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PROCEEDI NGS
(8:30 a.m)

DR. BORER:. Good norning. We'Ill begin now the
second day of the 95th neeting of the Cardiovascul ar and
Renal Drugs Advisory Commttee.

This morning we'll be considering NDA 21- 387
for the conbination of pravastatin and aspirin. Before we
begin, Jainme Henriquez will present the conflict of
interest statenent.

MR. HENRI QUEZ: Conflict of interest statenent.

The foll ow ng announcenent addresses the issue of conflict
of interest with regards to this neeting, and is nade part
of the record to preclude even the appearance of such at
this meeting.

Based on the submtted agenda for the neeting
and all the financial interests reported by the commttee
participants, it has been determned that all interests in
firms regulated by the Center for Drug Eval uation and
Research present no potential for an appearance of conflict
of interest at this nmeeting, with the follow ng exceptions.

In accordance with 18 U S.C. 208(b)(3), a ful
wai ver has been granted to Dr. Alan Hirsch for unrel ated
speaki ng for the sponsor. He received between $5, 000 and
$10, 000 a year.

A copy of the waiver statenent may be obtai ned
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by submtting a witten request to the agency's Freedom of
I nformation O fice, Room 12A-30 of the Parkl awn Buil di ng.

Wth respect to FDA's invited guests, there are
reported interests which we believe should be nmade public
to allow the participants to objectively evaluate their
coment s.

Dr. Terje Pedersen would like to disclose that
he has | ectured for and received speaking fees from
Bristol - Myers Squi bb.

Dr. Paul Thonpson would |ike to disclose that
one of his daughters, age 27, owns 200 shares of stock in
Bristol -Mers Squi bb. He co-nmanages the account with her.

In addition, he has received grant research support from
Bristol - Myers Squi bb.

In the event that the discussions involve any
ot her products or firns not already on the agenda for which
an FDA participant has a financial interest, the
partici pants are aware of the need to exclude thensel ves
from such invol venent, and their exclusion will be noted
for the record. Wth respect to all other participants, we
ask in the interest of fairness that they address any
current or previous financial involvenent with any firns
whose products they wi sh to comment upon.

DR. BORER. (Ckay. There's no comment about

that. We'll nove on to the sponsor's presentation.
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As | said, there's an application for approval
of the conbi nation of pravastatin and aspirin to be co-
packaged, first in the sane package, then in the sane pill,
for long-term managenent to reduce the risk of death,
nonf atal nyocardial infarction, nyocardi al
revascul ari zati on procedures, and ischemc stroke in
patients with clinically evident coronary heart disease.

The sponsor's presentation will be introduced
by Dr. Fiedorek.

DR. FI EDOREK: Good norning, |adies and
gentl emen, committee nenbers, FDA, and everyone else who is
here today in Silver Spring. M nane is Fred Fi edorek,
actual ly pronounced like the hat "fedora," with an EK
instead of an A, and it's my pleasure to be here to talk to
you about pravastatin/aspirin as an inportant product for
secondary prevention of cardiovascul ar di sease.

| should add that during nmy formative years |
was al so trained at Washington University in St. Louis and
the University of North Carolina as an endocrinol ogi st, and
so doing research and treating patients primarily with type
2 di abetes makes nme aware of the need for secondary
prevention in diabetics and other patients with simlar
pr obl ens.

On behalf of ny coll eagues and our consultant

panel s here today, | amgoing to discuss and review with
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you an overview of what's going to be presented regarding
data, neta-analysis on these data, and the public health
and nedi cal need for pravastatin/aspirin. | think we wll
show you today that there's a strong rationale, based on

t he best avail abl e evidence, to support such a conbi nation
product .

However, before | begin, | do want to spend a
little bit of tinme on the scope of this problemin the
United States. As you can see in this slide, which
docunents the top five causes for death in the United
States for both nmen and wonen, cardiovascul ar di sease and
cancer certainly domnate. W're not going to be talking
about accidents and why nmen seemto suffer from accidents
and not wonen. We're focusing on the |eading cause,
cardi ovascul ar di sease for both and strikingly for wonen,
and it's this condition that we're tal king about in terns
of offering pravastatin/aspirin as a preventative product
for secondary prevention to prevent these deaths.

