, which there is.

And then you see that the relative reporting ratio
study is right in line with those and you also see that it
neets these criteria and you see that the relative reporting
rati os are enornous and not otherw se readily explai ned.

| have already discussed everything that's on this
slide, so | wll nove al ong.

The FDA actually did use it to make the
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conpari sons in August 2001, but I am going to nove on past
that. | don't need to address it given the interest of
time.

This is sinply the declaration showng that it was
peer reviewed initially.

There's a statenent in the Bayer brief that | did
want to correct. The underlined text is what was omtted
fromthe brief so that the text actually said, "The
reporting rate is a crude nmeasure of the nunber of reports
received by the FDA. "

But the actual statenent in the Staffa article is
with the underlining, "The reporting rate is the nunber of
fatal cases divided by the nunber of prescriptions dispensed
and is a crude neasure of the nunber of reports received by
the FDA relative to the extent of the use of an agent in the
U.S. population.”

Now, sure, there are still caveats about that, but
you can't just leave out that last part. You can't |eave
out the fact that it's relative to use, because that's where
you get your denomnator. That's what differentiates a
relative reporting ratio fromraw adverse event reports with
no denom nators that don't allow any conpari sons under any
ci rcunst ances.

So nore than an artifact, that's not nentioned in

the briefs.
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W' ve tal ked about Psaty, we've tal ked about Bays,
and we tal ked about that (indicating) already.

Now, here's sonething we haven't tal ked about yet
that | want to hit head on. There's an assertion that
Dr. Farquhar failed to take into consideration the higher
adverse event reporting rate for new drugs. He did take
that into account. He nade the sane conparison to Lipitor
that Dr. Staffa and nmany ot hers have made.

Now, M. Beck introduced an FDA docunent from 2000
that's never been peer reviewed to suggest that Baycol was
in the mddle of the pack during the first initial tinme of
mar keting, but that's been rejected in the peer-revi ewed
literature

The new drug effect and publicity effect on
relative reporting rates are negated by an actual anal ysis
of trends, and that's in the FDA Oficials Chang and Staffa
article "Pharmacoepi dem ol ogy and Drug Safety” wherein they
say, "Sub-analysis of reporting rates for each statin for
the first three years of marketing only and for the 19-nonth
period i medi ately preceding the withdrawal of cerivastatin
reveal ed the sane relative patterns seen in the overal
analysis." And that should say, "Enphasis added," Your
Honor. | apol ogize for that oversight.

The point is, though, that they | ooked at the

trends and they saw the sane relative patterns. And they
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are doing that specifically because they're aware of
people's concern is this a new drug reporting effect. And
they're saying, no, it's not. The relative patterns were
t he sane.

And why did they | ook at that 19-nonth period
bef ore Baycol withdrawal ? |If you follow back to Decenber
1999 from August 2001, what you cone to is Decenber 15, 1999
when Bayer first sent out "Dear Doctor" |etters saying that
there's a problemw th co-use wth genfibrozil. So that's
when you mght start the clock running to see whet her
adverse publicity mght be playing a role.

But what they're saying is we |ooked at that and
it didn't. So what we have fromthe Defense is specul ati ve.
It's saying here's what m ght happen, you m ght get bad
publicity in sonme other case affecting the reporting rate.
But you didn't get it here. You did not get it here because
they | ooked at it and it didn't change it.

So here's anot her exanple of selective quoting of
the deposition. Yes, it's true that Dr. Farquhar had not
done adverse event report/IM analysis, but what he said at
his deposition is this:

"I really would like to add that, if |I may, that the
general principles of epidemology that were set in notion
in that analysis are the sane as those that | have used in

many ot her circunstances.”
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Now, as |awyers, as judges, as doctors, we're
al ways faced wth slightly different circunstances, but we
use our experience and we apply it to the case at hand.
This is a gentleman who has been practicing as an
epi dem ol ogi st and physician for 50 years.

It's not that this is rocket science to take the
data fromthe FDA MedWatch and put it over denom nators.

Al'l he had to do was tell Dr. Ahn which terns to | ook for,
which he did. So you plug in the terns and it spits it out.

And you'll see in other testinony that this is
exactly what had happened. He didn't just hand it off, as
M . Beck suggested. He testified, "W were going at it
together,” with Dr. Ahn. That's right out of the
transcript.

And then there's an extensive discussion, it goes
on for five pages where Dr. Piorkowski was grilling
Dr. Farquhar about who is Dr. Ahn and what did you do. He
was a trusted in-house biostatistician who's worked with him
on past projects. Dr. Farquhar directed and instructed
Dr. Ahn as to what terns to search in the database.

Now, there was a highly technical clip that was
pul | ed about what kind of coding. Wll, | don't think you
need to know what kind of coding is done to know what to
tell your biostatistician to search for.

And then you see that actually they did it

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

130

t oget her.

"Just imagine that | am standing here and he's there and
there's his conputer. He and | have worked out the program
And he's the one that presses the button and gets the
conpilation of data. GCkay?"

That's not a handoff. That's a mnisterial
function of carrying out Dr. Farquhar's directions.

"So you were telling himwhat terns to | ook for?

"Right."

Dr. Farquhar did this analysis wth soneone
pushing the button to help him get the data.

Now, there was a challenge to the neta-anal ysis.
Vell, it's inportant to respond to that briefly in two ways.
First of all, the neta-analysis was not necessary to show
the greater risk because each of the five sets independently
showed greater risk; and that's stated in the report.

Yes, there was overlap, but they didn't show
Dr. Farquhar saying that they were sufficiently distinct to
furnish an adequately different database.

And they didn't nention that there are three
anal yses that Dr. Farquhar presented, one for
r habdonyol ysi s, one for nyopathy, and a separate one for
nyal gi a alone, that were all based on the single database;
no overlap, no neta-anal ysis, one database.

And what you'll see in that is relative risk for
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Baycol versus other statins of 42 for rhabdonyolysis, 19 for
myopat hy, and 8.0 with a P-value of less than 1 in 10, 000
possibility that that result is due to chance when you
conpare Baycol to Lipitor for nyal gia.

Now, whet her the di sease endpoints are defined the
same or not, as M. Black pointed out, that cones -- and as
M. Piorkowski pointed out in the deposition -- that cones
out in the statistician's wash.

"It's inportant to say that as |long as the sanme nethods
are being used for drugs in the sane class, that one
presunes that one is comng out with conparable
i naccuracies, if you will, for each of them

"I's there an epidem ol ogi cal way of saying it all cones
out in the wash?

"Well, it all comes out in the statistician's wash."

And Dr. Farquhar was using the same nethods here
that were peer reviewed and accepted not only in The New
Engl and Journal letter to the editor, but in the subsequent
full publication.

So, yes, there are uncertainties, but do they
explain a ratio of 8 to 1, 19 to 1 or 42 to 1? No, they
don't explain that. And the P-values confirmthat that's
reliable.

And anot her conparison here just based on the

si ngl e dat abase shows that actually the peer reviewers said
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it was even worse for Baycol than Dr. Farquhar. So if you
want to anal yze whether Dr. Farquhar was bi ased agai nst
Bayer, well, the evidence doesn't support that.

W're using the sane reporting ratio nethod. They
both used FDA MedWatch adverse events as the single source
of the nunerator. They used sonewhat different definitions,
which led to sonewhat disparate nunbers of events.

The Chang definition in the published article
i ncl uded not only rhabdonyol ysis, but a CPK over 10, 000.

Dr. Farquhar's search did not have the CPK limter, it was
just for rhabdomyolysis. It's simlar, but it's nore
i ncl usi ve.

So the nunber of events, if you see in the | ast
par agraph, Dr. Farquhar and Dr. Ahn pushing the button to
get the nunmber of cases came up with pretty darn simlar
nunbers for Baycol, 495 vs. 479 in the published article.

As to Lipitor, it was nore disparate, but it was
going in the sane direction. 109 according to
Dr. Farquhar's definition without the CFK 51 for -- excuse
me. The 109 cane from Chang. They found -- no, I'msorry.
109 cane from Farquhar, which favored Baycol because it |ed
to a higher reporting rate for Lipitor.

But on the prescriptions they were both using the
I NS data, that's the standard source, and they both cane

out al nost identical, the exact same nunber for Baycol and
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6 mllion off for Lipitor, over the course of several years
of marketing.

So what happens here is that Chang's Table 4 shows
t hat Baycol versus Lipitor is 4.29 over .03, which is a
reporting ratio of 143; whereas, Farquhar's reporting ratio
is 57.5 and there's a P-value that is significant.

So they used the sane net hodol ogy. Dr. Farquhar
had a slightly different case definition that captured
nore cases, but there's nothing inconsistent about these
results.

| f anything, the fact that Dr. Farquhar's ultimte
finding of the relative reporting ratio there was | ower than
what the peer-reviewed article said negates any argunent
that he concocted this in a biased effort to sink Bayer's
ship. |It's a single database. It's not a neta-analysis.
It's a peer-reviewed net hodol ogy.

Li kewi se on the free sanples. Your Honor, that's
an interesting point, but the point that again cones out in
the statistician's wash is that Lipitor is nmade by Pfizer.
They were giving out free sanples too.

During the lunch hour I Googled that and found
that they had sonething like 7.3 mllion sanples in their
first year. And | amnot going to represent that | have
preci se data for each year, but the point is that Defense

has not introduced any evidence that sanpling was
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differentially related to Baycol versus Lipitor.

Soif the INS data didn't capture sanples, then it
didn't capture Lipitor sanples either. So, again, it conmes
out in the wash. If you've got a 16 tines or a 50 tines
reporting ratio for Baycol, there's no way that that's going
to be explained by the marginal difference in how many free
sanpl es were given out by Pfizer as opposed to Bayer if, in
fact, Bayer outdid Pfizer in the free sanple departnent,
whi ch there's no evidence of.

So, again, uncertainties affect themin roughly
t he sane manner and there's no reason to throw the
analysis out. [It's been peer reviewed using identical data
sets.

Pierfitte, Bayer says that it shows w dely
di sparate reporting rates, but the authors say that the
differences remain low and reinforces the credibility of
cal cul ati ons and conparisons made in this context, in the
context of simlar drugs, simlar class.

Let's see. In the Hamlton-Craig article --
agai n, supporting from another source -- 88 per mllion
versus 2 per mllion reporting rates for a European database
where the reporting is mandatory, not voluntary. So 44
times higher. Consistent.

FDA officials have witten about the use of even

i ndi vi dual adverse event reports so nmuch that there's
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stronger evidence with denomnators. | think I'mgoing to
skip over this.

| do think that it's worth | ooking at, if Your
Honor has any interest in seeing, that there are nethods for
| ooki ng at individual case reports, which we didn't need to
do here. But if you have rechall enge evidence, which we do
have and we've submtted one, and supportive cases, even
fromsmal|l nunbers of individual events causation can be
addressed with clusters, that we have clusters of cases.

W have the baseline rate is close to zero, as |
was saying earlier, so that if you have a cluster of cases,
t hat becones nore neani ngful .

This proportional reporting rate nethodol ogy, |l
address it briefly. D. Wholm who unfortunately passed
away a couple of years ago, was a regul ator from Europe who
came to the United States and was working as the head of the
Di vi sion of Epidemology at Merck until he died in 2005 and
he authored this chapter in Dr. Strom s textbook.

Dr. Farquhar didn't nake up the proportiona
reporting ratio nmethod and, again, it's not used as a strong
foundation by Dr. Farquhar or by Plaintiffs. It's nerely
anot her consi stent piece of evidence.

The purpose of a proportional reporting rate is
that since all the events are reported for each drug in the

sane tinme franme, you're not | ooking at anything that could
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be influenced by a publicity effect or a new drug effect.

And so it canme out the sanme and there's a recent
peer-revi ewed study that we have submtted using the sane
method. Now it's been peer reviewed for another statin that
val i dates the choice to use that as one part of an overal
anal ysi s.

The Meridia case is distinguishable. There was a
PRR there, but it was the only adverse event analysis
presented, not sinply a consistent additional analysis.

The court criticized the failure to submt the raw
nunbers, which could nmake the anal ysis m sl eadi ng, but here
Dr. Farquhar has submtted the raw nunbers show ng hundreds
of cases, thousands of total adverse events in the
denom nators that nmake it transparent to the Court and the
parties as to what is being conpared and still finding that
rhabdonyol ysis was a much hi gher percentage of the total of
adverse events.

That's what proportional reporting rate does. |If
you want to see whether one drug has nore of that type of
event as a percentage of all the adverse events, it's
considered by Dr. Wholmto be acting in a fashion simlar
to relative risk. Dr. Farquhar followed that nethodology to
the letter and it's in Dr. Strom s textbook.

So, again, general causation here is based on nmany

adm ssible elenments, including clinical trials that we've
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di scussed, scientific consensus up through the |atest
publications, and epidem ol ogy studies, in addition to the
reporting ratio studies.

And | would be happy to entertain any questions if
you woul d like, Your Honor. Oherwise, |I'mhappy to sit
down al so.

THE COURT: You saw your red |ight cone on.

MR. ARBITBLIT: | should have, but --

THE COURT: It just cane on.

MR. ARBI TBLIT: Thank you. Sorry, | didn't know.
| was blocking it with ny conputer.

THE COURT: It just cane on.

MR. ARBITBLIT: M co-counsel were too polite to
tell me. Either that or they liked it. | don't know.

MR. LOCKRI DGE: Could we have ten m nutes, Your
Honor, for Dr. Austin? | know we've run over a little bit.

MR. ARBITBLIT: | would be happy to waive sone of
my time on the nuscle people if that woul d nake a

di f f erence.

MR. BECK: Your Honor, | have no objection if they
want to take ten mnutes on Dr. Austin. | would like a few
mnutes to -- just a few mnutes to respond.

THE COURT: You will have a few mnutes to
respond.

MR. BECK: Ckay.
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THE COURT: You nay.

MR. LOCKRI DGE: Thank you, Your Honor. It wll be
M . Bl ack.

MR. BLACK: Your Honor, again | prepared a
Power Poi nt, but M. Arbitblit has anticipated many of the
things I was going to address and | think if | could
approach and just give you the paper copy and call the
Court's attention to --

THE COURT: Do you have a copy for ny law clerk
t 00?

MR. BLACK: W will get a copy for your |aw clerk.
In fact, you can take this one. | can do this from nenory.

MR. BECK: Can | have one?

MR. BLACK: W do have a third copy.

Wiile we're waiting for that, this is a point that
relates to both Dr. Farquhar and Dr. Austin with regard to
the coding and interpreting, the coding of the adverse event
reporting data and Dr. Farquhar was accused of not
under st andi ng how it was coded.

Dr. Stromdidn't know how it was coded either.
Thi s prom nent pharnacoepi dem ol ogi st, the editor of the
treati se of Pharmacoepi dem ol ogy, Bayer's expert, didn't
know how the data was coded either.

As a matter of fact, he didn't know how to access

it at his deposition. He said, oh, it was very difficult to
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do that. You have to get all these -- put in a special
request and get the disks. That wasn't true. You could buy
the data for like a thousand dollars at the tine. Now you
can download it fromthe Internet for free.

Dr. Stromdidn't know how to do that, didn't know
how to access it, didn't know the begi nning of how the
coding was done. And yet he works with it because he works
t hrough assistants, just as Dr. Farquhar did. So | think
that's the reddest of herrings.

The proportional reporting ratio, M. Beck nade a
bi g deal about the fact that Dr. Austin did a proportional
reporting ratio analysis. Wll, he did, but that wasn't the
principal focus of his work and | think M. Arbitblit
expl ai ned how that was sone additional analysis we did
that -- or had the experts do that corroborates the other
wor k that they did.

The one point that | specifically want to address
about Dr. Austin relates to this accusation that he sonehow
just made up the 30 percent figure to increase the relative
risk. He didn't just nmake it up.

He expl ained very clearly in his report where the
nunber canme fromand slide 28 in the PowerPoint that |
prepared, which is | think page 14 of the handout because
there were two slides per page, explains what he did.

The effect of msclassification of the cases, the
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magni tude of that effect depends on what percentage of the
cases are msclassified and what the actual relative risk
is; and he showed that in a table in his report.

And then based on work that he had al ready done,
correcting for duration -- and Bayer doesn't dispute his
correction for duration of use. That's undisputed. He knew
al ready that Baycol was the worst of the statins. The
correction for duration, which he had done, which isn't
di sputed, established that Baycol was the worst of the
statins.

And then he had also taken a | ook at the adverse
event reporting data and that gave him sone idea for a
bal | park estimate of what the actual relative risk would be
and he used that to cone up with an estimate of 1.26 for the
multiplier. So that's 26 percent.

And then he did exactly what M. Beck says
scientists ought to do. He goes and he says, well, that's
nmy hypothesis. Now how can | corroborate that? How can
check that out?

And he says, you know, in the PacifiCare study --
we're tal king PacifiCare now, we're tal king about his
re-anal ysis of PacifiCare. He said they went and | ooked
separately at those cases that were diagnosed in a hospital
setting where you would think that the diagnosis is going to

be nore precise and accurate and so -- this was only done
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for the rhabdonyol ysis cases. This was a |limted nunber of
cases.

But he says, you know, if you conpare the
di agnosis in the hospital where it's going to be accurate,
you won't get m sdiagnosis and you conpare that to the
rhabdo cases that cane fromoutside the hospital setting,
why then you nultiply by a factor of about 16 or 17, 16 or
17, not 1.3.

And then he said, well, given that magnitude of a
correction factor, when | go and take a look at the data, it
seens very, very conservative to me to use a correction
factor of 1.3 or 30 percent.

So he tested his hypothesis. He verified it. He
had an explanation for where it canme from It was not
sonmet hi ng just plucked out of the air.

And | would only add on that that Dr. Farquhar
went and nmade the corrections that Dr. Posner, Bayer's
i n-house doctor, had suggested making and he canme up with a
hi gher correction to the PacifiCare report than Dr. Austin
di d.

Dr. Austin's corrections were conservatively | ow
and they were well explained and they certainly weren't
based on just assumng the result that he wanted and then
reaching it, and that was the one point that | wanted to

make sure that | hope |'ve clarified on Dr. Austin.
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If the Court has any questions, |'d be happy to
entertain them

THE COURT: No. Thank you.

MR. BLACK: Thank you, Your Honor.

THE COURT: Thank you.

MR. BECK: Your Honor, let me -- | want to show a
few things here, but while I'mdoing that, just on the
topics that M. Black just covered, on the coding and the
AERs he said that, well, our famous Dr. Strom who wote the
book didn't know the codings for the AER system

But, of course, our expert, Dr. Strom wasn't
trying to re-analyze the AERs and wasn't trying to do a
nmet a- anal ysis and use the AERs for purposes that they shoul d
not be used. And so he had no occasion to try to get in and
figure out what all the coding was about, unlike sonebody
who does purport to re-anal yze the AERs.

And on this adjustnent, the 30 percent adjustnent
that M. Black was just tal king about where he said it
wasn't just nmade up, it was interesting to listen to his
description of the nmethodol ogy, if he wants to call it that,
used by their wtness.

He said, well, he starts with the know edge t hat
Baycol is the nost toxic and he also can | ook at the AERs
and see a relationship there. So he's taken the AERs to

adjust data in an epidem ol ogi cal study.
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And then he says, well, he went to the
hospitalization data and he used this factor of 16 or 17
times. It so happens that that comes fromgenfibrozil. So
he's using data that conmes fromthe situation where Bayco
is used along with genfibrozil.

And then he says | kind of put all that together
and | put it on ny forehead and | say 30 percent is
conservative and that was the scientific nethodology. It
was not a conputation of any sort. It was soneone who,
according to their lawer, started with a presupposition and
then set out to prove it and cane up with a plug nunber that
sure enough proved it.

Now, Your Honor, | have a few things | do want to
cover.

On the AERs, none of the things that they showed
you says that you can use AER data to make reliable
conparative risk determnations fromone drug to another.
None of themsaid that and that's what they've used it for.

| want to look at a couple of the things that they

showed you. This is fromthe FDA. They say this is, you

know, the recent guidance fromthe FDA. In yellow is what
M. Black -- I"'msorry. | think it was M. Arbitblit.
got lost. \Wichever one -- it was M. -- whoever was

tal ki ng about the AERs. And | apol ogize. They both covered

some of the sanme stuff. M . Bl ack.
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Yellow is what he said is real inportant and he
read, "Conparisons of reporting rates" -- and this cones
fromhis slide 62 -- "Conparisons of reporting rates,
particularly across simlar products or across product
cl asses prescribed for the sane indication.” So that's what
he quoted. And then -- so he said the FDA bl esses the use
of this.

And then the FDA goes on in the green, which he
left off his slide, to say, "However, such conparisons are
subject to substantial limtations in interpretation because
of the inherent uncertainties in the nunerator and
denom nator used. As a result, FDA suggests that a
conparison of two or nore reporting rates be viewed with
extreme caution and generally considered exploratory or
hypot hesi s generating. Reporting rates can by no neans be
consi dered incidence rates for either absolute or
conpar ative purposes.”

And that's exactly what they've done by com ng
up with these relative reporting rates is they've used
it the way that the FDA has said, again, you should not use
it.

Then, Your Honor, they also showed you the Staffa
letter to the editor several tinmes and here this is -- |
just did this a second ago, but the yellow is the sentence

that this tinme it was M. Arbitblit reading.
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And he said that when we quoted the yellow
sentence we |left out sonme of the phrases in our brief and he
wanted you to | ook at the whole yell ow sentence, which says,
"The reporting rate is the nunber of fatal cases divided by
t he nunber of prescriptions dispensed and is a crude neasure
of the nunber of reports received by the FDA relative to the
extent of the use of an agent in the U S. population.”

He said it's so inportant to put that last part in
about the U S. population and then he stops. And then the
rest of the note in green says, "Ri gorous conparisons
bet ween drugs that are based on these data are not
reconmended since many factors can affect reporting and an
unknown nunber of cases may not be attributed to the drug or
reported to the FDA. Reporting rates are not incidence
rates.”

So, again, the Staffa letter has the sane
cautionary note about the use of AERs. And | should say,
Your Honor, that Staffa, as with everything el se they did,
has to do with rhabdo, not w th nyal gia.

They referred to Psaty. That's an article witten
by experts being paid by the Plaintiffs' |awers and they
repeated the Plaintiffs' |awers argunents. Again, it had
to do with rhabdo, not nyal gia.

They showed you a docunent that cane from our

files, sonmebody naned M. N encryk. Let's see here. |I'm
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messing this up. They showed a table from M. N entryk and
let me see if | can find what they showed. Here it is.
They showed you this table and said, well, the fol ks inside
Bayer did exactly the sane thing that Dr. Farquhar did.

What they didn't show you, though, is what
M. N encryk said about this kind of data, that they |ook at
it to see whether there's a signal or not to see whether it
should lead us to go out and do an epi dem ol ogi cal study.

And he cautions when he uses the data in the
appropriate way. He says the interpretation of these data
is not straightforward. Data from adverse event reporting
can be heuristic, identifying potential relationships that
shoul d require further exploration. However, estimates of
di sproportionate risk cannot directly be generated by these
reporting systens.

So of course what M. Niencryk does is he
acknow edges the limtations that the FDA keeps repeating,
exactly the opposite of what their expert did.