There has been progress in this area, and it's
been wel | docunented over the |last two decades. The green
line here shows a reduction in the age-adjusted nortality
rate that really occurs for a variety of reasons, including
i nprovenents in acute coronary care, better diet and
exerci se reconmendati ons, better medicines, and all of this

has led to this reduction in age-related nortality.
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However, you can see fromthe blue bars that
the overal|l nunber of deaths for the whol e popul ation,
admttedly a population that's increasing in size, has
remai ned constant. So, if you really put these two
together and sort of think inplicitly about sonething
that's not on this figure, you'll realize that as nore and
nore patients survive acute events, have established
clinically evident coronary artery disease, there is a need
to prevent them from having recurrent events. 1In fact, in
patients such as myocardial infarction patients,
approximately 80 or 90 percent of those patients are the
ones that ultimately die froma subsequent cardi ovascul ar
event.

So, to nove on to the rationale of why we think
pravastatin/aspirin will be quite useful in this area of
secondary prevention, it's mainly three key points or
features that we think will address both the clinical and
the public health needs for secondary cardi ac prevention.

The main features really in the first set of
bullets refer to adherence and accuracy in dosing. Cearly
pravastatin and aspirin are two of the core elenents in the
gui delines for preventing cardi ovascul ar di sease in the
U.S. popul ation, and this has been repeatedly encouraged
over the | ast several years.

In addition, the availability now of a
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conbi nation product, which is a prescription product, wll
all ow for both patients and health care providers the
assurance that they're getting correct doses for this
secondary prevention problemas well as the correct
product. In part of the talk you'll be hearing later, it's
actually quite striking that aspirin is recommended for
these patients but many tines, given the availability of
aspirin and OIC substitutes for aspirin, such as Tyl enol
many patients actually end up on the incorrect product, not
appropriate for secondary prevention in this cardiovascul ar
di sease state.

Finally, using primarily sort of a conmon sense
argunent, the availability of having one conbination
product with two core parts of the guidelines to prevent
cardi ovascul ar di sease, pravastatin and aspirin, does offer
a common sense way of reducing pill burden for patients and
hopeful | y enhanci ng the conveni ence. Admttedly, when we
all were in nmedical school, those of us who were
physi cians, this sort of idea runs counter to traditional
teachi ng, where the inportance of titrating and dosing
i ndi vi dual conponents separately was enphasi zed. However
just recently | think it's been recogni zed that these sort
of patients with diabetes, hypertension, cardiovascul ar
di sease, all require increasing nedicines to nanage their

probl enms, and so this should be one way of hel ping.



© 00 N o o B~ w N P

N NN N NN R R R R R R R R R
O N W N B O © 0 N o 00 »h W N R O

12

Now, if we actually look at the |abels for
these two products, starting with aspirin approved by this
commttee in these many different indications over the
years, aspirin is indicated for a set of both
cardi ovascul ar and cerebrovascul ar prevention indications
in patients with clinically evident coronary heart disease.

You'll see that this includes evident heart disease,

i ncl udi ng nmyocardi al infarction, unstabl e angina, stable
angi na, and even patients who've undergone
revascul ari zati on procedures.

For the prevention of cardiovascul ar di sease,
those three or four bullet points at the beginning refer to
how aspirin can help in prevention. The fourth one is a
much nore sort of acute preventative that's been recognized
as very inportant for aspirin.

And the final bullet point refers to how
aspirinis very critical in preventing cerebrovascul ar
di sease.

If we nove on to pravastatin, very simlarly
pravastatin al so possesses an array of indications as
secondary prevention for cardi ovascul ar disease. It's
indicated to reduce the risk of a variety of subsequent
events in patients who have clinically evident coronary
heart di sease.

So, if we consider what overlap exists for
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13
these two | abels -- and we offer you sort of for our
conbi ned pravastatin/aspirin product an inner section
| abel, if you will, of both pravastatin and aspirin in a
conbination tablet -- we're |looking to see and provide
evi dence to support how this co-tablet could be used in the
| ong-term managenent to reduce the risk of the follow ng
cardi ovascul ar events in patients with clinically evident
coronary heart disease. These events are death, nonfatal
myocardi al infarction, revascul arization procedures, and
i schem c stroke.

"1l add that these four events, in the |large
pravastatin database that we'll be discussing today,
represent both the primary and secondary endpoi nts that
were actually a priori specified for these trials when they
were conducted. They're part of the prespecified
endpoints, and they're also the subject of the analysis of
the data and the neta-analysis of all these studies that we
will present today.

Moving on to the popul ation that we want to
di scuss, again, |'ve described the indications for
secondary cardi ovascul ar di sease prevention. And what
popul ation in the United States does this entail ?

You'll see that the potentially eligible
popul ation is approximtely 12.4 mllion subjects, and

gi ven the indications described previously for aspirin and
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pravastatin, it overlaps to a very large degree. Even if
you consi der possible contraindications for both aspirin
and pravastatin due to the well recogni zed problens of G
bl eeding or aspirin sensitivity for aspirin, and other
contraindications for pravastatin, we're still left with a
popul ati on of approximately 10.4 mllion patients.