M. Arbitblit nentioned that | said, gee, there
are clinical trial data and then | forgot to talk about it
in ny opening renmarks. Malgia is what we're left with now
and there is clinical trial data on nyal gia.

Al'l of the statin manufacturers reported the
i nci dence of mnyalgia that occurred during the clinica

trials that led to the approval of their statins. And what
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happened was that -- and it's all in the labels for all of
the different statins.

And in terns of absolute terns, how nmany people
got nyal gia per, you know, thousand patient-years or
what ever, Baycol was the second | owest of all the statins.
And in terns of conparing it to placebo, Baycol versus
pl acebo was the second | owest of all of the statins when it
cane to nyal gi a.

And that's very inportant because the nyal gia
data -- al nost everything that was shown to you has to do
wi th rhabdo and then there was one little part where
M. Arbitblit showed sone data that had to do with nyal gia.

Al of that data was Baycol versus placebo. None
of it, not one speck of the data that he showed you was
Baycol versus other statins. Not one speck of data that he
showed you or that's been identified by their experts says
that there's any difference in terns of the reported nyalgia
from Baycol versus other statins.

And there's no study saying that there's a
statistically significant difference betwen Baycol and
other statins when it conmes to what we're concerned about
with the remaining 1,700 cases, not rhabdo, but nyal gia.

And he had slide 21, M. Arbitblit, talking about
nmyal gi a and the | anguage that he kind of gl ossed over that

was on his slide said, quote, no data on the |ong-term group
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with regard to nyalgia is noted. So once again we get back
to rhabdo, not nyalgia, and again true in every single
article that they showed you.

M. Ismail will discuss later this afternoon the
mechani sm questi on about whether this is all part of one
conti nuum and how the argunment they're nmaking this norning
contrasts with what they're saying in connection with sone
of their other experts.

Lastly, Your Honor, on PacifiCare, there was no --
they say the Posner recommended analysis. Dr. Posner of
Bayer did not reconmend the anal yses that were done by their
pai d experts here years later. He did not suggest those
cal cul ati ons.

But what was interesting to ne was they then segue
fromthe PacifiCare to Graham and Cziraky and a whol e series
of other publications. And again, Your Honor, every single
one of those had to do with rhabdo. None of them had to do

with nmyalgia, which, as | said, was true for all of their

articles.
Thank you for your indul gence here, Your Honor.
MR. ARBITBLIT: My | have one nonent, Your Honor?
THE COURT: [|'Ill give you one m nute.
MR. ARBITBLIT: Can | just use this? |Is that
possi bl e?

THE COURT:  Yes.

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

100

MR. ARBITBLIT: Do | have to plug sonmething in or
do | have to push a button or call sonmeone that knows?

MR. BECK: This counts against his time, right?

THE COURT: It does.

MR. ARBITBLIT: Phil, do you know how to do it?

MR. BECK: Yeah, | do. Dennis.

MR. ARBITBLIT: | just wanted to point out, Your
Honor, that sonething | nentioned but didn't have tine to
show during the presentation was, in fact, nyalgia in
Dr. Farquhar's analysis. These are the adverse event data,
but what he did was ook at -- let ne nake sure | have got
that --

THE COURT: You can touch the screen. |It's a John
Madden screen. No, not that screen, but the nonitor.

MR. ARBITBLIT: Thank you. | wanted to nake sure
that the heading is correctly shown here. This is for
nyal gi a al one using the sane nethodol ogy with the caveats,
and | think I was careful to say that the caveats do apply,
but that the rates are so nmuch higher that other
expl anations are not |ikely.

And what you see is that for every statin,
including Lipitor, the one marketed closest in tinme, the INS
data relative reporting ratio for nyalgia was statistically
significantly greater at rates of 8, 7 tines, 27 tines,

9 tinmes, 10.7 tines, and a total of 8.5 for all statins the
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myal gia rate was higher. | did nention that, but | didn't
have a chance to show this docunment that's attached as
Exhibit 9 -- Exhibit 8-B to Dr. Farquhar's suppl enent a
rebuttal report.

Yes, over tine it becane apparent that nyal gia was

going to be a focus and so he said, well, since Dr. Strom
mentions nyalgia, | will go ook at the data and see. Let
the chips fall where they may. | wll just use that term

will tell Dr. Ahn on the sanme study using nyal gia, and
that's what it showed.

And as far as the clinical trial data, | didn't
gl oss over anything. They just didn't add anything to the
data fromthose |l ong-term studi es, Your Honor. So the
short-term studi es give everything they have.

Thank you, Your Honor. | appreciate it.

THE COURT: Al right. Wat's up next?

MR. ISMAIL: Your Honor, we have a collection of
argunents based on five experts all geared to the nuscle
infjury. W would |ike to take a break now. These are
experts Boult, Mayer, Richman, Zizic, and Carlson that I
would like to address for efficiency purposes in one
ar gunent .

THE COURT: M. Ismail, you're tal king about,
what , an hour?

MR. | SNVAI L: Yes.
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THE COURT: And response on that is going to be
what ?

MR. HOPPER: Your Honor, as M. Beck tal ked about
or at least we did with Katie earlier, | have to | eave here
to catch a plane at 5:00. M. Arbitblit was going to go
first on Dr. Richman after Tarek finishes and then if | can
go again, if that's fine with you.

MR. I SMAIL: Sure.

MR. HOPPER: If that's acceptable to the Court.

THE COURT: How rmuch tine?

MR. HOPPER: | need about 20 m nutes for each of
t hose at the nost.

MR. LOCKRIDGE: W would |ike about an hour and a

half, I think, if we can, to respond to all of their
experts -- all of their notions on the nuscles, if we may,
Your Honor .

MR. BECK: Your Honor, we have a few other
motions. |If they take nore tine than we do, | don't know
if we are going to get through all the other ones today.

MR. LOCKRI DGE: M expert just told ne an hour is
fine anyway, Your Honor. So | guess we can live with an
hour, Phil .

MR. HOPPER: You are taking an hour and a hal f?

MR. ISMAIL: | amtaking one hour for five

noti ons.
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MR. HOPPER: W' Ill take one hour, Your Honor.

THE COURT: Do we need to break now?

COURT REPORTER: Yes.

THE COURT: The boss says yes. W'I| take a
15-m nut e break.

(Recess taken at 2:35 p.m)
* * * * *
(2:50 p.m)
I N OPEN COURT

THE COURT: First off, congratul ati ons, Counsel,
for being nanmed in the top 40 under 40.

MR. ISMAIL: Thank you, Your Honor. That's all |
want ed to address today. Thank you.

Good afternoon, Your Honor. As | indicated before
the break, | did want to take as a group the five experts
and our related notions relating to nuscle issues. As you
saw fromthe briefing, there's considerable overlap both in
the argunment and the scientific data relied upon in support.
So rather than repeat it five tines, | thought we could do
it all at once. And the experts again are Drs. Mayer,

Ri chman, Boult, Carlson, and Zi zic.

And what | want to address collectively is their
opi ni on, which each give as their own opinion, that Bayco
is the nost toxic statin but not repeating the discussion

we've had today, their opinions as to a statin nyopathy that
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is permanent that does not resolve upon discontinuation of
the nedicine, and lastly their opinions regarding the
appropri ate net hodol ogy by which you can di agnose a statin
myopat hy.

And if | have tinme at the end, | may -- there's a
coupl e of straggler issues as to unique experts, and if |
can get to those | will. Oherwise |I'mhappy to rest on the
papers for those issues.

As | indicated, each of the experts that | just
menti oned opine as their own opinion that Baycol was the
nost toxic statin. And whatever the Court resolves with
regard to the appropriateness or not of adverse event data
for that conparison, none of these experts by their own
qualifications and experience pass Daubert nuster to give
that opinion in their own right.

And M. Arbitblit and M. Black to sone extent
gave a lengthy presentation of their view of the evidence on
the conparative safety issue. None of that, other than the
adverse event data, is relied upon by these five nuscle
experts.

And I'mgoing to play, Your Honor, just straight
t hrough sone deposition testinony fromDr. R chman, Boult,
and Carl son which shows the limted basis upon which these
experts rely to give their opinion on Baycol.

"Are you aware of any data supporting the concl usion
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t hat Baycol had a higher risk of nyotoxicity other than
spont aneous adverse event data?"
MR. ISMAIL: This is Dr. R chman, Your Honor.

"No, I'mnot.

"Your opinion regarding the conparative nuscle toxicity
of Baycol versus the other statins is based entirely upon
reporting rates of adverse events, correct, postmarket?

"Yes."

MR. ISMAIL: Dr. Carlson.

"Qther than the nedical articles that you cite in
paragraph 8 and paragraph 46, do you have any ot her basis
for the opinions that you set forth concerning the relative
toxicity of Baycol versus other statins?

"Let me see which -- these are representative of the
papers that | would have read that indicate a higher
i nci dence of myopathol ogy in Baycol treated patients.

"Ckay. Do you know that nany of these -- well, do you
understand that all of these references in paragraph 8 and
paragraph 46 are all based on anal yses of spontaneous
post mar keti ng adverse event reports?

"Yes, | am

"You do understand that?

"Yes."

MR. ISMAIL: So what we have, Your Honor, is a

group of experts that relied not upon the data that you
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heard today presented by the attorneys, but rather solely on
or in substantial part upon the spontaneous adverse event
dat a.

| don't want to repeat our position on the
unreliability of that data, but a threshold question under
Daubert is one of qualifications and experience. An expert
must pass that hurdl e before questions of reliability and
rel evance get addressed.

And here none of these experts have in their
prof essi onal or academ c experience the qualifications that
would allow themto utilize this data to give a conparative
saf ety opinion.

Dr. Zizic is a rheumatologist. Dr. Mayer is a
physi cal rehabilitation nedicine specialist. Dr. Rchman is
a neurologist. Dr. Boult is a geriatrician. Dr. Carlson is
a doctor specializing in physiology.

None have done any research on statins. None have
ever witten or studied or published in the area of
conparative drug safety. None are epi dem ol ogi sts or
bi ostatisticians. And each have a | ack of professional
expertise utilizing this data.

First this is Dr. Mayer, one of the experts
subject to our notion, and this is his testinony as to his
experi ence.

"Have you ever nade any analysis into spontaneous
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adverse event reports associated with prescription drugs?

"That's a role of the FDA to do. That's not -- |'m not
an FDA officer, obviously.

"I's the answer to ny question, no, you have not ?

"No, | have not."

MR. ISMAIL: Again Dr. Mayer.

"Wul d you agree that there are a nunber of potenti al
bi ases that inpact the relative reporting rates of
spont aneous adverse events?

"Yes.

"Have you made any effort to assess the relative
reporting rate of spontaneous adverse events with statins by
controlling for biases that are part of the data?

" No.

"Have you in any context for any drug nade any
i nvestigation into biases that affect adverse event
reporting?

" No.

"Have you done a literature review, either in this case
or for any other exercise, to determ ne what others have
sai d about biases in spontaneous adverse event reporting?

"I have read comrentaries and editorials, et cetera,
about cerivastatin, but in terns of doing a formal review,
no.

"Are you aware of any guidelines the FDA has put out
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regar di ng whet her spont aneous adverse event data can be used
to show the relative safety profile of drugs?

"I'"'mnot aware of that.

"Prior to your expert report in this case, have you ever
witten a safety assessnent of a drug based on its
spont aneous adverse event rate?

"No. "

MR. ISMAIL: Your Honor, we went through the
caveats docunment and the Plaintiffs reference sone
gui delines of the FDA and the proper use of this data, and
we have debat ed today whet her those guidelines and caveats
preclude or not the use of the data.

But here we have an expert who bases his opinion
on that data and is not even aware of the guidelines put
forth by the FDA or the debate that we have al ready had
today regarding the FDA's commentaries about how to use its
own dat a.

Dr. Richman has simlar gaps in his professiona
experience. This is his testinony.

"M/ question was: You are not an expert in how to use
the FDA' s adverse event database to conpare the safety of
drugs in a class, correct?

"I think I'"ma reasonable expert for this.

"You' ve never done it before, have you, Doctor?

"No. "
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MR. ISMAIL: So here we have a doctor who has
never done the analysis that he did in this litigation and
he considers hinself expert enough to do the anal ysis.

And the case | aw has commented on this question of
qual i fications, that the court need not accept an expert's
say-so that he is qualified to do an analysis for the
purposes of litigation and instead the case |law requires the
court and the parties to go further and see whether, in
fact, the expert does have a background that is rel evant.

And the cases tal k about does an expert -- is his
opinion in litigation a natural progression or outgrowh of
the work that he or she has done outside the litigation, is
he doi ng outside the courtroom what he purports to be an
expert in inside the courtroom

And Dr. Richman wants the Court to accept him as
an expert in epidem ol ogy and conparative safety anal yses,
but by his own adm ssion he's never done it before being
retained as an expert in this case.

One nore clip fromDr. R chman on the sanme point,
Your Honor .

"How did Dr. Staffa cal cul ate the nunber of cases of
fatal rhabdonyol ysis?

"From the adverse event reporting nmechanism

"Do you know what the general scientifically accepted

met hodol ogy is for using the FDA' s spontaneous database to
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make conpari sons between drugs in a class?
"This would seemto be a very good one.
"Is that the first one you' ve read?
"Yes.
"Have you ever read a text on pharmacoepi dem ol ogy?
"No, | haven't."

MR. ISMAIL: Again, Your Honor, we have an expert
who wants to rely for his opinion on Dr. Staffa's letter and
he wants to give the opinion that it's a good analysis for
t he purposes of conparative safety determ nations and yet,
as you just saw, that's the first one he's ever read before.

He does not have the qualifications to enable him
just as the other muscle experts do not have the
pr of essi onal experience that enable them to nake
conpari sons between Baycol and the rest of the statin class.

And the Plaintiffs' response to this -- and let ne
show, Your Honor, the opposition on Dr. Carlson's notion.

So this is the Plaintiffs' nmenorandumin opposition to our
notion on Dr. Carl son.

And on this question of Dr. Carlson's |ack of
expertise they wite, No one can be an expert in all areas.
Such a rule would ignore the nodern realities of nedical
speci al i zation, quoting from cases that have been cited by
both parties in this case.

And continuing on to the next paragraph, they go
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on to describe how, gee, in nedical science doctors and
scientists often collaborate to reach a sort of joint effort
with respect to conclusions that they're comng to in their
research.

And we agree that w tnesses cannot be expected to
be experts in everything, but the consequence of that is not
to excuse their lack of experience on the question of
qgqualifications.

The Steering Conmttee wants to take Dr. Carlson's
and Dr. Mayer's and Dr. Richman's | ack of expertise as an
excuse for their lack of qualifications under Daubert. The
cases that they're citing here excluded the testinony of the
experts because they were not qualified.

So to say that, gee whiz, you can't expect
everyone to be an expert in everything, that is true, but
t he consequence is not that therefore we don't examne their
qualifications. The consequence is that the opinions and
the experts are excluded as to those issues in which they're
not qualified to render opinions.

And that is the fundanental disagreenent here as
to these experts who admttedly do not bring to this
courtroom their professional and academ c expertise on the
question of conparative drug safety, but instead want to do
it here for the first tine.

And just briefly, Your Honor, Drs. Mayer and
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Zizic, two other experts on this conparative safety, in
addition to relying upon the adverse event data purported to
gi ve an opi nion on pharmacol ogy.

And just to refer the Court here to testinony that
we cited in our brief, this is Dr. Mayer's deposition and --
Dr. Mayer in his deposition and | believe in his report, if
you | ook there, beginning at |ine 15.

"You pointed ne to, for exanple, bioavailability as
support for the testinony that Baycol was nore dangerous,
correct?

"Yes.

"You're not aware of any study nmaking that connecti on,
correct ?"

He goes on to say, "I said | couldn't cite a specific
study meki ng that connection because that's not ny area of
expertise that | focused on in ny review for this report.”

And then continuing on, we get to the nub of it
with Dr. Mayer at page 263, |ine 10.

"Is it fair to say, Dr. Mayer, that you are not
qualified to give statenents about conparative safety based
upon a drug's bioavailability?

"That is fair to say."

So here we have a witness who by his own adm ssion
is not qualified on his own expertise to give an opinion

about conparative safety based on pharnacol ogy grounds, just
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as he is not qualified on adverse event grounds to give
conparative safety opinions.

Dr. Zizic, and | won't take the tine here to show
the testinony, but there's a | engthy passage which we cite
in our papers in which he disclains prior experience as a
phar macol ogi st, prior research or publications on statin
phar macol ogy.

And, again, he doesn't cone here as an expert in
phar macol ogy. He's a rheumatol ogist. And he cannot
bootstrap his opinion on conparative drug safety by for the
first time in this court becom ng an expert in pharmnmacol ogy
and rendering opinions that he say support his fundanental
opi nion that Baycol is the nost toxic statin.

Now, Your Honor, | wanted to turn to the second
topic, unless the Court had areas you wanted ne to address
there --

THE COURT: (o ahead.

MR. ISMAIL: -- and that is this question of
per manent injury.

And I"msort of in an odd situation here because
M. Arbitblit about an hour ago stood here and said we're
not claimng in this litigation that a patient can have -- a
patient who does not have a denonstrated increase in CK can
have a permanent nuscle related injury.

And that is contrary to a vigorous debate in the
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papers that had been submtted to this Court under the
Daubert anal ysis and what their own experts have said in
their depositions and reports thensel ves.

And so the question is: |Is there a pernmanent
myopat hy in which a patient can have nuscl e synptons persi st
after discontinuation of the statin even in the absence of
an el evated CK?

And on that question, Your Honor, here we are
t hrough Phase -- or in the mddle of Phase Il and IV in
di scovery where we're getting case-specific expert reports.
W have patients today in this MDL claimng that they've
never had rhabdonyol ysis, they don't have an el evated CK
and they're claimng in 2006 and 2007 a permanent injury.
And so -- Baycol has been off the market for five years.

And so what we have is a concession, so to speak,
fromthe Plaintiffs that we're not claimng that those
injuries exist and yet we have experts in this case,
including the experts the PSC has brought, claimng that
there is this permanent class of nyopathy for patients who
do not have an el evated CK

So | don't want to convince the Plaintiffs that
they're advancing a position that they're really not and |I'm
not trying to create an opinion that they're disclaimng
here before the Court, but we're here on an NDL-w de Daubert

analysis and we're mndful of the fact that these cases may
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be remanded for trial and we have expert reports and expert
depositions fromthese five individuals who are describing a
permanent injury even in the absence of an el evated CK

And so what we think is appropriate to address
here, notw thstanding the comment this norning or this
afternoon, is to show the Court that there is no basis in
science for an opinion that there's this permanent injury
absent an el evated CK

And just to go to the point that | was naking,
Your Honor, their own experts comment -- this is
Dr. Richman.

"If a patient presents to you with normal CK and
conpl ai nts of nuscle pain and weakness and they're al so
taking a statin, okay, and you renove the statin and the
pai n and weakness do not go away, does that tell you
anyt hi ng about the likelihood that the statin is causing the
patient's nuscl e problens?"

Dr. R chman says, "No."

And there's other exanples in reports and in the
briefing here that the Plaintiffs have submtted that
they' re holding out hope that there's this type of disease
that's a statin nyopathy that does not involve an el evation
of CK that can be permanent after discontinuation of the
statin. And that's what we're attacking here on Daubert

grounds. It is that opinion that we're seeking to exclude
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as unreliable and not recogni zed in nedical science.

And | have other exanples | was just jotting down
while Plaintiffs were finishing their discussion of
Dr. Farquhar. It's in their opposition to Drs. Boult,
Mayer, Dr. Richman where they have briefed before this Court
that there is a permanent statin nyopathy, not a pernmanent
rhabdonyol ysis. They specifically want this Court to accept
that there's a permanent statin nyopathy, and that is what
we're attacking here.

And | would like to begin, Your Honor, with a
di scussion of the Leathers case, which is what was briefly
mentioned this afternoon by counsel. Your Honor, we have --
this is a case that canme up out of the Northern D strict of
Georgia in 2006. It is a claimby a forner Lipitor patient
for a permanent nyopathy in the absence of elevated CK

So it's the sane class of drugs, it's the sane
alleged injury, and it's the sanme notion that we have
brought here and that opinion was chal | enged under Daubert
grounds by the manufacturer of Lipitor in that case.

And the Plaintiffs have tried to distinguish the
Leat hers case under various grounds and this is their
opposition to Dr. Zizic -- excuse nme -- their opposition to
our nmotion on Dr. Zizic.

And 1'mgoing to go through each of these

purported areas to distinguish the Leathers case, but none
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of themis what counsel said this afternoon is the principal
di stinguishing feature and that is sonehow the plaintiff in
Leathers was alleging an injury that they're not alleging

here. That's not what they told the Court in their papers.

So I'll be addressing what they actually submtted

here and what their experts have said to make sure that in
this IVDL-w de Daubert proceeding we do get what we believe
is the focus on this statin -- permanent statin injury that
they' ve alleged up until today.

And what they alleged here to distinguish the
Leat hers case, first of all, they say the court in Leathers
found the expert was not qualified. That's one of their
points to distinguish the Leathers case.

And to the contrary, the court in Leathers
found -- although the court had reservations about the
plaintiff's expert there, the court specifically found the
expert at issue in the Leathers case was qualified on the
area of nyopathy and permanent injury.

So the first point to distinguish Leathers is not
true, that the Leathers court did accept that expert as
qualified.

The second ground that they've raised to
di stinguish Leathers is that the plaintiff there did not
address general causation, and that also is not true. The

court found that the expert submtted articles and argunent

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

173

in support of his specific causation opinion and the court
took that reasoning as their support for general causation.
So the court specifically addressed general causation in the
context of a proffered opinion, which is exactly what we're
seeking to have this Court do here.

Now, the third ground that they have brought or
have alleged to distinguish Leathers is that the
manuf acturer of Lipitor has not challenged -- has chall enged
general causation; whereas, Bayer has not. And that also is
not true.

And in the Leathers case the court noted
defendants freely admt that physicians have | ong been aware
of certain nuscle related adverse events that have been
associated with statin drugs, quoting fromthe defendant's
subm ssions to that court.

So there is no difference because it has | ong been
the case, as Bayer has |ong recogni zed and warned of, that
certain nmuscle rel ated adverse events have been reported and
are associated with all statins, including Baycol.

There's no point of disagreenent or distinction
bet ween what Bayer has conceded, if you want to use that
term and what the manufacturer of Lipitor did in the
Leat hers case.

And the last point that they nmade to distinguish

Leathers is that, well, that drug -- that case involved
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Lipitor, this case involves Baycol, and you shoul d disregard
t he Leat hers opinion because of that sinple distinction.

Your Honor, that's also a false distinction and
the reason is this. Each of these experts that 1'll be
tal king about relies on non-Baycol statin literature in

support of their permanent nyopathy opi nion.

There's the Phillips article. 1'll be getting to
each of these articles in detail, but they are in every one
of the briefs. Your Honor has seen them Philli ps,

Hi | debrand, Argov, all these literature that they say
support their Baycol opinion is based in whole or in part on
ot her statin research.

And their clinical experience that they keep
tal king about in support of their notions, very few of them
and sonme of them had no experience with Baycol -i nduced
rhabdonyol ysis, but they had experience with other
statin-induced rhabdonyol ysi s.

So the PSC cannot have it both ways. They cannot
cite to this Court non-Baycol statin literature in support
of the permanency opinion and at the sane tine say this
Court should ignore Leathers because it involved a
non- Baycol statin. Either the research is supportive
because the opinion is the sane or it's not.

And so they bring to this Court these non-Baycol

medi cal articles but want this Court to ignore the
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non- Baycol case law, and we believe that is just an
illogical and unsupported position to take.

So now that | have gone through the areas that |
found that they have tried to distinguish Leathers, the
hol di ng which the court reached in the Leathers case is
aptly stated in this called-out section of the opinion:

The statin side effect recognized in the nedical
community is a tenporary one that ends when the patient
stops taking the drug. Plaintiff attenpts to extrapol ate
this tenporary side effect to establish general causation of
a nuch nore serious, permanent ill ness.

That is the holding of this court after it went
t hrough the purported scientific support for the plaintiff's
general causation and specific causation opinion in the
Leat hers case.

W understand that the Leathers case is a district
court holding not binding here, but I wll go through, Your
Honor, why we believe that opinion is correct and the
simlarities between the evidence presented here and that
which was at issue in the Leathers court.

Baycol , Your Honor, was a nedicine that was used
by sone 6 mllion patients worldw de. The Plaintiffs have
not cited to this Court a single report of a pernmanent
muscle injury froma patient who did not have an el evated CK

or other objective indicia of serious nuscle di sease, none,
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not a report in a clinical trial, not a report of a patient
in an epidem ol ogi cal study, not one of these adverse event
reports that they have relied upon to such great extent in
this litigation.

Nor have they cited any such report for any of the
other statins either, and that's -- those are a class of
nmedi ci nes that have been used by greatly in excess of
6 mllion patients worldw de and yet there is no report of
such a patient in the nedical literature.

And it's not just our say-so, Your Honor. This
is what their own experts have admtted. First is
Dr. Carlson.

"Are you aware of any case reports that docunent a
muscl e function inpairnent nore than six nonths after the
acute statin-induced injury has resol ved?

"Most of them have been nore short termin terns of the
franme of reference. And, again, | don't know whether these
reports would indicate that conplete resolution has occurred
or if they just didn't go any further.

"Ckay. So are you aware of any studies that docunent
i npai rment of nuscle function after statin-associated injury
greater than six nonths after discontinuation?

"No, if you use the six nonths, |I'mnot aware of any."

MR. ISMAIL: Dr. R chman.

"Are you aware, sir, of a single article describing a
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patient having normal CK and have mnuscl e synptons persi st
foll owi ng discontinuation of the statin?

"Not that | can come up with right now, but it doesn't
seem as an inpossibility.

"Are you aware of a single article describing the
possibility that a patient with normal CK can have nuscl e

pai n or weakness persist follow ng discontinuation of the

statin?
"No, I"mnot aware of any article that does that --
"Have you --

-- that states that. But in terns of nmy own opinion,
| could conceive of circunstances where it would be a very
significant possibility.

"Have you ever treated a patient in your clinica
practi ce who had normal CK and had nuscl e synptons persi st
foll owi ng discontinuation of the statin?

"l actually want to go back just one second. | nean, it
relates to sort of the very first things we tal ked about in
ny testinony, that the CK | evel depends on the timng, of
course, and that's always the proviso that |, you know,
would want to put in there. But in terns of a patient that
|'ve taken care of that was taking statins, had nuscle
synptons, normal CK, and then the statin was discontinued
and the synptons continued, no, | haven't treated a patient

like that."
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MR. ISMAIL: Dr. Mayer

"Are you aware of any nedical literature that would
support the notion that in patients with normal CK during
the statin use, that nuscle synptons can persist follow ng
di sconti nuation of the statin?

"I"'mnot aware of any literature that states that."

"Now, Dr. Mayer, are you aware of any nedi cal research
that woul d support the notion that a patient with normal CK
can have nuscle synptons persist after the discontinuation
of a statin?

"I don't know that anybody has studied that at this
poi nt .

"So you're not aware of any such research?

"That's correct."

MR. ISMAIL: | want to show now, Your Honor, to
show t he j uxtapose, what was at issue in Leathers to what
the Plaintiffs' own experts have testified here.

So this is Dr. Mayer's testinony that | just
showed you the video clip of, Your Honor, and the question
was aware of any nedical research that woul d support the
notion that normal CK -- a patient with normal CK can have
muscl e synptons persist. And the question had to do with
statins in general, that there's no statin related research,
| et al one Baycol specific research, on this point. And he

acknow edges that there is no such nedical research out
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t here.

If I can manage to do this, Your Honor, | want to
put to that side Dr. Mayer -- and you saw simlar citations
fromthe other experts | just showed you -- with the opinion
in Leathers.

So this is the district court's opinion in the
Leathers case and the district court is citing Dr. Firth
the expert who was at issue in that case and giving the sane
opinion that we're seeking to exclude in this litigation.
And what was significant to the Leathers court is remarkably
simlar testinony to what Dr. Mayer and Dr. R chman and
Dr. Carlson just gave.

"Are you aware of any peer review studies or reports
that would show with any kind of statistical reliance that
peopl e who take Lipitor who have no CPK el evati ons and have
nmuscl e pain and weakness have a continuing disability --

" No.

"-- for nyopathy after, you know, nonths or years?

"I'"ve seen no studies that address that."

This is the basis for the district court's
exclusion of this opinion in Leathers. And, of course,
Dr. Mayer gave remarkably simlar testinony here, as did the
testinmony of the other experts | just showed you.

So we have as a basic proposition the Plaintiffs’

own experts acknow edgi ng an absence of nedical research or
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literature in support of this nyopathy permanent injury
opi ni on.

So each expert has gone out and has pulled up
medi cal articles that they say are support for the pernanent
injury hypothesis and each of the articles -- experts rely
on an article by Dr. Phillips, who at one tinme was a
Plaintiffs' expert in this litigation and was dropped before
his deposition. But for the purposes of this permanency
opi nion, they tal ked about this article as support for this
idea of a permanent injury.

And what Dr. Phillips actually says -- back up one
second. This is a case study of four patients, only one of
whom had ever taken Baycol. So then going back to ny
comment about it's a false distinction with the Leathers
case to say that, gee, that involved Lipitor and here we're
tal ki ng about Baycol, they're relying on the Phillips
article even though nost of the patients there were not
t aki ng Baycol .

But in any event, so we had four case reports,
case studies in the Phillips article and there was no
el evation of CK. And Dr. Phillips said, well, these
patients had subjective reports of pain and weakness and |
bi opsied themand | found sone objective evidence of
myopat hy.

But as to this question of permanency,
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Dr. Phillips noted these patients -- these synptons
nornmal i zed when the patients received a placebo and the
pat hol ogi ¢ abnornmality, so the biopsy study, reversed upon
di scontinuation of statin therapy.

So here we have one of the articles they're
relying upon where in point of fact every one of the
patients had their synptons resol ve upon discontinuation
of the statin.

The Hil debrand article, which at first was an
abstract when we deposed all these individuals a couple of
years ago and has since been published as an article, the
Court has been provided by both sides the actual final
article.

Hi | debrand was a study of 45 patients, again, the
majority of whom never took Baycol but other statins, but
neverthel ess they rely upon it for their permanency opinion
in this case.

In Hi |l debrand, of the 45 patients studied,
patients with statin-associ ated nyopat hy experi enced
full resolution of nuscle pain on cessation of statin
t her apy.

And Dr. Zizic, one of the experts of the
Plaintiffs here, admtted as nmuch in his deposition. That
(indicating) is not Dr. Zizic's deposition, but that

(i ndicating) is.
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So down here he is asked, "So, again" -- and this
is after sonme questioning where Dr. Zizic identifies the
Hi | debrand study as support for the pernmanent mnyopathy

t heory.

"So, again, Hildebrand, because we do not know, provides

no evidence that you can have prolonged statin therapy
| eadi ng to permanent nuscl e danage or progressive nyopathy
in patients with normal creatine kinase |evel s?"

| apol ogi ze, Your Honor, | lost -- oh, there it

"THE WTNESS: Correct."”

So there's the answer to the question | just
showed. Dr. Zizic acknow edges that the Hi| debrand study
does not support the permanent nyopathy theory for patients
who do not have a denonstrated el evation in CK

The Engl and study, which is another piece of
literature each of their experts relies upon, it's, as you
can see fromthe title, the study of Zocor and Pravachol,
agai n non-Baycol statins -- and these are 15 patients -- a
study of their clains of nuscle pain and weakness.

And as to these patients, all synptons and signs
resol ved on cessation of the drugs and then reoccurred in
patients who were rechal | enged, which neans the synptons
canme back when they were again given the statin.

And this is the material that they cite in their
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reports and their depositions in support of the pernmanent
myopat hy theory and what | want to show, Your Honor -- so we
have seen three exanples of literature that they are relying
upon in which, contrary to the assertions of the Plaintiffs
and their experts, every single patient had a resol ution of
synptons after they were renoved fromthe nedicine.

And so going back to the Leathers case, so here is
the court's analysis in Leathers. So the court is now
anal yzing the nedical articles submtted in support of the
per manent nyopathy theory and the court notes, well, in the
very articles that you're submtting here in support of your
opi nions we see things |like synptons resolve conpletely upon
statin discontinuation or repeated nuscle biopsy perforned
three nonths after discontinuation of statin therapy
reveal ed conplete resol ution.

And interestingly here, Your Honor, the court is
tal king about the Phillips article. You can see that by
actually going to Phillips itself. So here the court is
saying in the very articles you're citing here, all the
patients resol ved.

And if you |l ook at the quotes, interestingly, the
court is talking about Dr. Phillips' observation of his own
patients. So here we have the patient's nuscle synptons and
hi p weakness inproved three nonths after she discontinued

statin therapy, repeated nuscle biopsy perforned three
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mont hs after discontinuation of statin therapy reveal ed
conpl ete resolution of the abnormal 1ipid stores.

Each of these patients studied in the Phillips
report had conplete resolution of the statin nyopathy, the
very sane observations the Leathers court found in support
of its opinion to preclude the opinion.

And the PSC s response to all of this is, well,
gee, the Phillips article and the Hildebrand article and al
the other citations that we have in support of our theory,
even though all the patients resolved, had their synptons
resolve, it's actually not inconsistent with our theory for
vari ous reasons.

And so here (indicating) this is | believe
Dr. Boult's opposition and he is tal king about the
H | debrand article, which we just showed. There's nothing
in this report to contradict Dr. Boult's opinion.

The PSC has -- the burden here is upside down.
They' ve cited these articles in support of the pernmanent
myopat hy opi ni on and none of them not one, did the patients
have a permanent nyopat hy.

And they say, well, we can distinguish our own
articles and say that it's not fatal to our opinion, but
that's beside the point because they have the burden to
support their theory here.

And the fact that every single patient in these
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articles who had normal CK had a resolution of the synptons
is fatal to their claimthat there's a reliable basis in
medi cal science in support of a permanent myopathy theory,
the sanme way the Leathers court found simlar adm ssions in
the articles there to be supportive of the preclusion of the
opi ni on.

Since the depositions were taken, Your Honor,
addi tional articles have conme out. The PSC has descri bed
themin their briefs. ['ll note that none of their experts
subm tted suppl enental declarations relying upon these
articles.

And if these new articles really were the saving
grace for their opinions here, one mght expect that we
woul d see a suppl enental expert report relying on these
medi cal articles.

And the reason why we don't is because they're
just like all the others with respect to this pernmanent
myopat hy and, in fact, none of them support the theory
that's advanced.

In the interest of time | will just show a couple
of them One of themis this article called -- witten by a
Dr. Dobkin. This is an article that apparently cane out
after their experts were deposed and submtted reports. And
this is a study of 18 patients. None were taking Baycol.

And each of their -- and, again, these are articles they
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identify as support for their permanent myopathy opinion.

By three nonths off statin all -- they're talking
about all 18 patients -- recovered 5/5, which is the
measurenment of strength there in that case. By three nonths
off statin all recovered 5/5 proximal strength, again noting
that each of the patients in that study fully recovered from
the statin -- the alleged statin nyopat hy.

And |'m not going to go now, Your Honor, to each
of these articles. W've distinguished themin our papers.
Actual Iy not even distinguished them W enbrace themin
our papers because the patients there did not suffer
per manent nyopat hy, those who had nornmal CK or other --
absent other indicia, objective indicia, of a nmuscle injury.

So here we don't have any clinical data in
support. The very research they cite to this Court
denonstrates the opposite of the conclusion they want the
Court to reach. And their experts have admtted that they
haven't found such a patient in the nmedical literature that
they' re advancing as a theory in this case.

And for all those reasons we believe the
Leat hers court got it right and for reasons that are
remarkably simlar to the way the record has devel oped in
this case.

Your Honor, | wanted to turn to the third topic,

whi ch was the question of diagnosis, absent any issues you
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wanted to ne to address on --

THE COURT: (o ahead.

MR. ISMAIL: -- the permanency.

Several of the Plaintiffs' experts have given
opinions in the context of general causation on what it
woul d take to diagnose a statin-induced nyopathy, and | want
to take these together because | believe they suffer from
t he sane net hodol ogi cal flaws anbngst them

And |'mtal king now about Dr. Richman's
retrospective diagnosis opinion, Dr. Boult's clinica
criteria that he outlined in his expert report for how to
di agnose a mnyopat hy.

And it applies to the other experts as well to the
extent Dr. Carlson and Dr. Zizic, they hint at a diagnostic
criteria, although they don't spell it out in their reports
like the others do, but the opinion, whether shared by al
of themor not, is what we're seeking to exclude here under
Daubert .

All the studies that they have tal ked about, the
Phillips, the H|debrand, the Dobkin, begin as their
starting point an affirmative diagnosis of nyopathy. Al
those studies begin with sonme cont enporaneous objective
i ndi cia of nyopathy, not vague reports of aches and pains
anal yzed nonths later. W're tal king CPK el evations, EMNGs,

el ectronyograns, nuscle biopsy, quantitative strength
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testing, objective criteria to diagnose a nyopat hy.

And that's what the nedical profession has

identified as the only reliable basis upon which to diagnose

a statin-induced nyopathy. A couple of the experts have
come up with alternatives.

This is Dr. Boult, his expert report. So up here
in his expert report he acknow edges that typically there's
objective indicia of nyopathy, CK increase or ENMG the
el ectronyogram or abnormal biopsy results.

But then he goes on in his report to say even
W t hout these objective findings, the presence of noderate
cerivastatin-i nduced nyopathy can be deduced in persons
meeting three clinical criteria.

So we are now deduci ng a nyopathy after the fact
absent objective evidence that a nyopathy actually exists
and we're tal king about subjective reports of pain or
weakness, a tenporal association. And this third point is
interesting in light of counsel's coment this afternoon.

So the predicate here, we have patients who have
no objective evidence of a nyopathy and Dr. Boult is saying,
well, you can still diagnose a statin nyopathy if you can
show these three factors.

The third one is the synptons either dimnish or
persist. So we have patients who don't have a denonstrated

el evation of CK and Dr. Boult is saying you can stil
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di agnose a nyopathy even if the synptons persist, which is
not what | heard fromcounsel this afternoon as to what
they're claimng in this MDL, but instead is what Dr. Boult
is asserting is a diagnostic criteria.

So Dr. Boult is asked in his deposition, now that
he has staked out this opinion, Can you show ne where your
criteria are used in the nedical literature to deduce a
statin-induced nyopathy? He answers, No.

Then he's asked, and | am going to show this
| onger passage from his deposition, why it is that this
clinical criteria that he's advancing in this l[itigation
does not appear in the nedical literature.

"What was the purpose of you comng up with your three
criteria?

"Yeah, just very briefly, to create sone gui dance for
clinicians in being able to determ ne whether a person has
noderate to severe statin-induced nyopat hy.

"Have you conmmuni cated your criteria to any other
treating physician?

"No. It's all stayed within this context here.

"Wll, howis it going to be useful to other physicians
if you don't communicate it?

"It's a process, you know, it's -- in the future it may
be useful to other clinicians. R ght now | haven't

submtted it for publication and | woul dn't because |
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haven't gone through the rigorous process that | nentioned
to you. This is a first step, you wite it down, you put
t oget her the evidence as best that the evidence seens to

i ndi cate, and then you get perspectives from other people.
And once you've debated it all out, then you submt it for
publication. This is too prelimnary."

MR. ISMAIL: So Dr. Boult states that the clinica
criteria in his expert report is too prelimnary to be
subject to publication in a nedical journal, which, of
course, is one of the questions, again, under Daubert, has
the clinical -- has the opinion been accepted, generally
accepted, has it been subject to peer review. He doesn't
think it's even firm enough to be put through a peer review,
| et al one pass peer review.

And there's a coment from Judge Posner, |
believe, that the |aw should not |ead science. Instead it
should lag it. And that passage has been cited in this
circuit and others as one of the things to consider under
Daubert .

And here we have an expert who wants to give his
opinion a test run here. |It's too prelimnary for other
doctors and for publication, but he thinks it's good enough
to bring here because he wants to air it out and get sone
views from ot hers.

That's the opposite of what shoul d happen under
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t he Daubert analysis. The opinion nust reach general
acceptance before it's submtted to a jury to give a basis
for a verdict, not the opposite. You don't put it through a
test run here, see how it does, and then go publish it in an
article later.

Now, Dr. Richman -- I'mnot exactly really sure
where Dr. Richman ended up with his diagnosis opinion. W
describe in length in our notion that he tal ked about in his
deposition this concept of retrospective diagnosis of
rhabdonyol ysis, and the Plaintiffs respond that Dr. R chman
did not nmean for his testinony to be so interpreted.

This is their opposition on Dr. R chman where he
is tal king about retrospective diagnosis of rhabdonyol ysis
even in the absence of an elevation of CK and acknow edgi ng
that he did testify to that at his deposition in response to
guesti oni ng.

But then they say here that Dr. Ri chman intended
his, | guess, future testinony to be interpreted that in the
absence of a tinely CK | evel neasurenment, a retrospective
di agnosi s could be nade on the basis of some conbi nation of
the factors in the constellation of synptons he descri bed.

Whet her it's exclusively upon one factor or on a
constellation of factors, we've cited to the Court where
Dr. R chman has admtted this concept of retrospective

di agnosi s of rhabdonyol ysis he's never seen before in the
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literature, he's never seen that phrase before, he's never
written about that concept before his expert report in this
case.

So whether it's on one factor or on three factors,
the point of the matter is this is sonething that he has
come up with for the first tine in this litigation rather
t han sonet hing that has been put through and accepted by the
scientific community.

"1l point out as well, Your Honor, that this --
well, | guess in the interest of time | will nove on rather
than show the clip, but we have shown the Court other
exanples fromPlaintiffs' own experts.

THE COURT: Let's see the clip.

MR. ISMAIL: This is Dr. Mayer, Your Honor. We
are tal king again about this question of diagnosis and
Dr. Mayer has given an opinion -- |I'mgoing to show you
Dr. Mayer tal king about what it takes to di agnose nuscle
cell destruction, myopathy, in a patient.

"In ternms of being able to affirmatively di agnose nuscl e
cell destruction in a patient, you need to do one of four
things, either test for elevated CK, do a biopsy, do an EMS
or do a quantitative strength test; is that correct?

"Those are probably the four primary ways we coul d
di agnose it, yes.

"I's there another way?
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"I think those are probably the four best ways of
di agnosi ng nmuscl e di sease, yes.

"I's there another way?

"Not that | can think of off the top of ny head."

MR ISMAIL: So this is Plaintiffs' proffered
expert on nuscle diseases stating as his opinion there are
only four generally accepted ways to di agnose a myopat hy and
they're all contenporaneous objective criteria, not
retrospective diagnoses, not can we deduce it fromthe
presence of three clinical factors, none of which have been
accepted in the nedical literature.

And to the extent that Dr. R chman and Dr. Boult
and others are suggesting a different criteria for
di agnosing a statin nyopathy, it is inconsistent with the
general |y accepted view in nedi cal science.

Your Honor, on the question of nechanism which |
wWill turn to next, there's this question of -- first of all,
the Plaintiffs have stated that, gee, none of their experts

have postul ated different mechani sns that work for statin

injuries.

And this is Dr. Richman's deposition and he's
asked, Do statins cause a nuscle injury that -- sorry that
t he photocopy is faded here -- that does not involve nuscle

cell death? As the Court is aware, the hall mark of

rhabdonyol ysis is death of skeletal muscle and the spilling
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of its contents in the blood. And he's asked, Do statins
cause a muscle injury that does not involve nuscle cel
deat h? And he says, Yes, w thout question

And Dr. Zizic simlarly is asked in his
deposition, It is your opinion that you can have nyalgia in
t he absence of cell death, nuscle cell death? And he says,
Certainly.

So getting -- not to again repeat much of the
di scussion this norning, but you have this syndrone of
rhabdonyol ysis, which as its definition is nuscle cel
death, and then you have experts saying, well, you can have
a statin-induced injury that is not nuscle cell death.

And so the question of whether you can use
anal yses of rhabdomnmyolysis to give the opinion of the |esser
injury of nyalgia, pain and weakness, their own experts are
saying we believe that there's this syndrone out there that
does not involve death of skeletal nuscle.

And they can call it a continuumin terns of
severity, but by their own adm ssion there's no generally
accepted view on how statins cause nyopathy or
rhabdonyol ysis. They acknowl edge that there's not a
general |y accepted view on nechani sm

So how can they say that there is a single
mechani sm t hat woul d account for nuscle cell death injuries

and nonnuscle cell death injuries when they don't know what
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mechani smis causing either of thent?

But the point of the matter is it is a different
endpoint, one that is not indicated by a death of skeletal
muscle. And that's the point that we've made in our
conparative safety chall enge.

And | know M. Beck put as a pl acehol der that I
woul d comment here on this question of what's the nechani sm
for nmyopathy. They acknow edge that there is no generally
accepted nechani sm of nyopat hy, but they al so acknow edge
and it's their position in this litigation that there is a
syndronme of nuscle disease that is indicated by death of
skel etal nuscle and they believe there's a syndrone of
myopathy in which there's no death of skeletal muscle. And
that's the point that we've been naking.

And, Your Honor, as to nmechanism Dr. R chman in
his report and his deposition stated that he believes that
Baycol is nore likely to enter the cell nenbrane. There's a
| ong discussion of that in the papers. Dr. R chman has
expressed that opinion. Dr. Zizic has expressed that
opi nion, | believe.

And | just wanted to point out on this question of
mechanismwhat it is that we're talking about. Dr. Richman
says -- what he says in his report -- excuse nme. | neant to
show the Plaintiffs' opposition here.

So this is their own papers on Dr. R chman. It
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says, Dr. R chman di scussed in detail his opinion that
Baycol affects cell nenbranes differently fromother statins
and the basis for that opinion.

Question: By whatever nechanismstatins injure nuscle
is true for all statins, correct?

And he says, | can't agree with that statenent.

And then he says, At the very sinplest |evel, the
ability of statins to get into the nuscle cells differ and
Baycol being the nost effective in getting into the nuscle.

So he is now comng up with this pharnmacol ogy
opi nion on nechanism Well, the Plaintiffs prom sed that he
woul d explain in detail his opinion and all he did was
say -- point to an article by Dr. Davidson and the sole
basis for Dr. Richman's opinion is the statenent the
nmyot oxi ¢ potential of statins may not be a class effect and
he takes that one clause and he shoves it into a nechani sm
opi ni on.