So, when these two therapies are conbi ned, what
do we need in ternms of the properties for a conbination
product, either reconmended properties or required
properties for a conbination product?

This list is what we will discuss today, and we
wi |l cover how obviously, as is well known to everybody
here, aspirin and pravastatin have different nechani sns of
action, one through platel et aggregati on and pl atel et
effects, and one through lipid | owering and vessel wall
effects.

W will also denonstrate data on PK
phar macoki neti cs, and pharmacodynam cs for these two
products when adm ni stered concurrently.

W will also review, in the large pravastatin
dat abase of approxi mately 14,000 patients, how the safety
and tolerability of these agents do not nmagnify any of the
effects of the agents when given al one.

We will discuss in the recommended conbi nation

doses for this product how these are appropriate doses for
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pravastatin, given the clinical endpoint data that will be
presented, as well as the appropriate doses for aspirin,
given its cardiovascul ar and cerebrovascul ar prevention
i ndi cati ons.

A large part of our presentation today wll
deal with efficacy, and really there are three core
conponents of this which I'Il get to later, but clearly we
need to show for a conbinati on product how pravastatin and
aspirin contribute ideally in an additive fashion to
efficacy, and you'll see this in the data we'll describe
t oday.

Finally, fromthe point of view of preventing a
| eadi ng cause of nortality in the United States for both
men and worren, we think this product addresses an inportant
nmedi cal need, public health need, that is also inpactful
for our discussion.

Hel ping today in this presentation are our
five-menber consultant panel. The first two nenbers, Dr.
Donal d Berry and Dr. Thonas Pearson, will be speakers al ong
with me this norning. Dr. Berry is a biostatistician from
the M D. Anderson Cancer Center and he will be presenting
data on the neta-analysis of our |arge pravastatin
dat abase. Dr. Pearson, a preventive cardiologist fromthe
Uni versity of Rochester School of Medicine, will follow Dr.

Berry and di scuss the nedical need, both clinical need and
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public health need, for this conbination product.

Also here with us to answer any questions,
should they arise, are Dr. Charles Hennekens fromthe
University of Mam School of Medicine. Dr. Hennekens is
foundi ng col | aborator of the Antithronbotic Trialists
Col | aboration and will certainly be well-placed to answer
any questions on aspirin.

Additionally here are Dr. Andrew Tonkin and Dr.
Frank Sacks. Dr. Tonkin and Sacks respectively were our
principal investigators for the large LI PID and CARE
pravastatin trials conducted over the last 10 years or so,
and they will be able to take any questions specific to
these trials or about nedical practice for cardiovascul ar
prevention in general.

The agenda this norning essentially mrrors the
sort of recommended properties | described for a
conbi nati on product. My colleague, Dr. Rene Belder, wll
| ead off and tal k about the first five bullet points. Dr.
Bel der has been at Bristol-Mers Squibb for 14 years, and
has actually been, over the |last several years, the main
clinical coordinator for all of the pravastatin clinical
trials. He's the glue, if you will, of the pravastatin
pr ogr ans.

Wien Rene is finished with these five topics,

he will then hand over to Dr. Berry, again our
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bi ostatistician consultant, who will deal with the efficacy
fromthe neta-analysis of all these pravastatin trials and
t he database that it represents, and then al so di scuss how
the efficacy, as evidenced in these trials, particularly
ones that |last five years or nore, really provide evidence
of consistent and durable benefit for both pravastatin and
aspirin when adm nistered concurrently.

Finally, Dr. Berry will turn over to Dr. Thonas
Pearson fromthe University of Rochester School of
Medicine. He will discuss nedical need, both in ternms of
the clinical need and public health need.

Qur presentation is nmeant to | ast about an
hour, assuming no interruptions. |If there are
interruptions -- you need to interrupt -- we'll certainly
be glad to take any questions, and if you do let us go
t hrough, you can note that on the bottomof the slide in
the lower right-hand corner are nunbers and letters that
can help you call us back up to, as needed, to answer any

speci fic questions.

Wth this overview, | now want to turn over to
Dr. Bel der.

DR. BELDER  Good norning, |adies and
gentlemen. |It's a pleasure to be here today to share with

you sone of the results of the clinical devel opnent program

with pravastatin that spans well over 15 years.
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As Dr. Fiedorek already nentioned, | wll
address these five points with you, the nechani smof action
of the components, the possibility of a pharmacokinetic
i nteraction between pravastatin/aspirin, the safety and the
tolerability of the conbination, the doses that we plan to
make available in this conbination product, as well as the
ef fi cacy based on individual trials.