And he's asked at his deposition to confirmthat,
contrary to his supposition. Can we agree that Dr. Davi dson
does not describe a nmuscle injury unique to Baycol ? First
he goes back and reviews the article again. Yes, | would
agree with that, he says, but | think you still have to keep
in consideration the fact that nuscle cell death is an
endpoi nt which you can get through different pathways.

So he has conme up with a nechanismopinion in
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this case, Dr. Richman, on the basis of an article in which
there's absolutely no discussion of that point.

And we get back to what is at work here on
Dr. Richman's opinion and others, and that's the classic
exclusion of the say-so of an expert. The analytical ipse
dixit of the expert is not a sufficient basis to admt the
opinion as a reliable and accepted opinion in the published
nmedi cal research or really a permssible leap fromthe
existing theories that are out there.

Your Honor, ny light has flashed and I will stop
here.

THE COURT: How nuch nore do you have?

MR. ISMAIL: Well, | was going to point out and
just direct the Court to sonme other issues and that is we --

THE COURT: Because this is a very inportant area,
| want both sides to cover this area thoroughly.

MR. ISMAIL: | have finished ny discussion of the
muscle issues. But as to these experts, and | won't take
the tinme to argue it, we've pointed out that sone of these
experts give ethics, state of mnd opinions. And |I'm happy
to address that case law in connection with Dr. Raskin and
ot hers --

THE COURT: Al right.

MR. ISMAIL: -- but | wanted to nake sure that's

poi nted out.
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And we al so point out that Dr. Boult has cone up
with a labeling opinion in his deposition and we point out
where he disclains any professional expertise on labeling to
enable himto give such an opinion.

Those are not common across the five and | don't
intend to take up nore tinme today, but wanted to point them
out. Thank you, Your Honor.

THE COURT: Can we just take a stretch break?

(Recess taken at 3:55 p.m)
* * * * *
(4:00 p.m)
I N OPEN COURT

THE COURT: Let's conti nue.

MR. ARBI TBLI T:  Your Honor, with your perm ssion,
since M. Hopper has to travel and |I'm going to be doing
some |lengthy presentation as part of the response to
M. Ismail, with the Court's permssion | wuld |ike to take
just about five mnutes to quickly respond to sone of the
points and try to narrow whatever issues the Court needs to
address on a global basis for the experts and then all ow
M . Hopper to address his specifically and then cone back to
Dr. Richman, for whom | ' moprincipally responsible. It's a
little confusing and | would rather not do it that way, and
we won't if you think it's too confusing.

THE COURT: Let's have M. Hopper go.
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MR. ARBI TBLI T: Thank you, Your Honor.

THE COURT: And then you will have a chance to
respond.

MR. ARBI TBLI T: Thank you.

MR. HOPPER: Good afternoon, Your Honor.
realize it's getting late in the day. Not to take anything
away fromny brother, his accol ades and his acconplishnents,
it would be just trenendous just to note --

THE COURT: You are always a star in ny --

MR. HOPPER: To get sone congratul ations for
making it to 50, Your Honor, would just be wonderful --

THE COURT: Congratul ati ons.

MR. HOPPER: -- after all this.

And also in the interest of tine, Your Honor --

THE COURT: So you'll know how | feel later on
this year when | nmake it to 60.

MR. HOPPER: And | have great respect.

And in the interest of time, Your Honor -- |
appreci ate you working with the PSC on the schedule -- |I'm
not going to use the PowerPoints, but I would |ike to hand
them up and you can | ook at them now or |ater.

As Your Honor knows, |'ll be defendi ng agai nst
Bayer's challenge to Dr. Chad Boult to exclude his
testinony as an expert witness for the PSC. Your Honor,

Dr. Boult's testinony cones squarely within the anbit of
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Rule 702 and nore than satisfies the standards set forth in
Daubert .

Briefly, Your Honor, since M. Lockridge has
al ready effectively covered Daubert and Rule 702 this
norning, | don't want to bel abor that, but for the record,
Dr. Boult and as to his testinony, | only want to touch on a
few key points raised by M. Lockridge.

As Dick nmentioned, the rules and the case | aw are
very clear that this Court is given wde |atitude when
appl ying Daubert in the context of expert testinony. As
Your Honor knows, in its role as a gatekeeper the district
court exercises its authority by ensuring that an expert's
testinony rests on a reliable foundation and is relevant to
the task at hand.

In short, Your Honor, as | said that | would be
brief here and 1"'mgoing to continue to do that, a trial
judge in applying Daubert and the standards of 702 and
104(a) nust nmake a prelimnary assessnent of whether the
expert's testinony and underlying reasoni ng or nethodol 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 deenmed adm ssible and to neet the Daubert standards as

codified in 702, reliability and rel evance.

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

ZU1

W t hout equivocation, Your Honor, we'll show wth
the remai ning presentations on the various nuscle experts
that each of these experts and in specific Dr. Boult's

testinony neets the Daubert and 702 standards with a plunb.

Your Honor, | listened carefully -- before | get
into Defendants' argunents, | want to point out one thing
very specifically. | listened very carefully to what

M. Ismail had to say and quite honestly, to ny utter
amazenent, he mscited the law. He mscited the |aw, Your
Honor .

In the holding in Daubert the holding states, and
|"m pointing to pages 2792 through 99, The Federal Rul es of
Evi dence, not Frye, provide the standards for admtting
expert scientific testinony in a federal trial. M. Ismail
cited to Frye. There's no general accepted standard.

Listen, if Your Honor would, to what the court
wote. Frye's general acceptance test was superseded by the
Rul es' adoption. The Rules occupy the field. Nothing in
the Rules as a whole or in the text and drafting history of
Rul e 702, which specifically governs expert testinony, gives
any indication that general acceptance is necessary or is a
necessary precondition to the admssibility of scientific
evi dence. Moreover, such a rigid standard woul d be at odds
with the Rules' liberal thrust and their general approach of

relaxing the traditional barriers to opinion testinony.
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There's no general acceptance standard here any
longer. That's long gone. Wat we're |ooking at now and
what this Court is entrusted to do by the Suprene Court in
Daubert is to play the gatekeeping role and to exam ne the
nmet hodol ogi es and the underlying reasoning of the experts
who are proffering their opinions.

Def endants have attenpted two rather weak
argunments, | would add, to disqualify Dr. Boult in
particular. First they claimthat Dr. Boult's clinica
criteria as the basis for his opinion |lacks scientific
foundati on, and second they claimthat Dr. Boult's opinions
regardi ng persistent nyopathy are not supported by the
scientific literature and that further he has no background
or expertise qualifying himto nake these opi nions.

M. Ismail focused a great deal of attention on a
few things and | want to take those one by one. In
particul ar he focused on the AERs and he put up there for
the Court to see various deposition clips and cuts that they
sort of cherry-picked out of all of the depositions.

And they did that, Your Honor, because they want
to pinthis entire validity of our experts -- apparently
they do -- on the AERs. They have a few other touchstones
too, but in particular the AERs.

And if that's all it was about, Your Honor, I

suppose we coul d probably pack our bags and go hone because
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that's why doctors do consults with each other, that's why
we have all of this collection of experts. That's
consistent with the practice of nedicine. That's why
doctors share information with each other. That's why they
have grand rounds in the hospital, so they can coll aborate
wi th one anot her.

That's the inportance in why we have assenbl ed
t hese worl d-renowned experts from Harvard and Stanford and
Johns Hopkins, Ph.D.'s, M.D.'s, 29 years experience,
clinical experience, for Dr. Boult.

If you think about it, it just nmakes common
sense -- if you're going to market a drug in the way that
Bayer did, largely to a popul ation of elderly people,
woul dn't it nake sense to have a geriatrician's opinion
included in the mx? O course it woul d.

And wouldn't it nmake sense if the effects of that
drug, the side effects of that drug, in fact, were going to
affect the human nuscul ar system that you would want to
have the opinion of a physical nedicine rehabilitation
expert? O course, in Dr. Myer

Dr. Boult actually has inpeccable credentials and
he is well qualified to testify. They didn't want to spend
any time on the credentials. | heard what M. Beck said
earlier this norning, but it is interesting to note that

they didn't.
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And | think perhaps they didn't because these
experts stand very, very firmy on their credentials and
their opinions emanate from consi derabl e experience,
know edge, training, and recognition in their field.

Dr. Boult, for exanple, in addition to his N D.,
he also has an M.P.H in epidemology. He knows what he's
tal ki ng about when he | ooks at these studies. He did a
residency in geriatrics at Brown University and he has an
M.B. A as well.

He has 29 years, as |'ve said, of clinica
experience in the field of geriatrics as a geriatrician
working with the elderly, a high percentage of the Bayco
mar ket, as | nentioned.

He has conducted significant research at the
prestigi ous Johns Hopkins School of Public Health, which has
been his researching clinical base for many years. He's
recei ved and conducted NIH grants that span 17 years with
his nost recent grant application receiving a peer-reviewd
score placing it as one of the top 1 percent of research
grant applications in the country.

Def endants say Dr. Boult is not qualified to
render his opinions because he has no experience with
statins. Well, he has no experience -- he was honest.
mean, all of our experts have been honest and candid with

the Court on these depositions.
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When asked about the AERs he said, | don't hold
nmysel f out as an FDA expert. W have an FDA expert. W
have a neurologist. W have nuscle experts. W have a
geriatrician. W have a geriatrician for inportant reasons
and as | nove on, Your Honor, | know the Court will see that
t he nmet hodol ogi es and the foundations for his opinions are
rock solid.

Dr. Boult's credentials as a researcher and

practitioner in geriatrics makes his testinony highly

rel evant to the Baycol litigation and precisely for that
reason -- | have already stated Baycol was prescribed to an
el derly population -- you want to have Dr. Boult's opinions

into the m x.

The objective is to make certain that an expert,
whet her basi ng testinony upon professional studies or
personal experience, enploys in the courtroomthe sane |evel
of intellectual rigor that characterizes the practice of an
expert in the relevant field. That's directly from Kunmho
Tire, Your Honor.

To be adm ssi bl e the opinion nust be reasonably
based on good science. The anal ogies, inferences, and
extrapol ati ons connecting the science to the testinony nust
be of a kind that a reasonable scientist or physician would
make in a context outside of litigation. And that's -- as

Your Honor knows and is famliar with in the progeny of
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cases, that's from Joi ner.

Daubert nor 702 requires an expert to do specific
research. He doesn't have to be an expert in statins or do
standal one research on statins in order for his opinion and
his clinical experience to weigh in on his opinion.

Dr. Boult, however, does prescribe statins.

25 percent of his patients take them He's exam ned and
evaluated patients with nmuscle conplaints, many of whom he
has taken off statins and many of whom are recovering from
nmuscl e di sorders and neurol ogical conplaints. That's what a
geriatrician does. As Dr. Boult testifies in his
deposition, he teaches and instructs residents and nedi cal
students on nuscle disorders and di seases.

Dr. Boult would be prohibited ethically and
probably legally, in fact, as well from conducting any
research on patients taking Baycol because of the renoval of
the drug fromthe market. How could we possibly expect him
to reach sone gold standard that Defendants argue nust be
met by putting Baycol to a test? He wouldn't even be
allowed to do that.

But that doesn't nean under the current case |aw,
Your Honor, or even under the practice of nedicine as we
know it and as doctors practice it that he cannot
extrapol at e.

It was pointed out that all the various articles
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and all the various studies that were relied upon, it was
poi nted out by Defendants and even Dr. Boult said it, it is
prelimnary.

Vll, that's the iterative process, Your Honor,
that scientists and doctors do and what they undert ake,
thesis, antithesis, hypothesis. And it's valid, it's solid,
it's rock solid, and it's been the bedrock of the scientific
met hod. A clinician adheres to that. A clinician like
Dr. Boult follows that process. He knows that it's
evol vi ng.

And he's not going to say sonething that's not
true, but he knows that he can extrapolate. He knows he can
t ake those argunents and the inferences fromthose studies
that ny col |l eagues have cited and you'll hear nore about and
extrapol ate fromthose to his opinions. And that's what
Daubert requires, Your Honor, and that's the scientific
met hod at its best articulation, | believe.

Dr. Boult's practice and experience as a clinician
qualifies himas an expert because his opinions and the
clinical criteria he set forth are based upon scientifically
val id reasoni ng and net hodol ogi es, as |'ve stated.

Dr. Boult is not basing his opinions on
specul ation and conjecture. Dr. Boult's devel opnent of
clinical criteria are based upon sound clinical reasoning

and j udgnent and di agnostic protocols taught to and
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practiced by nedical doctors.

| nmade a note when M. Beck was tal ki ng because he
actually pointed out an inportant elenment of the scientific
process when he said that the scientific nmethod involves
having a witten protocol that lays out in advance the data
one wll be follow ng.

Dr. Boult has been trained as a nedical doctor to
foll ow those kind of protocols and here they are, Your
Honor, here are the kind of protocols that doctors follow
They include patient history, synptonology, environnental
and occupational history, they like to |ook at that, past
and present patient nedical records, the physical
exam nation, diagnostic tests.

These are precisely the protocols that Dr. Boult
has used to develop the clinical criteria in his report.

Dr. Boult is not speculating at all. He's followng a
scientifically valid professional rigor that a clinician
woul d be expected to follow

Def endants have actually m srepresented
Dr. Boult's opinions with regard to the devel opnent of
clinical criteria. Dr. Boult testified that these criteria
need to be viewed within the big picture. These criteria do
not exist in a vacuum

These are the points that he nmakes in his report,

Your Honor, which we submtted with our papers. They need
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to be used in connection with a history and a physical exam
to performa differential diagnosis.

As the Court knows, Your Honor, this has already
been di scussed. An order that this very Court issued
requiring Plaintiffs to submt a case-specific expert report
that includes a differential diagnosis has al ready been
undertaken in this court.

W're not in disagreenent with that. It's
precisely what Dr. Boult has testified to already. The
criteria he set forth in his report are for that purpose and
for all practical purposes that's a noni ssue.

The rigor and the nethodol ogy that Dr. Boult used
in the devel opnent of these criteria, Your Honor, is well
settled wthin the annals of nedicine and neets w t hout
equi vocation the reliability prong of Rule 702, as required
to substantiate an expert's opinion.

Dr. Boult's testinony further neets the standards
set forth in Daubert and codified in Rule 702 because
they're well -grounded in scientific nethodol ogy and
procedur e.

Daubert vs. Merrell enunciated in dicta, Your

Honor, an inportant principle for a district court's
Daubert/ 702 inquiry when the court wote, and | think this
is in a footnote, nunber 12, The inquiry we envision by 702

is a flexible one. 1Its overarching subject is scientific
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validity and thus the evidentiary relevance and reliability
of the principles that underlie a proposed subm ssion. The
focus nmust be on the principles and net hodol ogy, not on the
concl usi ons they generate.

Dr. Boult not only extrapolated fromhis clinica
experi ence, but he extrapol ated from peer-revi ened
literature. And this practice is exceedingly well-founded
and the Court will find authority for this practice, of
course, in Joiner, one of the semnal cases in the Daubert
progeny, as Your Honor knows.

Dr. Boult based his opinions for general causation
on nedical and scientific literature. He based it on
epi dem ol ogi cal data. He's an epidemologist. He's trained
inthat. He's based at one of the nbst prestigious public
health schools in the world. He's nore than qualified to
exam ne epi dem ol ogi cal information.

He | ooked at toxicological data, he |ooked at case
reports, and he relied on his training and his clinical
experience as a doctor. It's not just about the AER, Your
Honor, as Defendants claim

These sanme factors have been descri bed anply and
the Court wll find further instruction in the Reference
Qui de, which I know Your Honor is famliar with, on
Scientific Evidence. There's anple authority for the way

that Dr. Boult approached his opinion
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| don't want to take any nore of the Court's tine
to review again all the various studies cited. The |awers
on both sides have presented those. But for the record,

Dr. Boult reviewed the Phillips article, the H | debrand
article, Argov, England, Hansen, and Soi ninen. These
articles supported the opinions offered by Dr. Boult at the
time he wote his report and provided his deposition

t esti nony.

And | think in addition ny coll eague,

M. Arbitblit, has previously detailed why we don't believe
that the Leathers case is instructive. |'mnot going to,
also in the brevity of tinme, go over that as well.

But | do, however, Your Honor, want to focus for
just a few nonents on this nmethodol ogy and on the reasoning
underlying Dr. Boult's opinions since that's the focus and
the subject of the Daubert inquiry and that's what this
Court will be |ooking at.

The Suprene Court's decision in Daubert, Your
Honor, references several amci curiae submtted to the
court at the tine of Daubert. Inportantly, those amci, in
the court's own words, express a view that science is not
absol ute when it said, O course it would be unreasonable to
conclude that the subject of a scientific testinony nmust be
known to a certainty. Arguably, there are no certainties in

sSci ence.
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And in quoting froman amci that the court wote,
| ndeed, scientists do not assert that they know what is
immutably true. They're conmtted to searching for new,
tenporary theories to explain as best they can phenonena.

That's exactly what Dr. Boult set up in his
deposition. That's exactly the candor that he used in
answering | believe M. Ismail's question when he was
examning. He's taking it up to the door. He's using the
scientific nethod to get to the next step. And that's
exactly what Dr. Boult has done to formulate his opinions,
Your Honor .

In particular he structured his opinion that
Baycol causes persistent nyopathies in sone people, not in
everyone and perhaps even not in nost, Your Honor, but that
doesn't exclude certain people. And as a practitioner and
as a clinician and soneone who |ooks at this day in and day
out, he knows that it's not the entire popul ation, there are
exceptions even after CK declines to nornal.

It's consistent with the scientific literature we
submtted to the Court, consistent with our experts,
consi stent with Defendants' experts, M. Dorfman, who
M. Arbitblit is going to address, and consistent with the
scientific methodol ogy underlying the etiol ogy of disease.

Eti ol ogy, as Your Honor knows, refers to the

various |levels of underlying abnormality that have |ed
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substantially to the next higher |level of abnormality, of
di sease, or of diagnosis. This chain or this web of
causation is considered what in science is well-settled as
t he pat hogenesis or the pathophysiol ogy of a disease.

While the annals of nedicine are replete with a
di scussion on this topic, for nost nedical doctors this
underlying process for diagnosis and causation is often
intuitive. They're trained in it. They knowit. They
under stand what they're | ooking at.

As a clinician they're well-grounded in the art
and the science of clinical reasoning, which | previously
di scussed and whi ch have been nore than adequately
substantiated as being scientifically valid.

Since we began this case many years ago now, Your
Honor -- and | know you know |'ve been involved in the
expert discovery phase significantly -- |'ve been scratching
ny head over M. Beck's bright-line distinction between
rhabdo and not hi ng el se.

And quite honestly, not as a nedical doctor, not
as a scientist, but even as | awer, that nakes no sense to
me because in fact, Your Honor, it doesn't square with
pat hogenesis, it doesn't square w th pathophysiol ogy, and
with that web or that continuumthat our experts have
referred to so carefully and so adroitly.

That's what nmakes sense. That's what nmkes sense
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to doctors. It's why they do consults. It's why it forns
the basis of the scientific nethod, because they know that
it's not a bright-line distinction that it's just sinply
Baycol -- excuse ne -- that it's just sinply rhabdo or
nothing at all.

Wth respect to nuscle disorders, Dr. Boult's
testinony is well-founded on this scientific principle when
he discussed a continuumthat | referred to or a severity or
a progression of disorders ranging fromnyalgia or, as
M. Beck has called them the aches and pains. He likes to
refer to them as that.

But it doesn't just start there and then leap to
rhabdo. That doesn't square with nedical science and it
doesn't square with reality. There's nyositis and nyopat hy
it progresses to over various stages to rhabdo.

Thi s pat hophysi ol ogy of nuscle disorders is
scientifically valid, it's well-settled nmethodol ogy within
the practice of nedicine, and it's referred to. And | can
give the Court cites to that, if the Court wi shes, now or
submt themlater in an effort to save tine, but the sane
authors of the nedical literature we cited relied upon this
sanme type of nethod as the basis of their opinion.

It also lays the scientific foundation for
Dr. Boult's opinion that persistent nyopathies may occur in

sone patients at |evels of disorder |ower than rhabdo after
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t aki ng and st oppi ng Baycol .

Conversely, however, Defendants' argunent that
Baycol causes mld toxicity only at the |evel of
r habdonyol ysis is not scientifically valid and shoul d be
consi dered for purposes of Daubert and Rule 702 treatnent,
Your Honor .

| f one exam nes the nedical literature carefully
of this bright-line distinction, | would say if anything is
junk science, Your Honor, not to use that termcasually or
flippantly, if anything is junk science, saying it's rhabdo
or nothing is. That just doesn't square with reality, Your
Honor .

But there are nmany other exanples in addition to
t he science of nyopathology that | can point the Court to
that follows this sane pattern of etiology. For instance, a
heart attack may be due to a sudden bl ock, a sudden bl ockage
of a coronary artery, but that heart attack nmay be due to
genetics or diet or lifestyle, a sedentary lifestyle, and
snoking. These factors may contribute to the buil dup of
plaque in the artery, which in turn may slowy build up or
break | oose to cause the heart attack.

It's not just bad lifestyle and then all of a
sudden heart attack. There's a progression. There's
stages. There's steps in between. The doctors know that.

The literature supports that.
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Why woul d nyopat hol ogy, why woul d soneone | ooki ng
at nuscle disorders follow any different regi nen or any
other different professional rigor? They don't and they
woul dn't. And our experts have opined to that over and over
agai n.

But we've had to listen to this mantra from
M. Beck that this bright-line distinction is sinply the
order of the day and that everything revol ves around CK
That's not the only factor, Your Honor. That's not what
doctors woul d concl ude.

And you've heard not only our experts testify, but
it squares with the practice of nedicine that's not the only
way to diagnose here in a nyopathy situation. There's a web
of causation here of all types of indicia.

They want to try to peg us down into CK.  They
want us to realize and take sonething that is dynam c and
make it static. But that doesn't square with reality, Your
Honor, and our doctors have testified to that because they
know it's true.

THE COURT: M. Hopper, | love to hear you speak,
but | got an eye from M. Beck that he knows that you're
going to be able to catch your plane and | suspect that
M. Beck wants to get on his plane.

MR. HOPPER: Al right, Your Honor.

MR. BECK: |'mstaying until tonorrow, Your Honor.
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| hope that he keeps going, especially about these heart
attacks, because |'m --

MR. HOPPER: You've had your chance. |'m happy to
wap up, Your Honor.

THE COURT: MNo, no. I'mjust telling you --

MR. HOPPER: Dr. Boult's opinions and testinony
shoul d be --

THE COURT: You've been going for a half hour.

MR. HOPPER: |'m happy to wap up. Dr. Boult's
opi nions and testinony should be admtted. They should be
because they neet the requirenents set forth in Rule 702 and
they neet the test of Daubert and its progeny.

| thank you for your tinme today.

THE COURT: Thank you.

MR. ISMAIL: Your Honor, in light of M. Hopper
potentially having to | eave, would you like ne to respond to
that while he is here?

THE COURT: Yes, you may.

MR. ISMAIL: Just a few m nutes, Your Honor.

MR. LOCKRIDGE: Well, Your Honor, if | can

interrupt here. W have a couple of nore people for our

hour that would Iike to still respond.

THE COURT: |'magetting going. 1|'ve got ny second
w nd.

MR. HOPPER: | would like to think I hel ped that
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al ong, Your Honor.

THE COURT: So we can go until 9:00, 10:00
t oni ght .

MR. LOCKRI DGE: That's fine, Your Honor. M point
is |l think we get a full hour, so we would like to --

THE COURT: Don't worry about your tine.

MR. LOCKRIDGE: Al right.

MR. ISMAIL: Briefly.

On the question of the standard under Daubert, |
don't think M. Hopper's characterization of our position is
a fair one. Under Daubert the court nust determ ne whet her
the expert's opinion is reliable.

And the Suprene Court identified general
acceptance as a factor, not dispositive, one of the factors
to consider. W certainly address that in connection with
sone of their experts' opinions.

Sone of the other factors include whether it has
been subject to peer review. Dr. Boult's opinion was
poi ntedly not submtted to peer review and he said it
couldn't be submtted to peer review. So he fails that
standard as well as the general acceptance standard.

The other two of the four nonexclusive factors
identified in the Daubert case |law by the Suprene Court
itself in Daubert:

Whet her the theory has been tested. And certainly
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there's a lot of research in this area and they haven't cone
up with any that identify Dr. Boult's clinical criteria as
bei ng correct.

And whet her there's a known error rate associ ated
with it. And of course inasnmuch as there's no research on
this standard that he's come up with in the litigation, of
course there's no error rate that has fallen out of that
clinical criteria.

So anal yzing these four factors together or in
isolation, the opinion is not reliable.

And | know M. Hopper did a lot of talking about
what experts are allowed to do, they're allowed to
extrapol ate, they're allowed to rely, they're allowed to
even nake certain |l eaps of logic, but he didn't identify any
research that supports Dr. Boult's opinion on pernmanency or
di agnosis. He said he | ooked at case reports, he | ooked at
peer-reviewed articles, but he didn't identify any that
actually say what he says in this case.

And there's an anal ytical gap here, Your Honor,
that is sinply too great. You have a set of case reports
that tal k about resol ved nuscle synptons and then you have
experts who say there's a permanent condition that we're
advancing in this litigation. That is not a reliable
opi nion for the purposes of Daubert.

And with respect to -- and | guess we have heard
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the nub of the disagreenent on conparative safety opinions
fromDr. Boult and others.

As M. Hopper indicated, the whole point that
doctors frequently get consults for opinions upon which
they' re not expert in and doctors coll aborate, the
consequence of that is not to excuse the Daubert standard on
qualifications, but to exclude the opinion.

If they're admttedly not expert in the area and
they would have to go get a consult to give in their
prof essi onal capacity, then they can't give the opinion here
and that can be left for another expert who does have the
qualifications. And so it's not an excuse to circunvent
Daubert. It is a basis to exclude them under Daubert.

And with that, | will await M. Arbitblit's
di scussion, | suspect, of the nedical literature and hold ny
comments until he's done.

THE COURT: Thank you.

MR. ARBI TBLI T:  Your Honor, | just need a nonent
to set up and I would like to pass the PowerPoint hard copy
forward wth the Court's perm ssion.

THE COURT: |1'msorry?

MR. ARBITBLIT: | would like to provide the hard
copy of the PowerPoint --

THE COURT: Ch, please.

MR ARBITBLIT: -- to the Court and defense
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counsel .
THE COURT: How nmuch tinme will you need for this?
MR. ARBI TBLIT: Your Honor, |I'mat your disposal.
If you were serious about a second wind, | can tell you as
much as you would like to hear about nuscle -- | have

certainly been studying it and trying to nake it as clear as
possi bl e.

| can try to go through it quickly if you prefer,
but | certainly woul d appreciate your indulgence in terns of
trying to get at sone of the subtle issues. So it's
entirely at your pleasure. |If you wanted ne to say a tine,
| would say half an hour.

THE COURT: Thirty m nutes.

MR. BECK: Turn on his yellow |ight.

MR. ARBITBLIT: M. Beck, what was that?

MR. BECK: | said turn on his yellow Ilight,
pl ease, Your Honor.

MR. ARBITBLIT: WII soneone please tell ne if
it's --

THE COURT: The yellow light will come on wth ten
mnutes to go. M. Zinmernman is in charge of telling you
when the yellow |ight conmes on.

MR. ARBITBLIT: Have | started?

THE COURT: It will reflect on the back of his --

MR. BECK: Here, I'lIl do this for you.
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THE COURT: And your 30 m nutes does not include
setup tine.

MR. ARBI TBLI T: Thank you, Your Honor. In ny case
that's a real benefit.

THE COURT: If | can suggest sonething. You know
your topic extrenely well and one thing | do not |ike about
Power Poi nts is when soneone puts sonmething up and I'm
| ooking at it and it flips through -- you' ve given ne this

to digest once | |eave the bench. Let's hit the highlights.

Whet her or not you need the PowerPoint or not, | don't
think -- | prefer to listen to you just like |I listened to
M. Hopper and M. Isnmail. It's easier for ne to do that.

But when you flip the PowerPoint up, ny eyes at this ancient
age do not adjust quickly to what's on the screen and |I'm a
slow reader and so | end up getting a m grai ne headache.

MR. ARBITBLIT: I'll try to certainly avoid that,
Your Honor, and only use the PowerPoint if there is sone
speci al reason to do so.

THE COURT: | appreciate that.

MR. ARBITBLIT: GCkay. So with that, Your Honor,
briefly, Dr. Richman is a professor of neurology and a
former departnent chair at the University of
California-Davis wth a specialization in nuscle disease,
particularly a disease called nyasthenia gravis.

He is famliar with and qualified to interpret the
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scientific literature. He's been a principal investigator
in nunmerous clinical trials, as shown in his CV. Hs

nmet hodol ogy was reliable and included over 180 articles that
he revi ewed, including those as to the consensus we

descri bed earlier and which we won't go into any great
detail other than to say what he said about it when we cone
to it, and his experience in treating nuscle disease,

medi cal records review

And | would like to just try to, again, not repeat
what | did this norning, but to refocus on what | think has
been to sone degree ships passing in the night between what
the Plaintiffs' experts are saying and what the defense
counsel are hearing.

At tines | see the defense counsel asking
guestions trying to elicit opinions and then in the course
of the exchange it's not clear what the expert neant, and
sonetines what | see happening is that opinions are being
chall enged that were not in the reports and I'll give you an
exanpl e of that.

Dr. Richman's report, which -- I'mvery famli ar
with it because he is the expert that | worked nost closely
with out of the nuscle experts. I'mfamliar with what he
said at his deposition and his report and what's in our
papers in opposition to the notion.

He never said that a nyopathy that has al ways had
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a normal CK can be permanent. He said just the opposite.
He said that a normal CK nyopathy is at the mld end of a
spectrumof injury and that it stops and it reverses when
you go off a statin.

It's been asserted that he's part of a group of
peopl e who are saying that there can be a permanent mnyopat hy
where there's never been an elevation of CK and no breach of
the nmuscle cells. He never said that. It's not in his
report. H's report at paragraph 16 says the opposite. It
says that it reverses.

So it's very inportant that we not attack a straw
man, that we try to focus on what the expert's real opinions
are and whether the literature supports those opinions, not
those that are attributed to them

And | would say that to sone degree that nmay be
true with Dr. Boult, but I"'mnot as famliar with his
report. | did not work with him personally and so |1l
nostly be focusing on Dr. R chman, but in that context 1'll
try to make comments that | think are generalizable.

Now, there was a point that was nade by M. Ismail
which is valid, that there are many i ndivi dual cases that
the Court is concerned about that remain in this NMDL and
that there are case-specific reports com ng up.

And so what is the interplay between what happens

here and those people? Well, obviously there is an
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interplay. That's why we have MDLs. But that doesn't nean
that this group speaks for all of those |lawers. It neans
that our experts and | speak for nyself in working with

Dr. Richman and know ng hi s opinions.

And | speak for co-counsel with whom | have net
and di scussed this do not feel that the literature supports
a permanent nyopat hy where the CK has never been el evated
and we do not take that position.

To the extent that it may have been stated in a
deposition, it may well be that sonme of our experts feel
that could be the case. They may have testified to that in
their deposition because soneone asked them their opinion.

But is there scientific literature that passes
Daubert to support it? | don't think so. And so in ny
opinion and Dr. R chman's opinion, nore inportantly, he
never said that. He said that it reverses.

So that's the mld end of the continuum but
there's no doubt that there's a continuum Dr. Dorfrman on
the other side -- and 1'll read his quote to you when we get
there -- said that there's a continuumof injury. In his
own report he neant to refer to that and said it quite
specifically.

So when we talk about a no elevation CK injury, we
have to be very careful what we nean by that. Do we nean a

case where the CK was tested and found normal ? |If so,
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that's an easy case. There's no scientific literature
supporting that there could be a persistent nyopathy off
statins. |It's reversible. That's what the literature says.

On the other hand, the easier case on the nore
extrenme end is where the CKis tested and it's found
abnormal and there it's crystal clear that there's a
conti nuum of increased CK that is consistent with physica
damage.

The CK is not the disease. It's the marker. Wen
the nuscle cells die due to exposure, the cell walls are
gone and the contents go into the bl oodstream Wen the
exposure stops, the nuscle cell deaths stop and the body
does its normal job of clearing out what isn't supposed to
be there.

Ten days to 14 days later, in nost cases, the CK
is gone. And so does that nmean that the patient has
recovered? Not necessarily because the marker is not the
di sease.

Now, there was a | engthy exchange between
M. Ismail and M. R chman where | believe Dr. R chman was
trying to explain his opinions about that and I don't think
that they were -- | think they were ships passing in the
ni ght because | have great respect for M. Isnmail and his
intellect and | just can't imagine that he believes that

Dr. R chman was saying one thing when he had said the
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opposite in his report.

He never said if -- so the distinction is on the
lowend CKis tested and it's normal. No claimfor
per manency or persistence. Wen you stop the statins, it's
gone. That's what our experts say.

| s soneone else out in the MDL going to say
sonething different? Probably, but | can't stop that.
can't -- | won't be putting forth an expert to Your Honor
who woul d support that statenment, but | don't know what al
the experts are saying in all the cases nor what the basis
is. | just know what | know fromreviewng the literature
and working with these experts.

So then you have CK el evated; and when you have CK
el evated, you have peopl e defining rhabdonyolysis in
different ways. Sone people will say it's ten tines nornal
with synptons. Sone people will say it's five tinmes nornal
with synptons. Everyone agrees that rhabdomyolysis is the
severe end of the spectrum

And we have testinony fromDr. Dorfman, the
def ense neurol ogist, that basically agrees with Dr. R chman
that in a small mnority of cases people who have severe
r habdonyol ysi s can have a permanent injury because the
extent -- two factors that influence the tine of recovery,
the extent of injury and the ability to regenerate. Because

the injury, again, is not the CK elevation. The injury is
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t he nuscl e destruction.

So what happens when a nuscle is destroyed is that
it has to regenerate and there are many factors that affect
the ability of an individual to regenerate nuscle tissue,
primarily age; secondarily, concomtant disease conditions
and specifically those that affect the blood supply to the
regenerating nuscle or the nerves that are connected to the
muscl es at synapses and w t hout which the muscl es cannot
regenerate as effectively.

Now, | do -- when we get to that | do want to show
you what Dr. Dorfman said about that because it's very clear
that individual host factors conpletely preclude a bl anket
definition of when CK nyopat hy ends when you' ve got an
el evati on.

If it's really bad and a very severe injury, you
can get fibrosis, you can get scarring. Those are the
things that Dr. Richman testified to. Those are the things
that Dr. Dorfman testified to.

And those unlucky few that get that, they have
per manency or they have a substantial risk of permanency and
in sone cases it is permanent. That's in the literature.
It's in the Whodrow article, which is cited in Dr. R chman's
report, which | read that particular sentence to Dr. Dorfman
and he agreed with it. He said, yes, in those very severe

cases it can be permanent.
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Vel |, how does that happen? It happens because
the ability of the nuscle to regenerate is exceeded. So
some of the regeneration happens through fibrous tissue and
scar tissue that create permanent disability.

And so that's the very extrene and it's only in a
few cases. And given what's been said earlier, probably
there aren't cases like that left, but there are sone
r habdonyol ysis of varying severity that are still left in
t he NMDL.

So what's in the mddle? In the mddle there are
cases with elevated CK, and probably the best source of
information on that is the Hansen article that's been
submtted by both sides, which at the tine of Dr. R chman's
deposition was only in abstract formand involved a snaller
popul ation. This is at the University of Wsconsin where
t hey went through nedical records.

And of interest in the Hansen study, the authors
said that what they were doing was a retrospective study.
So the idea that a retrospective diagnosis of whether
soneone had a statin-associ ated nmyopathy, the idea that
that's crazy or concocted is just not accurate.

When any expert in litigation is attenpting to
di agnose what happened to a person, there's an el enent of
| ooki ng through the retrospectascope. That wasn't the

treating doctor who was there exam ning the person at the
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tinme. You' re doing the best you can with the records you

have.

And your differential diagnosis, as Hansen points
out, and I'll go through the list of what they did, but very
inmportant to Hansen is that -- and with all due respect to
M. Ismail, he said that all of the literature involved an

obj ective neasure of the underlying statin nyopathy. That's
not true.

The Hansen article specifically said that in 8 of
the 45 patients that they | ooked at, they had normal or
unknown CK.  And what was the reason for that? They --
here's what they say, and this is submtted to Your Honor
with our materials.

THE COURT: Are you on one your slides?

MR. ARBITBLIT: Ckay. | can do that, yes, sir.

THE COURT: Just tell me what page.

MR. ARBITBLIT: It's at slide 38. There's a
series -- as long as we are tal king about Hansen, perhaps |
could go through a little bit of what the Hansen article
was.

Starting at 37, 45 patients -- actually what they
did was they went through about 400 records. They | ooked
through a | arge database of people who had di agnoses t hat
are listed in a dictionary of diagnoses and from that they

identified people who m ght have a statin-associ ated
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myopat hy. And so they | ooked at everything available to
det erm ne whet her they probably did.

And fromthat |arger group they selected 45 and
those are the 45 who becane the subjects of the study. And
for those 45 they state that it provides a spectrum of
observations, a spectrum That's another word that's
i nterchangeable with "continuunl in the literature. Sone
peopl e say "spectrum ™ others "continuum" Dr. Dorfman said
both. The study provides a spectrum of observations rangi ng
frommld nuscle pain to acute rhabdonyolysis. That's at
2675. So it's a peer-reviewed study.

And what they said was that 57 percent resolved in
one nonth, 34 percent resol ved between one and six nonths
and they don't get nore specific than that, and 7 percent
resolved by 14 nonths after stopping statin use. This is
the | argest study |'maware of that gives you the spectrum
not only of the condition, but of the recovery tine. And
it's not one size fits all. It's affected by who the person
is, how fast can they regenerate.

Clearly their CK went back to normal in 10 to 14
days. Maybe a little bit longer or alittle bit shorter in
sonme cases. But that's what CKis, it's a marker. So if
sonmeone is out at six nmonths or the 7 percent who resol ved
somewhere between six and 14 nonths, those people |ong ago

had normal CK  But did they have a persistent nyopathy?
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Yes, they did, according to the peer-reviewed literature.

Now, Dr. Richman relied on the abstract of this at
hi s deposition, which had just been published and had
simlar findings but different nunbers because it was a
smal | er study.

And | believe he said at the tine that 24 percent
had not resolved by nine nonths and 76 percent had. | think
t hose were the nunbers as of the tine of the abstract that
preceded the full publication. But the idea is the sane.
Not everybody is the sane. People are different, their
ability to regenerate is different; and that's what this
article shows.

Now, of interest in the Hansen study is that
these -- while they do provide a spectrum of observations,
the spectrumis on the |ow end, which is probably because
the distribution of injuries is nore mld cases than severe
cases. That's typically what you woul d expect.

But if you look at slide 39, you'll see that the
category that -- they used what they called the Anerican
Col | ege of Cardiology statin clinical advisory --

THE COURT: Let's go back.

MR. ARBI TBLIT: Yes, sir.

THE COURT: Your second Power Point -- second
bullet point -- no, your third bullet point on page 37,

peer -revi ewed study supports Dr. R chman's opinion that the
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statin nyopathy can persist after CK returns to nornal.

MR. ARBITBLIT: Yes. And is there a particular
question about that? The point being that the CKis back to
normal in 10 to 14 days, but the nuscle pain does not
resolve for up to 14 nonths. So the CKis normal, but the
condi tion conti nued.

And what | want to make clear by persistent is
that it doesn't nean permanent. No one is suggesting in
Dr. Richman's opinions or any that | know of and |I'm not
suggesting that persistent is the sane as pernmanent. It
means that it persists after CK returns to normal for sone
period that the literature describes as, in this range of
cases in severity, resolved by 14 nonths.

But in that small w ndow of the nobst severe cases
that Dr. Dorfman and Dr. Richman both agree do take pl ace
you can have a permanent injury, but only with this very
severe rhabdonyol ysi s.

THE COURT: xay.

MR. ARBITBLIT: So if you -- let's go through 38
where we first started, please, Your Honor, and what's
inportant here is that the authors perfornmed a retrospective
study and that passed peer review.

They used nedical records to ascertain these
cases. They did what they called focused nedical record

review of the outpatient and hospitalized patients wth
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muscl e rel ated di agnoses.

And then here's the sentence that led ne to this
slide is they included patients with a normal or unknown CK
| evel because recent evidence supports the entity of
statin-associ ated nyopathy with CK evels within the
reference range.

The reference range neani ng normal, which for this
| aboratory | believe they said that it was about 170
sonet hing for wonmen, who have | ess nuscle mass so they have
|l ess normally dying nmuscle cells to contribute to their
upper limt of normal, and sonewhere in the |ow 200s, |
bel i eve, for nen who have nore nuscle nass.

But the point is in this article what they did was
| ooked at nedical records of patients with normal or unknown
CK. And so that neans that these people are supportive of
the idea that you can di agnose a statin-associ ated nyopat hy
W t hout having a CK test, either because you can have it
while you're in the normal range or that you can have it
wi t hout knowi ng what it is by using the other avail able

informati on to nake that determ nation.

So we'll get to those diagnostic criteriain a
monent -- they're at slide 40 -- fromthe Hansen article,
but going on to 39, | wanted to point out that this was the

m | der end by and large, that they had 37 patients for whom

CK was tested and the nedian CK was only 328 and the | ow was

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

239

36.

So even the nedian, the nost common val ue where
there's half above it and half belowit, was not that far
above normal and yet it was sufficient for themto be
di agnosi ng that these fol ks had statin-associ ated nyopat hy
that could continue after their CK returned to the nornal
range.

And for 8 they didn't have that information, but
they nmade their diagnosis on other bases. And inportantly,
they didn't just do that on their own. They nade reference
to a consensus statenent of one of the |eading nedical
bodies in the country.

The Anerican Coll ege of Cardiology statin clinical
advi sory docunent terns are referenced in the Hansen article
as a source for a categorization of statin nyopathy from
rhabdonyol ysis to a nyopathy and finally -- a nyopathy with
three tinmes normal or greater -- and then finally
Category 3, nyopathy with nuscle pain and weakness or an
unknown normal or mldly elevated CK | evel at |ess than
three tinmes the upper limt of normal.

So that's the bottom end of the conti nuum and
that's where 34 of the 45 cases were that were neverthel ess
persistent for these tinme periods of one nonth, six nonths,
fourteen nonths for 7 percent of them

And so 13 of the 45, that's about a quarter of
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them were within the reference range, they were nornmal, and
yet they had statin-associated nmyopathy. So what does that
do? It supports the idea that there is an entity of nornal
CK nyopat hy.

Does that nean it's a different nechanisn? |
think that's a leap. | don't think that it's inplausible to
bel i eve that damaged cells precede dead cells, that whatever
the mechanismis that's happening -- and | think the
mechani sm does not have to be known with certainty. W know
this is happening. The mechani sm shoul d be pl ausible.

And there are plausible nechanisnms, two or three
of them in the literature that involve interference with
the chol esterol or the ubiquinone or the apoptosis.

What ever -- there are only three that are tal ked about and
they all have sone supporters and sone detractors and they
are all considered plausible.

W do not know it with certainty, but that
doesn't nmean that it's a different nechani sm causi ng
damage to cells fromthe nechanismthat's causing death to
cells.

And the continuum of danmage that you see in sone
of the clinical trial data with elevated CK going up with
dose with Baycol, as we saw this norning, supports the idea
that there's a continuum of danmage.

Now, people who have |l ess than three tines the
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upper Iimt of normal have dead nuscle cells. If it's above
normal , that's because there are dead nuscle cells. They
have fewer dead nuscle cells than the peopl e above three
times the upper limt of normal and all el se being equal
they' |l probably recover sooner. But all else isn't
necessarily equal, as we'll see in Dr. Dorfman's and

Dr. Richman's testinony.

Going to Your Honor's questions about diagnostic
criteria and howto -- | know that's an issue of concern and
it's an issue that M. Isnmail addressed, but these are the
things that the Hansen authors | ooked at, at slide 40:

Onset, duration, location, and severity of nuscle
pain. That's part of a clinical history.

Inciting drug with dose and duration of therapy
before the onset of synptons for the person taking the
statin.

The presence of nuscle weakness, and that is
consi dered by both experts on both sides to be a matter for
objective testing. |It's not just subjective, | don't feel
well. It's sonmething that trained doctors test all the tine
and don't consider to have nmuch uncertainty. If it's just
sonmeone saying, oh, | hurt, well, that's different than if
you have sonebody who you know they are on a statin and you
do strength testing.

These are if they were available. Peak CV val ues
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where avail able, recent thyrotropin test results to see if
thyroid condition mght be causing nuscle synptons, what

t herapeutic interventions were done, nunber of nonths to
resolution of nmuscle pain and they use the term "nonths,"
and the response to other statins.

Then they define "recovery." The tinme from
cessation of the inplicated statin to the resol ution of
nmuscl e pai n.

So that's a list of the types of things that m ght
be available in particular cases and a doctor trying to
figure out what caused a disease is going to |ook at as many
of themas are available. And in different cases that m ght
be enough and in different cases it mght not, but it's not
a black and white issue where one size fits all.

So Dr. Richman's net hodol ogy to di agnose statin
myopathy is simlar to Hansen, at slide 41, and this is from
his report and this sets aside all the debating at his
deposition, clinical history, lab results, CK tests where
avail able, strength testing to detect nuscle weakness,
bi opsy or ENMG may be done but are uncomon and not
necessary. They're not commonly done.

Bi opsy in particular is invasive and painful, and
Dr. Dorfman | believe testified that he only did it when he
couldn't confirmthat it was a statin that caused it and

wanted to see if there was sone ot her serious cause.
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Dr. Dorfman, his testinony at page 89 on slide 42
on the differential diagnosis. The nost inportant question,
according to Dr. Dorfrman, is whether you are taking a statin
when your synptons begin and then the treating doctor
suspicion that it mght be the statin can |lead to stopping
the drug and then you form what he called a working
diagnosis. And if the enzynes normalize and the synptons
resol ve, at that point you have a higher |evel of confidence
that the diagnosis was correct.

Now, as far as when that resolves, he testified
that he agreed with the idea that it was -- it could be a
period of days or it could be nonths or it could be over a
year, and we'll get to that.

So Dr. Dorfrman simlarly testified to simlar
criteria at a slightly later point. | won't read them
They're too simlar to spend the tinme on.

Strength testing, is that objective? Yes, both
doctors agree. Dr. Dorfnan says:

"Can you describe what you're referring to when you say
obj ective evidence of nuscle disease?

"Answer: | mean primarily weakness of the type that
neurol ogi sts are trained to eval uate and assess.

"And how does that assessnent figure in your diagnosis
of statin-rel ated myopat hy?

"Answer: For ne to think of the degree of
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statin-rel ated nyopathy as being nore than just a m ni nal
degree of severity, | would like to assure nyself that the
individual, in fact, is manifesting true weakness of the
affected nuscles and that the limtation is not nmerely on
account of pain."

So that is -- he's referring to testing for nuscle
weakness in addition to pain as an objective criterion that
neurol ogi sts are trained to carry out.

He used the sane differential diagnosis for mld
conditions with his own patients, mld nuscle synptons, mild
el evations, CK and synptons resolved pronptly and did not
recur, no other apparent cause, did a clinical examand did
strength testing. So that's one way of doing it.

And he did the sane thing for the Defense in
litigated cases, as he described, in reviewing records to
tell them whether he thought those were nore |likely than not
caused by Baycol, which he did determne in tw out of
t hree.

And he | ooked at -- this is an interesting quote
at slide 46. 1In comng to those opinions he relied on the
totality of the nedical evidence that he had available to
hi m concerni ng these individuals, including their past
medi cal histories, the existence or nonexi stence of other
di sorders that m ght have played a role in causing their

synptons, and addi ng an additional |aboratory test to rule
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out alternate diagnostic possibilities.

That's a classic diagnostic differential diagnosis
description. It's quite simlar to the criteria that the
Hansen authors used and it's quite simlar to what
Dr. Richman said.

So on the issue of recovery, here are sone
citations that support what | was saying earlier, Your
Honor. There's that the recovery depends on the extent and
severity and the variable capacity to regenerate. Mre
severe conditions take longer to resolve all else being
equal and regenerative capacity is adversely affected by
age, disease states.

So then we go to the Whodrow article. Miscle
damage from r habdonyol ysis may result in prol onged
rehabilitation and permanent disability in a mnority of
patients, and Dr. Dorfrman agreed at page 85 to 86 of his
transcri pt.

He agreed -- and here at page 76 to 77 he says why
t hat woul d happen. Persistent nuscle synptons, the reason
for that is the nuscles "have been so badly danaged that the
regenerative capacity of the nuscle has been exceeded and
the nmuscles are conpelled to heal not only by regeneration,
but also to sone degree by scarring or fibrosis and that the
scarring of the nuscles is a source of persistent synptons

and disability for these people.™
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It's in conplete harnmony with Dr. Richman's
opinion. No dispute. |If you' ve got a severe case, it can
be permanent. That's what the experts say. Not necessarily
what the briefs say on both sides, but that's what the
experts on both sides say.

So here are some of the things he testifies to and
why that would affect the rate of recovery. And they're
very inportant in this case, Your Honor, because old age is
probably the nost significant factor in delaying recovery
and this is an elderly popul ati on of users.

It's partly because of age itself and its effect
on regenerative power of nuscle tissue, but it's also
because of the concomtant issues that go with old age and
in particular the conditions that go with people who have
hi gh chol esterol, for which Baycol would be prescribed.

An awful |ot of people in that condition would
have at herosclerosis. And as we'll see here, Dr. Dorfnman
says that reduces the blood supply by narrowi ng the vessels
and so you have | ess blood and oxygenation and sl ower
regeneration.

So the elderly are at particular risk of del ayed
recovery and that's a factor that is case specific, but has
to be inthe mx of the differential diagnosis of causation
and duration.

So here's what he says. Satellite cells are
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needed to regenerate nuscle and they're significantly
reduced in elderly patients. He agrees with Dr. R chman's
report.

And that's inportant due to the advanced age. For
exanple, in the HVO study, PacifiCare, the 19,000 Bayco
patients' average age was 67. So -- and that's an average,
so many were ol der than that.

"What is your opinion as to the range of tines of
recovery fromstatin-related nyopathy for [sic]
rhabdonyol ysis that is less than the full-blown ful mnating
paralysis renal type failure that you' ve described a few
nonents ago?" And that was the kind he said could be
per manent .

And here's his answer. "I think nost people wll
recover over the course of several nonths, a few perhaps
nmore quickly and a few sonewhat |onger, but | think the
period of recovery can be nmeasured in nonths to perhaps a
year or longer than that.”" That's his testinony. That's
very consistent with Dr. Richman's report as well and with
t he Hansen article.

Sl ower recovery for patients with diabetes or
atherosclerosis. | asked himwhether individual host
factors, the condition of the patient affect recovery. And
he answered, "Wthout question"” -- that was the first thing

he said, "Wthout question"” and then he went on to |list sone

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

244

of them Host factors affect the ability to recover from
statin-rel ated nyopathy. GCeneral health has a | arge

i nfl uence on the rate of recovery. Preexisting conditions,
di abetic conplications, severe atherosclerosis, "which is
why the statin nedication was prescribed in the first place,
if they have other kinds of co-existing disorders, those
will tend to slow down the rate of recovery, | think."
That's his opinion.

And specifically to the diabetics -- and, again,
18 percent of the PacifiCare patients were diabetic,

18 percent, and Dr. Dorfman is saying those people are
particularly at risk of a slow recovery.

Why? Because narrowed bl ood vessel s sl ow nuscle
regeneration and nerve damage al so sl ows recovery because
"the intimate rel ati onship between nerves and the nuscles is
i nportant for regenerating nuscles as well as healthy
muscles, so that may play a role also.” Atherosclerosis
| oners the blood supply, "and if the blood supply is |imted
to a nuscle or a region of the body, | would predict that
the recovery frominjury would be slower."

So these people already had their CK go back to
normal within 10 to 14 days, but Dr. Dorfrman is explaining
why sonme of themwon't get better that quickly. And that's
not the sane and needs to be clearly distinguished from

people who didn't have an elevated CK in the first place.
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These are people who had el evation and we're tal king about
how | ong does it take to get better. It's not 10 to 14
days. It's sone |longer period in some cases.

Next, why the elderly have such trouble wth
recovery. "Any and all disorders, if they are sufficiently
severe so as to demand a certain proportion of the body's
energies, will restrict energies that are avail able for
regenerating nuscles.”

And so he then said that it's |likely that
i ncreasi ng age slows recovery fromstatin-rel ated nyopat hy
in part because of the increased preval ence of other health
conditions and in part because of reduced ability to
regenerate nuscle tissue due to the loss, significant |oss,
of satellite cells that are responsible for the
regeneration.

So there's an exanple here and it's probably the
nost severe case | know of, and | wanted to show Your Honor
this case as an exanple of soneone out in the real world who
took statins with genfibrozil.

In fact, this poor gentleman was an
Italian-American and he had a communi cati on breakdown with
his doctor and he was on Lipitor and he didn't get off
Li pitor when his doctor prescribed Baycol. So he was --
admttedly, this is not your typical case, but the nechani sm

is the same and it stands for sone of the sane principles.
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This is the -- | bring this to the Court's
attention as an exanple to point out that permanent injury
from statin exposure can occur w th rhabdonyol ysis where you
can see in his chart the CPK, which is the other term for
CK, you can see it going down in the course of a nonth while
he's paral yzed for several nonths of these records.

So if you look at the summary, he started Bayco
June 29th of 2001 while on Lipitor and genfibrozil. On
July 28th his CK was 137,000 and it peaked at 346, 000 a
coupl e of days later on August 1st. By August 27th, a nonth
later, it was 59. H's CK had gone down into the nornal
range. A few days later it was even further down to 37.

And those data are blown up at slide 58. You can
see when he first got to the hospital 137,000 and then up
to 346,000 and then down, down, down because he's off the
dr ug.

And so he -- after he got off the drug it
continued to rise while the drug was in his systemkilling
nmuscle cells and then the drug cleared fromhis system and
no |l onger was killing nuscle cells. And so the CK slowy
cl eared over the course of -- there's sone m ssing dates
where they didn't test apparently, but the bottomline is 37
wi thin a nonth.

But | ook what the records say. Just go to page 7,

pl ease, Your Honor, if you want to or I'Ill just read it if
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you would prefer, but -- well, first at page 5, four nonths
| ater he's got an objective pathology report of a biopsy
that says there's evidence of nuscle fiber injury.

On January 25, 2002, six nonths after his CK has
been at its peak and gone down back to normal, he's stiff in
both | ower extremties, he can't bend them he's got
contractures that keep his body from bending. They have to
pick this poor guy up and nove himlike a board and put him
on his bed because he can't bend anything. He's got a
hi story of rhabdonyol ysis.

And then at page 63 you see he was given Bayco
for hyperlipidema and he has quadriparesis, all four |inbs
won't go, secondary to rhabdonyol ysis.

So that's the injury that this person suffered.
He is stiff like a board at page 8. H's CKis normal, but
six nonths later he is stiff like a board. That's just an
exanple to bring to the Court's attention in a graphic way
that a person can have a normal CK that has nothing to do
with recovery of injury.

Now, | don't want to |eave the Court with the
inpression that all people are like that, because they're
not. And out of 200 clients that nmy law firmrepresented
who had clains arising fromBaycol, he was the worst one.

And did nost of them get better? Yes, they did.

And did they have a variable course of recovery? Yes, they
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did. And did sone of themget better quickly? Yes. ©Dd
some of them have high CK? Yes. D d sone have | ow CK?
Yes. D d sonme of themnot have a test? That's true too.
Do they have differing levels of ability to prove causation
in adifferential diagnosis? Probably so.

But that's the nethodol ogy that Your Honor has,
| believe, appropriately endorsed for this litigation and
the elenents of it are not too far apart between the
parties.

And | do want to address one issue on
qual i fications, Your Honor, if |I may, and that has to do
with Dr. R chman as soneone who is able to rely on the
literature

Now, the question is does a person have to be an
expert in adverse event reports or epidemology to read The
New Engl and Journal of Medicine, and the answer is no. The
New Engl and Journal of Medicine is a journal for genera
circulation to about 200,000 doctors who are not
epi dem ol ogi sts, card-carrying or otherwi se. They're not
FDA specialists, card-carrying or otherwise. They are
doctors who read that journal to learn information that's
relevant to their practice and that's why the Staffa article
was publ i shed.

If you ook at what Dr. Richman actually says

about that article -- 'ma little out of order, but | do
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want to try to find that -- he says that there's a consensus
by far of the nedical conmunity that accepts the Staffa
study as being indicative of a higher risk. And that's what
we di scussed this norning with the recent articles, in
particular the Bays article that calls it a high |evel of

evi dence for precisely that point.

You don't have to be an expert to read The New
Engl and Journal and know what it neans. A doctor reads that
and knows that's why it's in there is to tell you that
there's this extraordi nary phenonenon out there where one
drug that's now off the market is 16 to 80 tinmes worse and,
hey everybody, you better pay attention to that. It's a
signi ficant finding.

Beyond that, it's inportant that Dr. R chman --
believe his credentials in the area of evaluating drug
safety and epidem ol ogic studies were not fully stated in
t he defense papers and possibly not in our response.

But it should be pointed out that he's published
articles that he testified to in his deposition about
myast henia gravis, which is the nuscle disorder within his
speci al i zation, conparing the safety of drugs based on case
series of nyasthenia gravis treatnent.

So this is a person who has got sonme experience
wi th conparing drug safety based on case series, so he knows

what that's about. And he testified -- that's at page 132
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to 133 of his deposition. And also at 133 he said that he
reviewed articles about the adverse event reports.

And Dr. Dorfman, the defense expert, stated at his
deposition that he does not claimexpertise in the field of
epi dem ol ogy, but that did not prevent defense counsel from
eliciting testinony, after the discovery portion of the
deposition was over, eliciting testinmony fromDr. Dorfman as
to the doctor's opinions on the limtations of adverse event
reporting databases as well as their advantages and whet her
such data can be used to generate estinates of
di sproportionate risk without claimng any expertise in
epi dem ol ogy.

And | believe that it would be appropriate for the
Plaintiffs' expert, who does have experience w th drug
safety conparisons, to at |least offer the opposing
perspective based on having reviewed the literature and
havi ng done drug safety conparisons hinself.

And | believe |I'm done subject to any questions
t hat Your Honor may have.

THE COURT: Thank you.

MR. ARBI TBLI T: Thank you, Your Honor.
appreci ate your tinme and patience.

MR. ISMAIL: Is there any further argunent from
the Plaintiffs on this?

MR. ARBI TBLI T:  Your Honor, | would just
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i ncorporate the sane argunents as to Drs. Zizic and Carl son,
that they're professional doctors, they' re capable of
interpreting sonething in The New Engl and Journal of
Medi ci ne and the consensus that arose around it.

The consensus that we tal ked about earlier today
has sinply confirmed that they were right when they read
those articles, that Staffa was right, that no one has
guestioned it, and that the drug Baycol is off the market
for a reason and the reason is it's nore toxic.

THE COURT: So incorporated. Thank you.

MR. ARBI TBLI T: Thank you, Your Honor.

MR. ISMAIL: My | respond, Your Honor?

THE COURT: You nmay.

MR. ISMAIL: Thank you.

MR. LOCKRI DGE:  Your Honor, while we're setting
up, can | pass up Dr. Mayers' docunents from --

THE COURT: You nmay.

MR. ISMAIL: Wiile that's getting straightened
out, Your Honor, | wll just begin without the reference to
sone of the docunents.

Starting at the end of counsel's coments as to
this expertise question, | think the question is fairly well
staked out. Dr. R chman is the fell ow whose deposition
showed earlier where he said he had never used this data to

do conparative safety assessnents. D. Staffa's letter is
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the first safety assessnent he's ever seen using this data.
And so that's the lack of expertise that we're focusing on
here. And he's further one of the witnesses who said it's
the only data upon which he's basing his concl usion.

And counsel stated that, well, gee, Dr. Staffa's
letter was in The New England Journal and it's a genera
circulation publication and any doctor can read it. Well,
the cases that we've cited both in this district and
el sewhere have stated the idea that any doctor can comrent
on any nedical issue, to the extent that ever was valid, has
been debunked after Daubert and the specialization that has
evol ved.

So to the extent any doctor can read Staffa, that
doesn't mean any doctor satisfies Daubert's requirenents for
qualifications and expertise. | think the case | aw bears
t hat out.

And as to Dr. Dorfman, he was asked by Plaintiffs
counsel in his deposition about adverse event data. He has
no opinion in his expert report in which we've proffered him
to make conparisons of drug safety and it's only after he
was asked those questions that our |awer established his
view as to the unreliability of the data.

So |l think it's alittle unfair to suggest
Dr. Dorfrman has affirmatively staked out an opinion on drug

safety given that he's a neurologist. W have not asked our
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neurol ogist to give an opinion in the area that we've
chal | enged their neurologist fromgiving an opi ni on.

And counsel spent a great deal of his remarks
tal ki ng about the potential for permanent injury after
rhabdonyol ysis and he showed sone exanpl es of cases. A
t hose cases, including the ones that he has shown, have
settled. They are no longer a part of this MNDL.

And to the extent that there is a severe enough
case of rhabdonyol ysis where questions of residual injury
can be addressed, to the extent one of those cases ever
comes back into this MDL, we can deal with that on a
case-specific challenge to any such claimof residual
injury. But rhabdonyolysis is no longer really a part of
this MDL. Instead we have a thousand, nore or |ess, nuscle
ache cases.

And so there's a great deal of discussion of
medical literature, citations to Dr. Dorfman, our expert,
where they posit if you hypothesize a severe enough case of
r habdonyol ysi s, 350,000 CK, can you have sone residual
injury? That's not what we're dealing with anynore in this
VMDL. And so what our notion was directed at is the
remai nder of the cases, not a hypothetical case that's not
here.

And what we have stated is that when a patient --

and then we had the statenment from counsel, and | don't know
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to what extent it's binding on the rest of the PSC since it
was only made in the context of Dr. Richman, but the very
clear statenent if there's no elevated CK, we're not
claimng that the system-- the synptons can persi st

foll owi ng discontinuation of the statin. |If | have

m sstated it, sonebody can tell ne if | have, but that's
what | understood Dr. Richman's -- or M. Arbitblit's
position to be with respect to Dr. R chman.

MR. ARBITBLIT: Wth the Court's perm ssion, |
would like to clarify that that was intended to be the
position of the PSC and its experts, that if the CKis
tested and it's never elevated, that we do not claimthat
there's a possibility of permanent injury.

MR. ISMAIL: So now we have --

THE COURT: | think it's been said three tines.

MR. ISMAIL: So now we have counsel's statenent
that what he characterized as the easy case, that it's been
tested, it's normal, there's no permanent injury, that this
group of plaintiffs is not claimng that that type of injury
exi sts.

But, of course, we have such reports in this ML
and in part that's what we have addressed our notion to,

t hat under Daubert and as apparently joined by the
Plaintiffs' Steering Commttee, there is no reliable science

on that theory.
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So then we get to a group of cases where CK was
not tested and there is no contenporaneous diagnosis of the
myopat hy, there's no objective indicia of the nyopathy.
amuncl ear as to whether the PSC thinks there's a permanent
injury that results or can be present there, but we have
brought in our -- sought in our notion to exclude such
t heori es.

If there is no -- it's only in the rarest of rare
rhabdonyol ysi s cases do you have sone residual injury, not
in cases where you have -- and if a patient's CKis not
tested, that patient didn't have rhabdonyolysis; or if that
patient's myoglobinuria -- if there's no diagnosis of
nmyogl obi nuria, that patient didn't have rhabdonyol ysis.
Doctors know to nake these | aboratory tests.

So if here we have a patient who after the fact
reports | had nuscle aches and pains on Baycol and there's
no -- and of course the treating physician never drew a CK
because these are conplaints that arise after the fact,
those patients can't claima statin nyopathy that continues
nmont hs and even years after they' ve stopped taking Baycol.

Just like there's no science to support
affirmative normal CK, there's no science to support the
i dea that we can have this ongoing statin myopathy for which
there's no evidence that the patient ever had injured

muscl es.
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So in that respect we would extend the PSC s
concession to even those patients in which there was
no cont enporaneous CK or other indicia of myopathy at
the timne. So we don't need to address the rhabdonyol ysis
hypot heti cal here because that's not what's left in this
VDL

And | don't want to, again, be ships passing in
the night or otherwse try to convince themthat their
experts have a theory that they' ve di savowed here, but they
have in their expert reports said nyopathy may include
patients who had no elevations of CK, that's one part of
their opinion, and then another part, patients with nyopathy
can have chronic or residual or permanent disability. So
t hey define "nyopathy" to be normal CK and then they define
"permanent injury" or "chronic injury" in patients who have
a nyopat hy.

So it's not ships passing in the night to worry
that there's a theory being staked out here that nyopathy
can be a chronic permanent injury, and it's to that theory
that we brought our notion and responded to every one of
their articles and case reports showing all those patients
had their synptons resolved. Even in the Hansen revi ew t hat
we' ve tal ked about, every one of those patients had their
synptons resolved. And so it is on that basis that we seek

to exclude the theory in line wth the Leathers opinion, in
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line with the concessions nmade today by counsel.

And so in light of that, unless Your Honor had
specific questions -- and then on diagnhosis, CKisn't the
only objective indicia. |It's the nost conmon. But we have
said in our papers and our expert discussed EMG or biopsies
or quantitative strength tests.

So | know this goes back to M. Hopper's point
that we've attenpted to -- | don't know what he said --
drill a hole in the ground with CK and put themin it.
That's not the only objective indicia of nyopathy that
exists. There are others.

And Dr. Mayer, whose deposition | played nuch
earlier this afternoon, he tal ked about the four objective
indicia, ENMG biopsy, CK quantitative strength test. $So
it's acknow edgi ng that those possibilities exist, but
understandi ng that there has to be sonme cont enporaneous
proof of the myopat hy.

Are there any issues you want nme to address, Your
Honor ?

THE COURT: Thank you.

MR. ISMAIL: How do you want to proceed at this

point? There's three nore Bayer notions and one Plaintiff

notion. | could be relatively quick on the three even
t hough they're -- not a lot of overlap. | could take them
seriatim
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THE COURT: Wy don't you do that. How rmuch tine
do you need?

MR. ISMAIL: Ten mnutes a notion, would that
bot her anyone here?

THE COURT: How are you doi ng down there?

COURT REPORTER: Can we take a five-mnute break?

THE COURT: Let's take a five-m nute break.

(Recess taken at 5:30 p.m)
* * * * *
(5:40 p.m)
I N OPEN COURT

THE COURT: You may conti nue.

MR. ISMAIL: Thank you, Your Honor. If it's al
right with the Court, | would proceed with Dr. Raskin and
then since |"mup here and we are already set up, | would go
right to Dr. Kapit and Dr. Smth, even though they really
don't have anything to do with each other, rather than break
down the conputers one at a tine.

THE COURT: | will give you 30 m nutes.

MR. ISMAIL: Thank you. Dr. Raskin first.

Dr. Raskin is a cardiologist, practicing cardiologist, and
he gives opinions in three areas, conparative drug safety,
| abel i ng, and normative opi nions about Bayer's conduct in
the context which I'll address it as in addition to his

chronol ogy, as he sees it, of the Baycol story, which we
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believe to be squarely on all fours with the Rezulin
deci si on, which excludes these plaintiff -- excuse ne --
partisan argunents dressed up as expert testinony.

| don't want to spend a lot of tinme on conparative
drug safety. The parties' positions are well staked out.

Dr. Raskin stated in his deposition he is relying either
exclusively or principally on AER data and he had no prior
experience wth AER data before being retained as an expert
inthis case. And for simlar argunents that we' ve nmade
with the |ast group of experts, we sought to exclude that
opinion with respect to Dr. Raskin.

On labeling Dr. Raskin gives the opinion that
Bayer coul d have and shoul d have incl uded conpari sons of
spont aneous adverse event data in its |abel so that these
reporting rate studies that we've heard described today
shoul d have been either put in quantitative or qualitative
statenents in the Baycol | abeling.

And as to that question Dr. Raskin has no prior
experience in pharmaceutical |abeling, at |east on the FDA
regul ations issue. He's never hel ped draft a drug | abel,
never been a consultant to a pharmaceutical conpany or FDA
in regards to drug | abeling.

And as to his opinion, he stated at his deposition
Bayer could have on its own included the spontaneous adverse

event data in its |abel through this nechanismcalled the
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changes being effected process by which a conpany prior to
recei ving FDA approval changes its drug |abel. There's an
animal in the federal regulatory schene that allows for
this, and he opines that that could have been done.

But prior to submtting his expert report in this
case, Dr. Raskin never even heard of the changes being
ef fected process and he states so in his deposition at
page 90.

"Is it the case, sir, that when you submtted your
expert report in this case you had not even heard of the
changes being effected process?”

He said, "No, | just had heard about the 'Dear Doctor
letters.

"WAs ny statenent correct?"

He says, "Yes, sir."

And he flat out admts in his deposition he is not
an expert in FDA regulations with respect to drug |abeling.
He's asked at page 86:

"You are not an expert in FDA regul ati ons?

"Answer: That is right."

Again at page 105 he's asked:

"Do you have any expertise to opine as to whether or not
t he FDA woul d have approved a change to the Baycol |abel to
list the nunber of spontaneous events of rhabdonyol ysis?

"No, | don't have any particul ar know edge of that."
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So he's admttedly not an expert in the FDA schene
for drug labeling and yet he seeks to give an opinion on it.
H s sole basis for his labeling opinion is stated in his
deposition, page 91 of his deposition. Let ne try it this
way .

"The sumtotal of your work to prepare an opinion
regardi ng what | abel changes Bayer could have nade to the
Baycol |abel consisted of reading Dr. Kapit's expert report,
who is another Plaintiffs' expert, and review ng the
publ i shed Code of Federal Regul ations?"

And he answers, "Yes."

But as to those two issues he states:

"Wien you submtted your report in this case you had
nei ther reviewed the Code of Federal Regul ations nor
reviewed Dr. Kapit's expert report, correct?"

And he answers, "That is correct.”

So his sole basis for a labeling opinion is
Dr. Kapit and the Code, neither of which he ever saw before
he submitted his expert opinion in this case.

So here we have the antithesis of a scientifically
reliable nmethodol ogy. W have an expert who has staked out
an opinion, later tried to backfill support for that
opi nion, but he never had that support when he reached his
opinion to begin with. That is not the scientific nethod.

That is not scientifically valid and reliable nmethodol ogy.
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So that's Dr. Raskin on drug | abeling and there
are cases that we cite that preclude experts -- purported
experts from giving opinions on drug | abeling who do not
have prior professional expertise in FDA regul ation of
| abeling and prior experience in the regulatory process
governi ng pharmaceutical |abeling. D. Raskin is squarely
within that case | aw.

Dr. Raskin also gives an opinion where he states a
couple of things with regard to what doctors knew. He
says -- he gives the opinion doctors did not know X, Y, or Z
about Baycol and he further states | did not know X, Y, or Z
about Baycol. So if you would consider those two opinions

on their own.

First of all, his speculation as to what doctors
knew is not an opinion that would pass Daubert nuster. It
is speculative. It's inherently anecdotal. He's got no

surveys of what doctors knew. He's not soneone who has
witten in the area of physician prescribing behavior. He's
got this general gestalt about what doctors -- what he
t hi nks doctors knew about Baycol and wants to opine that he
doesn't think doctors as a whol e knew about certain all eged
toxicity.

And clearly Dr. Raskin can't testify what a
speci fic doctor knew or didn't know, and that's all that is

rel evant on issues regardi ng warnings and | ear ned
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intermediary.

Dr. Raskin's opinion as to what doctors knew in
the abstract can't go on the questions of relevance and fit,
to use the Daubert term nology, to an individual doctor's
assessnent of the warnings and risks and benefits of the
medi ci ne.

And even Dr. Raskin's statenments that he
personally wasn't aware has no rel evance what soever to
whet her ot her doctors in individual cases were aware.

And | think the Plaintiffs have stated in their
papers that sonehow we confuse that Dr. Raskin is being
offered as both an expert and percipient wtness. WlIlIl, as
a -- he has put these opinions about what he knew and didn't
know in his Rule 26 expert report, but he's a percipient
wi tness as to what he knew.

And one of the standards under Daubert is the
opinion has to be relevant to the issue at hand. And what
Dr. Raskin knew in northern California is not relevant to
what a doctor in M nnesota knew or doctors el sewhere around
the country. So as to that basis under Daubert,

Dr. Raskin's speculation as to what the conmunity as a whol e
knew and what he knew sinply is not relevant.

The last topic on Dr. Raskin is his commentary on
what he speculates as to Bayer's corporate state of m nd and

various normative value, ethical judgnents he makes in his

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

204

testi nony and report.

| think the Plaintiffs don't dispute the general
| egal proposition that an expert cannot opine as to his view
of the ethics or pass value judgnents on a conpany. There's
particularly in the mass tort area a great nunber of cases
t hat have excluded such opinions. It's in the Rezulin case.
The Diet Drugs litigation has resulted in simlar opinions
excl udi ng experts.

But to the extent they agree with the case |law, |
think they don't agree with the application here and | would
like to use an exanple of where courts have excl uded
testinony along the lines simlar to what Dr. Raskin has
done.

Here's Dr. Raskin's expert report, and this is
just an exanple. |'mat paragraphs 18 through 21 and this
is just one part of a five- or six-page chronol ogy, as
Dr. Raskin sees it, of the Baycol story, so to speak.

And he tal ks about what he thinks the docunents
show was Bayer's know edge. Bayer was aware of evidence,
rat her than encouragi ng an open and honest discl osure about
Baycol 's risks, clearly these are normative val ue judgnents
that he's passing, but even nore to this whole idea of can
an expert becone a party's -- provide a party's closing
argunent and | ook at internal docunments and put themin a

chronol ogy that is selective and spoon-fed and biased in its
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presentation and call it an expert opinion.

And the Rezulin court very clearly shot down the
i dea that such opinions pass Daubert. This is the court's
opinion in the Rezulin litigation, which we have cited in
several of our briefs. As plaintiffs' Rezulin historian,
therefore, Dr. Gale does no nore than counsel for plaintiff
will do in argunent, propound a particular interpretation of
defendant's conduct. And it goes on to exclude the opinion.

And earlier in the opinion, earlier in the court's
opinion, it describes that this expert, Dr. Gale, just went
t hrough i nternal conpany docunents and cane to an opinion as
to the chronology of events. And Dr. Raskin, if you go
t hrough his expert report, has done the sane thing.

And whet her they call it background or whet her
they call it the predicate facts upon which he gives his
opinion, that is not expert testinony. There is no
expertise required there, as the courts found in Rezulin and
in Diet Drugs. That is a matter traditionally left to
juries and not a matter upon which juries need an expert's
gui dance.

The | awers can make the argunents and i nferences
fromthe internal docunents. They don't need an expert to
get up and propound an opinion as to what he thinks the
chronol ogy shows.

Turning then to Dr. Kapit, Dr. Kapit is a forner
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FDA enpl oyee who didn't have any prior experience while at
the FDA wth Baycol. He hasn't practiced nedicine in sone
tinme and he has no clinical experience with these nedicines.
He hasn't witten on the topics that are at issue in this
[itigation.

One of the areas that we spell out in our notion
is an area of preenption of Dr. Kapit's opinions, and |
don't want to take the tine here to go over all the analysis
there. W rely on our papers.

But Dr. Kapit states in his deposition that Bayer
submtted the adverse event reports, submtted the
preclinical and clinical data with respect to Baycol, was
not remss in wthholding any data, but he thinks Bayer
shoul d have given sonething to the FDA that it was not
required to give.

And under Buckman and its progeny, a
phar maceuti cal conpany who is conplying with FDA regul ati ons
shouldn't be in a position to wonder down the |ine what a
plaintiff expert would say or a state court jury would say
were its real disclosure obligations.

The FDA gets to decide what it wants to receive
and how it wants to receive it. That is not for an expert
down the line to second-guess and certainly not an issue
that a jury can second-guess.

And so to the extent Dr. Kapit is purporting to
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i npose on Bayer different disclosure obligations than those
that are spelled out by the FDA, such opinions are clearly
pr eenpt ed.

Dr. Kapit also has in his report -- and if Your
Honor | ooks to our papers, we seek to exclude his ethica
musi ngs about what he thinks of Bayer's conduct. And again
the Plaintiffs don't contest the proposition that an expert
is not allowed under 702 to give value judgnents as to what
he thinks of a party's conduct.

And Dr. Kapit's report very clearly uses words
like "ethical™ or "irresponsible" or "inappropriate,"”
buzzwords that have been consistently ruled out in federal
court cases.

And the PSC s response is to acknow edge that case
| aw and they state very clearly in their report -- or in
their opposition, Plaintiffs agree that the Court should
preclude Dr. Kapit fromusing the word "ethics" and its
cognates and go on to concede the case |aw which precl udes
such et hi cal opinions.

But where we disagree is what they do next when

they say -- this is Plaintiffs' opposition to our notion on
Kapit -- A close reading of Dr. Kapit's report indicates
that the term"unethical" is often used as a synonym for
"irresponsi ble" or even "reckless.” So now we have the PSC

being Dr. Kapit's personal thesaurus and wherever he said
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"unethical” in his report, he really neant to say
"inappropriate.”

So there's two ways to viewthis rewiting of
Dr. Kapit's opinion. On the one hand, the |awers could be
changi ng the substance of the opinion -- there's no
suppl enental report fromDr. Kapit, there's no subsequent
declaration on this issue fromD. Kapit -- or that the
words "ethical" and "inappropriate” or "reckless" nean the
sane thing.

They' re either changing his opinion or they're
not. And if they're not changing his opinion, then the word
"ethical" is the sane substantive opinion as saying it's
reckl ess or inappropriate.

And not even the PSC is pretending that they can
after the fact go in and rewite their expert's report and
change the substance of the opinion. So what we have here
is we're left with the only other alternative, that the word
"ethical" is a 100 percent synonym for the words
"irresponsi bl e" and "reckl ess. "

Vel |, Daubert excludes opinions, not word choice.
If ethical opinions are -- do not satisfy nuster under
Daubert, as they clearly do not and as Plaintiffs concede,
then calling it by another nane and conceding it's
100 percent the sane opinion also has to be excludable. You

can't just change the word "ethics" and say, well, he really
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meant to say "inappropriate,” but they're exactly the sane.
So whether they want to call it "reckl ess" or

"I nappropriate,” "ethical," or sone new word, the opinion

itself is what we're seeking to exclude, not the word

choice. And very clearly the case I aw woul d exclude it.
And just to show exanpl es, Your Honor, of what

we' re tal king about on the substance here, this is

Dr. Kapit's expert report. He's got a section on Bayer's

knowl edge of excessive toxicity. Now we have an expert

specul ating as to Bayer's state of mnd and, again, under

Rezulin and Di et Drugs such opinions are excl udabl e.

El sewhere in his report Dr. Kapit has exanpl es of
irresponsibility generally. There mght be one where he
thinks irresponsibility specifically, but here's one on
generally. And again he's passing val ue judgnents in the
sequence of his views as to Bayer's conduct along the way.

He's even got an opinion -- he's even got a
section of his opinion on Bayer's priorities and the
conpany's strategy for Baycol. So he is an expert now,
apparently, who can derive Bayer's priorities with respect
to Baycol; and of course he is in no position to do that.
There's no expertise that he's bringing to Bayer on that
issue. He's just speculating as to what he thinks the
priorities are.

And then he's got an opi nion where he goes through
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what he says is the history of Baycol and he goes through
his view of the story. |It's a story, however, of corporate
anbitions for profit and prom nence that overcane good

j udgment .

It reads less like an expert report and nore |ike
he's witing a work for general circulation. He's got his
view of the Baycol story. There is no expertise that would
assist the trier of fact that he's bringing to that
questi on.

And since we haven't had a reference to Vioxx in
al rost an hour, I wll nake one now. Dr. Kapit and other
experts who have attenpted to give state of mnd and
normative, ethical value and judgnment opinion testinony in
that litigation have been excluded just |ike they have in

Rezulin and Diet Drugs. So the string of exclusionary

rulings in this area that began a few years ago has
continued right through this past year.

THE COURT: Don't beat a dead horse on this one.

MR. ISMAIL: Yes, sir.

So then with respect to Dr. Kapit, there's only
just one other area and that is the foreign regul atory
issues. Dr. Kapit has several references to interactions
that Bayer had in other countries and we've sought to
exclude that opinion as irrelevant to the issues in the

litigation, one of the questions under Daubert, and we have
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cited several cases that support that very proposition.

And the Plaintiffs' response is the foreign
regul atory proceedings are relevant as to notice and
presunmably there will be sone tine on a notion in |imne
where we can have this fight as to whether as a matter of
evi dence these interactions can cone in as to notice. That
is not for this day.

But if the only purpose of these interactions wth
foreign governnents is as to notice, then there's no
expertise that Dr. Kapit is bringing to that question. Al
he is doing nowis reciting the facts of the interaction.

And so there's no -- it's no different than him
doi ng a Baycol chronology and putting it in a plaintiff's
cl osing argunent sense that these are the facts that he
thinks give rise to notice.

And he wants to tal k about Australia and Canada.
That's not an expert opinion. Those are just facts that a
jury does not need, to the extent they are adm ssible at
all, and we have cited in our papers that other Baycol
courts have excluded this very evidence, but that's for
anot her day in the federal court system

But as to the opinion testinony, there's no
expertise there. It's just the recitation of facts that a
jury can understand and a plaintiff can nake the argunent

and i nferences from them
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And so that concludes Dr. Kapit and I'Il quickly
deal with Dr. Smth, who is a toxicologist, not a nedica
doctor, and M. Beck played a portion of his testinony many
hour s ago.

He gives -- he has no prior research experience
with statins or Baycol or publications, which is not a
di spositive factor to preclude him but it's relevant in
this Court's analysis of his opinions.

Dr. Smth states his opinion is that Baycol is the
nmost toxic statin. He relies in part on adverse event data,
again, lacking the qualifications there to use that in his
anal ysis, and he relies also on animal and test tube data.

And as far as | can tell, he's relying on three
studi es, the Matsuyama study, the Matzno study, and an
internal Bayer in vitro study. Each of these three studies
i nvol ved high dose either petri dish or animal testing.

Dr. Smith does not rely on any human pharnmacol ogy
testing, as far as | can tell, to give a conparative safety
opinion. Instead he extrapol ates from super high dose test
tube and aninmal studies to give an opinion about human
toxicity.

And we have cited case lawin the Eighth Grcuit,
the G astetter case, and in the Suprene Court the Cenera
El ectric case which have stated such extrapol ations from

hi gh dose test tube and aninmal nodels to human toxicity does
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not neet Rule 702.

The Plaintiffs do not distinguish these cases.
They say instead that there's no per se blanket exclusion to
rely on animal or test tube data to give an opinion on human
toxicity.

And that per se exclusion has never been
presented. The Suprene Court or the Eighth Grcuit hasn't
had to invoke a per se exclusion, but just finding on the
facts of those cases that the evidence is not sufficiently
reliable.

And we don't believe a per se exclusion is
sonmething this Court has to reach either, but instead on the
facts of this case, just like in all the others, there is no
reliabl e extrapol ati on that can be nade.

The Plaintiffs do not cite a case finding solely
from toxicol ogy high dose animal and test tube nodels that
an expert can give an opinion on general causation. And
what they say instead is -- this is their opposition -- they
say, well, gee, Dr. Smth is saying -- does not base his
opi nion on the extrapolation of the results of high dose
animal studies to human. He's actually basing his opinion
on a conparison of high dose animal studies between statins.

Vell, that's a less reliable or greater anal yti cal
| eap than what the cases have already excluded. You've got

hi gh dose animal and test tube studies which courts have
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said you cannot extrapolate to humans, but he wants to take
those on two different statins and then conpare themto each
other. He's got multiple layers of unreliability in that
anal ysis, far in excess of what courts have already

excl uded.

THE COURT: You've set the trap.

MR. ISMAIL: I'msorry, sir?

THE COURT: You've set the trap. Let's see if
they can get out of it.

MR. ISMAIL: Well, in that case --

THE COURT: So save your few mnutes to respond to
what they've got to say.

MR. ISMAIL: Then | will not proceed further
t here.

On nmechani sm which we have al so sought to excl ude
fromDr. Smth, he's got the opinion that -- you saw this
term "apoptosis" in the notion and in the briefs.

M. Arbitblit a nonent ago said there is no
general ly accepted view on what the nmechanismis for a
statin nyopathy. Lots of theories have been thrown out and
he said there are proponents and detractors for each.

Dr. Smth apparently is a proponent of the
apoptosis theory, but he admts there's no human clinica
data in support, no pharmacol ogy data in support, no ani nal

data in support, no test tube data in support. He admts
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it's just a theory, and we've provided the deposition
citations fromhis owm admssions that it's his theory.

However inspired it may be, it is not grounded in
scientifically reliable nmethodology. Instead it's his
ipse dixit. He says that's the nechanismand he'll be
prepared to defend it, but that is all the farther it goes.

He al so has an opinion that Bayer's netabolism
increased the likelihood of its interacting with other
drugs. He admts there's no peer-reviewed literature in
support of that opinion.

And we noted for the Court that Plaintiffs' other
toxicologist, Dr. Pang, flatly disagrees with Dr. Smth. He
said this dual pathway for drug netabolism for Baycol was
not a reason to believe they would have a hi gher
susceptibility to drug interaction.

And so, again, it's an interesting theory that he
advances, but not one that's been repeated anywhere outside
his expert opinion in this case.

Lastly, Your Honor, Dr. Smth joins other experts
in giving value judgnents about Bayer's conduct. And the
response fromthe Plaintiffs was, well, gee, he is only
quoting from Bayer's own internal docunents; and that's at
page 23 of their opposition to our notion on Dr. Smth.
That's not a response to pass nuster under Daubert. That's

a reason to exclude it under Daubert.
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If all he is quoting is internal Bayer docunents
and putting themin whatever chronol ogy or draw ng
inferences fromthem that's for a jury to do and that's
what the cases have held; and Dr. Smth's attenpt to the
contrary doesn't pass nuster under Rule 702.

And with that, thank you, Your Honor.

THE COURT: Thank you.

MR. ARBI TBLIT: Your Honor, M. Black will be
addressing the Kapit notion and I w il be addressi ng Raskin
and Smth. W can go in whichever order you prefer.

THE COURT: | wll leave it in your hands.

MR. BLACK: And then, Your Honor, | can go
directly into the notion on Dr. Arrowsmth-Lowe.

THE COURT: That's fine.

MR. ARBITBLIT: My | provide these and use them
as little as possible, Your Honor?

THE COURT: Mbost definitely.

MR. ARBITBLIT: There's one for Dr. Smth, two
copies, and one for Dr. Raskin, two copies.

THE COURT: You've got 20 mnutes and the yell ow
light will come on with 10 mnutes to go so you will know to
swi tch gears.

MR. ARBITBLIT: I'll start with Dr. Raskin, Your
Honor. The interesting issue with Dr. Raskin is that Bayer

called himan expert when they hired him put himon a
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speakers panel and said you' re an expert and we'd |like you
to help us sell Baycol and pronote it to other doctors.

And there's, | think, a qualitative and inportant
di fference between soneone who is sinply hired to tell the
Rezulin [sic] story as an outsider versus soneone who was
hired by the conpany to tell that story to doctors and then
found out the story wasn't true and that he was m sl ed and
he wasn't told what the conpany knew.

And so it's not sinply -- it's an inportant
distinction in this case and an inportant contribution that
Dr. Raskin can nmake to what, after all, is a story for a
jury. It's not just about science.

And he is a fact witness. He's a percipient
wWitness. He was there. He was told that Baycol was as safe
as other drugs at the sanme tine that Bayer was accunul ati ng
data, nore and nore each nonth, that it was not telling him
As he was goi ng about the business of preparing to tell
ot her doctors how safe Baycol was, he was not being told
that they were having these doubts internally and conpiling
data that was showi ng that wasn't necessarily so.

Now, Dr. Raskin did testify that he does have sone
famliarity with adverse event reporting systens. He's
not -- he doesn't have to be an FDA expert to testify to
that. Wuat he has to do is neet the standard that's in the

D et Drugs case, which is that he is permtted to testify
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that the |abel did not match what was known or
scientifically knowable. And that also feeds into the issue
of state of m nd.

Now, knowl edge is an el enent of the cause of
action or a claimfor relief for failure to warn. What was
known or scientifically knowabl e defines the duty of a
manuf acturer to disclose risk. So the idea that know edge
is a forbidden state of mnd for an expert to tal k about
is -- would make the claimfor relief unprovable, so that
can't be the standard.

Wien it gets into intent, then perhaps -- then
that does cross the line. Wen it gets into ethics, that
does cross the line. But when it's about know edge, that
does not cross the line. That's essential testinony about
what was known or scientifically knowable and did it match
t he | abel .

Now, the position that Dr. Raskin takes and
testified to is that on other occasions throughout his
experience as a treater and prescriber he had seen exanpl es
of conpani es that did disclose risks based on adverse event
reports and that his notion of what a drug conpany shoul d
tell a doctor was based on that experience and as well as
reviem ng the Staffa article, which we've had enough
di scussi on about whether there's a consensus on that. |

won't go into that again, but we think that he was entitled
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to rely on that.

But he was a statin expert. That's why he was
asked to be on the panel. He was asked to tell the story of
Baycol being as safe as other drugs to other doctors and he
is in a unique position factually to say I was not told what
they knew, and if | had known, | would not have agreed to be
a part of their panel and I would not have prescribed this
drug because to ne as a prescriber that signal should have
been di scl osed.

Now, there are two very inportant factors that
support himon that. One is -- and this doesn't get talked
about much, but it is inportant and it is in his report --
on Decenber 15, 1999 Bayer issued a "Dear Doctor" letter.

That "Dear Doctor" letter changed the | andscape as
far as what doctors were told about Baycol, but it only
changed it as to conbination use. It said conbination use
with genfibrozil is not a good idea, we reconmend agai nst
it. And that got stronger over tine, but that was the
initial information to the public.

But what hasn't been said often enough but
Dr. Raskin does say it is that at the very same tinme frane
the very sane data analysis that Bayer was doi ng of adverse
event reports al so showed excess risk for nonotherapy. That
was not said, but it was in the data. It's in the report.

It's in the data.

LORI A. SIMPSON, RMR- CRR
(612) 664-5104




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

28U

Dr. Raskin is entitled to say if Bayer could
disclose a risk that they got from adverse event reports
that they say are so irrelevant but yet they acted on
them -- that was the only basis in Decenber 1999 for that
warning, was their internal analysis of the adverse event
reports conpared to other statins -- and they want
congratul ations for doing the right thing and warning the
community, but if they're going to warn about conbi nation
use, what insulates them from warni ng about nonot herapy,
which is also shown to be elevated in the sane database?
Wiy is Dr. Raskin sonehow precluded fromtestifying they
told ne about one, why didn't they tell ne about the other?
He shoul dn't be precl uded.

He testified that other conpanies had given him
t he opportunity to do the right thing by giving him
i nformati on when there was adverse event spikes that showed
that there was a potential problem

Now, the other thing that supports himis that
Dr. Dorfman agreed with him And the testinony of --

Dr. Dorfman, who al so believed that he had received the
“"Dear Doctor" letter of Decenber 15, 1999 and said at his
deposition in Septenber of 2004 that that was the type of
information he expected to receive from drug manufacturers,
testified as follows: And this is at slide 10 of the Raskin

present ati on.
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"Question: Are you suggesting it would be prudent for
the manufacturer to let doctors know if they discover a
particul ar signal of higher adverse event reporting even if
they haven't yet concluded that the relationship is
definitely there?

"Answer: Yes.

"Question: Wuld your answer be the sane whet her the
data showed increased reporting rate relative to
prescription nunbers for Baycol in nonotherapy as opposed to
this Decenber 1999 letter pertaining to conbination therapy
with genfibrozil?

"Answer: | don't see why there should be a difference."

And frankly, Your Honor, neither do |I see why
there should be a difference. And the point is that
Dr. Dorfman expected that type of information to be
di sclosed as a treating doctor so that he could nake
treatment decisions that were based on the know edge that
the conmpany had. Dr. Raskin is entitled to say as well that
the | abel did not disclose what was known or scientifically
knowabl e.

And | believe that the report of Dr. Raskin, for
exanple, in the last paragraph, indicated that in summary
Bayer did not tell practicing cardiologists or the nedical
community what it knew about the risks of nmuscle toxicity

associ ated wi th Baycol .
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That goes to know edge. That's a state of mnd
that is not off limts. It's within bounds. |It's necessary
to proving the failure to warn because what has to be proved
is that there's sonething that's known or scientifically
knowabl e.

And with that | would like to nove on to
Dr. Smth, with the Court's perm ssion.

THE COURT: You nmay.

MR. ARBI TBLIT: Thank you, Your Honor. Now, the
issues with Dr. Smth, I'"'msorry, I'mgoing to have to rush
t hrough them because they are sonmewhat nore conplicated. In
fact, even sone of the nanes of the authors are hard to
pronounce.

But the point is that you don't -- | don't believe
that it's a fair interpretation of the law on ani mal studies
that you start with the presunption that they're out. The
presunption is the opposite. The Reference Manual says that
there is arole to play for animal studies. They are a part
of the entire picture.

They're not the only evidence of Baycol's greater
toxicity. Wuwether it's Dr. Smth or soneone el se
testifying, there's plenty of evidence in this case about
Baycol 's greater toxicity.

And to exclude soneone tal king about ani nal

evidence that's within their speciality, first of all, he --
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| believe that he is entitled to rely on the literature as
far as whether he thinks it showed excess toxicity based on
Staffa and a few people that cited her with approval as of
the time he wote his report.

But in addition to that, this evidence on what the
ani mal studies showis not in isolation. You can't take one
expert and say this expert is divorced sonehow fromthe
ot her evidence in the case.

If there's evidence in the case of greater
toxicity, which there is plenty of evidence that we' ve
t al ked about today, soneone el se tal king about what the
animal studies showis relevant to the entire evidentiary
portrayal. And so this is a piece of the puzzle, not the
entire puzzle.

In addition, | would point out that we've -- first
"Il just cite to the Reference Manual at 206 -- 2006, page
405 and 569, on the issue of using aninmal studies. One can
usually rely on the fact that a conpound causi ng an effect
in one mammal i an species will cause it in another species.
That's a quote. So the presunption is that it should be
permtted, not that it shouldn't.

The Bayer docunents about the steep dose-response
curve are mrrored in the recent literature on -- for
exanpl e, the Bays article that we tal ked about earlier that

tal ks about a threshold dose being reached for Baycol at
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mar ket ed doses at .4 and going way up with .8 that wasn't
happening with other marketed doses of other statins. $So
there's a -- it's not just -- what we're seeing is |ater
research again validating the opinions that Dr. Smth had on
this narrow w ndow.

Now, as far as human data, well, bioavailability
on average 60 percent, nuch higher than the bioavailability
of other statins. That's based on human data. So the
assertion that there's no human data in Dr. Smth's report
is wong. He does tal k about the human data.

And bioavailability is part of what the literature
says is a reason -- bioavailability neans nore of the drug
gets into your systemwhere it can do sone harm i nstead of
getting excreted where it's harnl ess.

So the literature that we've submtted does
i nclude many references to bioavailability as one of the
things that could be contributing as a pl ausi bl e nechani sm
to the greater toxicity of Baycol for human nuscles.

Now, another exanple of recent literature -- and |
think this is inportant because it's the first study as
scientists continue to progress and | think supporting the
opi nions he came to previously -- at slide 11 there's a
reference to the Yanmazaki article, which is a 2006 study
that said in human skeletal nuscle cells that cerivastatin

was the nost potent inhibitor of chol esterol biosynthesis
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and showed the nost cytotoxicity, which neans cell killing.

So this is human skeletal nuscle and that's a
scientific advance that confirnms what Dr. Smth was sayi ng
based on the animal studies. There were no human skel et al
cell studies as of the tine of his opinion. Now there are.
They confirm what he said previously.

The narrow safety margin that Dr. Smth tal ks
about is again sonething that has been confirmed in the Bays
article, about going up to a .4 and you have exceeded the
threshol d dose for toxicity. That's because you have a
narrow w ndow between the threshold for efficacy and for
toxicity.

Good drugs, as Dr. Smth testified, have a |arge
wi ndow so that when you are getting what you want out of the
drug, you're not risking what you don't want. Bad drugs are
too cl ose together where what you need to | ower chol esterol
is too close to what you have for killing cells.

So that narrow wi ndow i s tal ked about in Bays,
it's tal ked about in Jacobson, and it is a serious issue for
Baycol .

Now, on the dual netabolic pathway, well, this
is -- 1 hope | have tine to explain this as | would |ike to,
Your Honor, but the situation is if you would Iike to | ook
and see if this would help at all, it's starting at

slide 14, that the issue with drug-drug interaction is that
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if -- drugs are taken out of the body through various
pat hways that netabolize them You take it in and you have
to get rid of it.

If you don't get rid of it soon enough, it builds
up as you keep on taking nore of the drug. So that neans
that your body concentration gets higher and higher and
exceeds a threshold dose and then you have cell killing.

The problemwi th Baycol that makes it nore
susceptible -- and there are exanples given in the slide
presentation and the biggest one is genfibrozil itself,
which is found to be a special case for Bayer, for Baycol,
where it's nore toxic wth Baycol than with any other drug.
And the reason is the dual pathways because, as it's now
been published, there's the second pat hway.

They have these acronyns. CYP3A4 is a very conmmon
pat hway for four of the statins to be netabolized, but
CYP2C8 is crucial, it's called crucial to the netabolism of
Baycol, not to the other statins. So if you have another
drug that's taking up the CYP2C8 or inhibiting it, then you
can't get rid of the Baycol.

And that's what they found that genfibrozil does.
It increases the concentration called the area under the
curve whi ch neasures your system c exposure over tine. It
increases it six-fold with Baycol, but not wth other

statins.
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And that's an exanple of confirmng what Dr. Smth
testified, that if you couldn't see that that was a
possibility, it was weak thinking; and he's been proven
right.

The research shows that CYP2C8 is the reason why
genfibrozil is so bad in conbination with Baycol but not
ot her statins, because it's using up the stuff that would
get rid of the Baycol, in plain English. [If you had nore
CYP2C8, then you could get rid of the Baycol. |If you've got
genfibrozil using it up, then you can't get rid of the
Baycol .

And so there are exanples in here -- now, | do
want to tal k about Dr. Pang. Again, Dr. Pang had just seen
Dr. Smith's rebuttal report on these dual pathways. And if
you |l ook at slide 19, the part that was not included in the
excerpt provided by defense counsel is that she says she

doesn't agree with Dr. Smth, but then she does. She says

both things. Well, that's not nmuch of an opposition to his
opi ni on.

She says -- and this is the part that was left
out -- "But of course if you have two enzynes, the

i nci dences of drug-drug interaction, as Dr. Smth pointed
out, becone hi gher because you have two different conponents
that could be interacted with."

And that's what's happening with Baycol having the
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CYP3A4, which interacts with drugs |ike cycl osporine and
many ot hers and causes a higher rate and also with
genfibrozil, which is one of the acknow edged bad

conbi nations. And we cite to the literature that also talks
about those interactions at slide 20.

Let's see. W acknow edge that Dr. Smth will not
testify as to whether Bayer acted ethically, but, again, the
issue is that statenents in Bayer's docunents that they nade
publicly and that they've nmade to the FDA are not only
relevant to a fraud on the FDA claim as the Kittl eson case
points out in this district, statenents nade to the FDA are
evi dence of negligence for the main claimof failure to warn
the patient and the patient's doctor. A failure to -- an
FDA fraud claimneans that the individual is trying to claim
a private right of action because the FDA was defrauded.

And that's not what these plaintiffs are alleging
in the Baycol cases. They're alleging, as in Kittleson,
their own right under a failure to warn theory and, as in
Kittleson, statenents to the FDA that are not accurate are
evi dence of negligence, not evidence of a fraud on the FDA

And so Dr. Smth is entitled to talk about what
they said that was contrary to known or knowable scientific
information at the tinme, and that's what he did.

Thank you, Your Honor.

THE COURT: Thank you.
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MR. BLACK: Your Honor, if | mght approach,
have Power Points prepared. In the interest of tinme | would
like to pass both of them up at once.

THE COURT: You nmay.

MR. BLACK: |'ve handed one to counsel as well.

Wth regard to Dr. Kapit on preenption, Your
Honor, there's two kinds of preenption at issue. There's
preenption of fraud on the FDA --

THE COURT: First off, how much tinme do you need?

Ten for Kapit. On your notion how nuch tinme do you need?

MR. BLACK: | would think five mnutes, Your
Honor .

THE COURT: The yellow light will go on in five
m nutes. As you can tell, the GSA has turned off the

ventilation, so that five mnutes nmay be cut down to a
coupl e of m nutes.

MR. BLACK: We'll nove al ong, Your Honor.
understand. May | proceed, Your Honor?

THE COURT: You may.

MR. BLACK: Wth regard to Dr. Kapit and
preenption, there's two kinds of preenption at issue.
There's the preenption of fraud on the FDA clai ns under
Buckman. It's in the PowerPoint. [It's in our briefing.

In the Vioxx litigation Judge Fallon held that

Buckman had no bearing at all on the adm ssibility of
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Dr. Kapit's testinony, a specific ruling on exactly
this point.

In this district there have been three rulings al
hol di ng that Buckman did not preenpt the use of evidence
about communi cations to the FDA to prove clains of
negligence or failure to warn.

And those cases -- the nost recent one is the
Medtroni c decision in which Chief Judge Rosenbaum said you
can't use the evidence solely to show fraud on the FDA, but
you can use it to establish a failure to warn cl ai mor other
state tort law clains. |In 2004 Judge Tunheimin the St.
Jude case held simlarly and in Kittleson, to which
M. Arbitblit has already referred, Chief Mgistrate Noe
simlarly held.

So that's all I will say on Buckman unl ess the
Court -- unless Your Honor has sonme questions about that.

Wth regard to Geier, Ceier is the idea that

regul ations establish both a floor and a ceiling. GCeier was
a case about air bags. And after the Departnent of
Transportation had explicitly rejected a proposed regul ation
that would require air bags on all cars, plaintiffs go into
court and say that a Honda is defective because it doesn't
have an air bag. And that's the Ceier case.

The Suprene Court said, no, under those

ci rcunst ances, when the agency has explicitly ruled upon the
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very action that you want the defendant to have taken, then
it's preenpted. And | don't believe that applies here at
all, Your Honor.

There's al so been a preanble to sone rul es that
cane out about a year ago where the FDA was pushing this
idea of Geier preenption. The FDA has recently clarified
that in a letter brief that was submtted | think it's in
the Eastern District of Pennsylvania. |It's in the Perry

case, Perry vs. Novartis.

And what's interesting about that is that there

the FDA nmakes clear that all we're tal king about is |anguage

that the FDA explicitly rejected or woul d have rejected.
And | don't think either of those applies here.

Bayer never went to the FDA and said, Please,
pl ease, can we add sone warni ng | anguage about nonot her apy
myopat hy? That was never done. That was never explicitly
rej ected.

And as to the would have rejected, we know what
happened when the FDA finally |learned. On August 3rd there
was a letter sent to Bayer saying we think there's real
problens with this drug, and the details I'lIl |eave to Your
Honor to read the exhibit yourself.

And there was an August 17th menorandum in which
t he FDA addressed the situation and, anong other things,

rai sed serious questions about PacifiCare, raised serious
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gquesti ons about the adverse event evidence, what the adverse
event evidence showed about Baycol .

So it's pretty clear that the FDA woul d not have
rejected a stronger warning had Bayer proposed it;
therefore, you don't have either rejected or would have
rej ected.

And finally on that point, the Perry court, the

court to which that letter brief was submtted, rejected the
brief. It said we don't accept that argunent at all. $So
even if you accept the brief as the outer limts of GCeier
preenption, it doesn't apply here.

And a nunber of courts have said -- have not
recogni zed the FDA's argunent on that, and it isn't just the
Perry court. The mpjority of courts that have consi dered
the argunment have rejected it, and those cases are listed in
our briefing or in the PowerPoint.

Wth regard to ethics, | don't want to beat this
horse anynore, Your Honor. | don't think -- first of all
Dr. Kapit's report is not going to cone into evidence; or if
we for sone reason wanted to put it into evidence, we would
have to redact it and have to agree on sone redaction with
Bayer. So that's not an issue.

And | don't think there would be an issue with any
testinony he'd give. He'll be testifying about things

like -- as M. Arbitblit explained with regard to
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Dr. Raskin, he would be testifying to things like this is
what Bayer did, this is the informati on Bayer had avail abl e
toit, this is what | saw other conpanies do when they had
simlar information available to them this is how they
reacted; and therefore, | don't think that Bayer acted with
what | would typically expect -- within what | would
typically expect a pharmaceutical conpany to do. That's the
kind of testinony he's going to give.

And in the PowerPoint |'ve suggested and | think
for purposes of today it's about as far as we can go. W
are not going to be giving -- we are not going to be
eliciting testinmony fromDr. Kapit about ethics or state of
mnd. W'Il|l state that clearly on the record.

And | woul d suggest that Your Honor take the
approach that Judge Fallon did in the Vioxx litigation and
issue aruling to that effect and | eave the details to
objections at trial should the issue arise at trial.

That's all | had to say about the ethics. As to
the foreign regulatory actions, what Dr. Kapit is relying
upon is not only the fact that there were conmunications
fromforeign regul atory agencies to Bayer about Baycol, but
also relying on the scientific substance of those
communi cati ons.

So to the extent that the Australian Therapeutic

Goods Adm nistration is a scientific agency, as the FDA is,
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and the Therapeutic Goods Admi nistration found that there
was an el evated rate of nuscle problens with Baycol as
conpared to other statins, that's scientific information on
which Dr. Kapit is perfectly -- or should be allowed to rely
and about which he should be allowed to testify.

And that's the way he would be using that. So
it's both for the scientific findings of foreign regulatory
agencies as well as for notice, that information of which
Bayer shoul d have taken notice.

And that's all that | have to say on Dr. Kapit.
If the Court is willing, I'll nove on to
Dr. Arrowsm th-Lowe.

THE COURT: Al right.

MR. BLACK: | think I will do this in two m nutes,
Your Honor. This issue is very, very narrow.

There were several docunents, in particular a
docunent prepared by an individual named Steve N entryk,
think | have pronounced that correctly, but also other
conpari sons of adverse event reporting rates that were
conducted by Baycol and never provided to the FDA

"' mnot sure they have been provided to the FDA
even today, but certainly up through August of 2001, when
the drug was taken off the market, that information had
never been provided to the FDA

There's a rule that clearly states that you have
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to report on studies undertaken during a three-nonth period
or one-year period in a periodic safety update report.
During the tinme at issue here it would have been every three
nmont hs that one of these reports had to be submtted.

That's what the regulation clearly states.

So you've got this study. Again, we're talking
about sonething that happened two and a half -- two years to
a year and a half before the drug is finally off the market
Bayer is conducting these studies and during that whole
period of time never tells the FDA

Your Honor, that sinply cannot be right. It
clearly falls within the regulation and Dr. Arrowsmth-Lowe
shoul d not be allowed to give testinony to the contrary. |
think you've got the docunents in front of you and | think
you can rul e based on that.

THE COURT: Thank you.

MR. BLACK: Thank you, Your Honor.

THE COURT: Short response.

MR. ISMAIL: My | nmake a couple of comments on
the three notions that | referenced earlier, very briefly?

| have nothing to comment further on Dr. Smth
but as to Dr. Raskin, |I think M. Arbitblit tried to limt
his testinony, but then wal ked right back into the case | aw
when he says he wants to opine as to what Bayer knew. Bayer

didn't tell me what they knew, well, that requires himto
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specul ate as to what he thinks Bayer knew.

And they say in their brief Dr. Raskin feels
duped. Well, that's not a fact in relevance in any one of
t hese cases. Whether -- Dr. Raskin's personal feelings
about what he thinks Bayer knew is not at issue and woul dn't
be rel evant under Daubert.

And just to clarify this suggestion that
Dr. Raskin was part of the Bayer famly, so to speak. He
went to one neeting, never spoke on behalf of Bayer. It was
in 1999 in which other cardiologists were invited to
partici pate.

And if Dr. Raskin actually wanted to give an
opi ni on about cardiology or lowering |lipids or whether he
t hi nks Baycol was a |ousy statin or whether he thinks
| owering cholesterol isn't really as good as Bayer nade it
out to be, well, then that would be an area in which he is
qualified and an area in which he participated in this lipid
conf erence.

But not for himinstead to comment about things in
which he's admttedly not an expert, what he thinks Bayer
coul d have done and the FDA regul ations, conparative drug
safety and what he thinks Bayer knew.

Lastly, on Dr. Kapit under GCeier preenption, FDA
had the very data that Plaintiffs say we are obligated to

put in the label. W got it fromthe FDA. In fact, the FDA
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did its own conparative analyses. M. Beck showed it
earlier.

So this idea that under Geier preenption what the
FDA woul d have done had this information sought to be
included in the | abel, we have conclusive proof that the FDA
had the data, had the analyses. Not only did they not
require it to be added to the | abel, they subsequently
approved the .8 dose, the doubling of the dose. So this
i dea that FDA would not -- or would have acted had the
i nformation been provided to it is just flat-out wong.

And lastly, | don't want to spend any nore tine,
but if you read Dr. Kapit's report, it is replete with his
normative and state of m nd hypotheses. And accepting
counsel's attenpt to put boundaries around it may be very
well good in this situation, but we have an expert report
that is going to travel on remand and we have an expert who
clearly can't give the opinions he wants to give.

And M. Black saying, well, that's not what |I'm
going to ask himreally doesn't do us any good in this
context. Wiat we're seeking to have is the entirety of
t hose opi nions excluded on state of mnd and ethics and what
he thinks a conpany should have done in simlar
ci rcunst ances.

And with that, | amgoing to turn the

Dr. Arrowsm th-Lowe response to M. Baum our coll eague.
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MR. BLACK: | hate to do this at this hour, Your
Honor, but just one very brief surreply with regard to what
t he FDA knew.

This is sort of a situation where they told the
FDA, they told the FDA. They hid the data. They didn't
break any rules necessarily because it's sort of sonmewhere
in the docunent, but there's no evidence that the FDA
considered all that data. And they certainly did not
provi de the conparative analyses that they had done. The
FDA never considered that.

If that's the argunment on preenption, if the FDA
actual ly had adequate data to reach a decision, then | think
what you have is a factual issue that you have to get into
in order to deal wth preenption; and that's not sonething
we're going to do here today. That requires another hearing
on preenption and that would nake Dr. Kapit's testinony on
how t he FDA wor ks and processes information even nore
rel evant and adm ssi bl e.

THE COURT: Thank you.

MR. BAUM Good evening, Your Honor. [I'll be very
brief in responding to the Arrowsm t h-Lowe noti on.

THE COURT: (Good eveni ng.

MR. BAUM | would like to start by focusing on
what the PSC does not dispute in its notion.

First, the PSC does not dispute that the subject
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matter of Dr. Arrowsmth-Lowe's testinony is proper subject
matter for expert testinony generally. Here we have an
undi sputed FDA expert interpreting FDA regul ati ons and
applying themto relevant issues in the case. | would note
the PSC has disclosed its own FDA expert, Dr. Kapit, to
opine on the very sane matters.

Second, the PSC does not dispute that
Dr. Arcrowsmth-Lowe is sufficiently qualified as an FDA
expert .

Third, the PSC does not dispute that
Dr. Arrowsmth-Lowe enployed a proper nethodol ogy in
reaching her opinion. Here Dr. Arrowsmth-Lowe reviewed the
rel evant regul ations, applied themto the docunents at
i ssue, and using her undisputed experience and expertise
determ ned that the docunents did not fall within the scope
of the reporting requirenents. Notably, the PSC -- neither
inits notion nor in its argunent has the PSC offered sone
ot her node of nethodol ogy that woul d have been nore proper
in this circunstance.

And fourth, the PSC does not dispute that
Dr. Arrowsmth-Lowe's opinion is relevant to the issues in
this case.

So that brings us to the one thing that the PSC
does dispute in its notion and that is Dr. Arrowsmth-Lowe's

conclusion that Bayer was not obligated to provide the
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specific data conpilations of rhabdo AER data pursuant to
Section 314. 80.
Again, a party's disagreenent is not a basis for

excl udi ng evi dence under Daubert. Daubert itself states,

and I'mquoting here from page 595 of Daubert, The focus, of
course, must be solely on principles and net hodol ogy, not on
t he concl usions that they generate.

Here the PSC has not chall enged the principles or
met hodol ogy used by Dr. Arrowsmth-Lowe in any way. The
sole basis of the notion is that Dr. Arrowsm th-Lowe is,
quote, sinply wong.

Dr. Arrowsnmth-Lowe adequately provided her
reasoni ng for her opinion. She stated on pages 187 and 188
of her deposition that, first, the sort of data contained in
t hese docunents is not the sort of data that allows for
reliabl e conclusions about conparative drug safety. That's
the sanme position as espoused by the FDA in the caveats
docunent we saw earlier today.

And second, at page 183 Dr. Arrowsm t h-Lowe
testified that these data conpil ations were not studies
within the nmeaning of the regulation cited by M. Bl ack.
They weren't preclinical or clinical trials. They weren't
epi dem ol ogy studies. They had none of the indicia of a
study in the traditional sense. There was no fornal

protocols, no inclusion or exclusion criteria, no generation
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of new data at all. Bayer sinply took data nostly fromthe
FDA and put it into a tabular form

By way of contrast, | would point to the
Paci fi Care study or the Baycol /genfibrozil interaction
study. Those clearly were studies that were initiated in
response to adverse experiences. The sane cannot clearly be
said of the N enctryk or Sprenger analyses. And in the
opi nion of the expert in this case, Dr. Arrowsmth-Lowe, it
can't be said at all.

So sinply put, Defendants believe that the PSC has
rai sed no Daubert challenge at all. It's not an adequate
basis to disagree with the conclusion. And certainly
Plaintiffs are free to cross-examne Dr. Arrowsmth-Lowe at
trial regarding this opinion, but it's not a basis, in our
opi nion, to exclude the testinony.

That's all | have.

THE COURT: Thank you very nuch.

Anything further? If not, I'll take everything
under advi senent and next tinme | mght listen to
M . Lockridge when he says everything should be submtted on
t he record.

MR. LOCKRI DGE: W tried, Your Honor.

THE COURT: No, | prefer oral argunent and | would
not change ny ruling on that. | thank you for being patient

with me and getting everything done this eveni ng.
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You should really thank Ms. Sinpson because we
start up trial tonorrow at 9:00 and she will have a few
mnutes to ice her fingers before we get started again.

So have safe journeys and it's good seeing you all
again and |I'lIl get the order out as quickly as possible.

COUNSEL: Thank you, Your Honor.

(Court adjourned at 6:50 p.m)

* * *

|, Lori A. Sinpson, certify that the foregoing is a
correct transcript fromthe record of proceedings in the

above-entitled matter.
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