Starting with the easiest part, every one of
you is aware, of course, that pravastatin and aspirin
reduce cardiovascul ar events by different nmechani sns of
action. Aspirin is, of course, an inhibitor of platelet
aggregation. Pravastatin reduces cholesterol levels. One
woul d therefore expect that the benefits that these
conpounds have on clinical events would be i ndependent from
each ot her.

Wth respect to the pharnacokinetic
interaction, we did a single dose, three-way crossover
study in 30 healthy volunteers. 1'Il go over this slide
with you so that you' Il understand the data on this slide.

The | eft-hand panel on this slide indicates
concentrations with respect to the Cnax. The right-hand
panel of this slide indicates the AUC, area under the
curve.

In the left two bars in each panel, you see the

pravastatin concentrations. In the right two bars in each
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panel, you see the salicylate concentrations.

Every time you see a green bar, that neans the
pravastatin and aspirin were dosed at the sanme tine. Wen
you see a blue bar, only pravastatin was dosed. Wen you
see an orange bar, only aspirin was dosed.

| mportant for the interpretation of the results
for this study are the confidence intervals indicated here,
here, here and here, and these are the relative
concentrations. The confidence intervals indicate that the
concentrations were all well within the [imts set by
regul atory guidelines to declare bioequival ence. So, the
conclusion is that there's no pharnacokinetic interaction
bet ween pravastatin and aspirin.

Wth respect to the possibility of a
phar macodynam ¢ i nteracti on between the two products, we
had sonme di scussions with the agency before we submtted
the NDA. In light of the absence of a pharnacokinetic
interaction and in the light of the fact that the ultimte
endpoint that we are after is clinical event reduction, we
agreed that doing a pharmacodynam ¢ interaction study woul d
not contribute valuable information. However, we are able
to show you the effect of pravastatin in the presence or
absence of aspirin with respect to the effects on several
lipid fractions.

You see the results fromthe CARE study in this
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slide. The green bar again neans that pravastatin and
aspirin were dosed. The blue bar indicates that only
pravastatin was dosed. You see here the |ipid-Ilowering
efficacy with respect to total cholesterol, LDL
chol esterol, triglycerides, and HDL cholesterol. And it's
clear fromthis slide that aspirin does not influence the
chol esterol -1 owering efficacy of pravastatin. So, with
respect to pharmacodynam c interaction, there is no
phar macodynam c i nteracti on between pravastatin and aspirin
with respect to the chol esterol-lowering efficacy of
pravastatin.

Before | discuss with you the safety findings
fromthe analysis that we did, | would |like to briefly
introduce to you the clinical programthat we did with
pravastatin.

The pravastatin atherosclerosis intervention
program consi sted of seven placebo-controlled trials, al
random zed, 40 mlligranms of pravastatin versus pl acebo.

Hi ghlighted here on this slide it shows you the three
trials that contributed nost of the data in this program

Hi ghlighted are the two secondary prevention trials that
are the topic of discussion for today. Those were the
long-termintervention with pravastatin in ischem c disease
study, the LIPID study, involving 9,000 subjects, the CARE

study invol ving 4, 200 subj ects.
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Al so part of this programwas the prinmary
prevention study, the West of Scotland study, and again is
not a topic of discussion for today.

Al so part of this programwere four regression
of atherosclerosis trials. These trials had as the primary
endpoi nt the evaluation of pravastatin with respect to the
progression of atherosclerosis in coronary and carotid
arteries. The three trials that are highlighted were in a
secondary prevention popul ation. These patients had al
evi dence of coronary artery disease. The trial that is not
hi ghl i ghted, the KAPS study, was a trial in patients who
di d not have evidence of carotid or coronary di sease and
was therefore a primary prevention trial. So, only these
studi es are being di scussed today.

To put these trials in perspective and the
contribution that they nade to the database that we have,
we devel oped this schematic. You can see here that the
LI PID and the CARE study contributed 96 percent of the
total patient-years of followup in these trials, and that
the regression trials contributed about 4 percent of the
total exposure. In total, it's a very inpressive 74,000
pati ent-years of exposure, so it provides a very robust
dat abase to perform anal ysis on.

| should al so enphasi ze here that the LIPID and

t he CARE study were designed as clinical event studies, and
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therefore conplete foll owup of all subjects was attenpted.
And indeed, in the LIPID and CARE, there was near conplete
followup. Only one subject in the LIPID trial and one
subject in the CARE trial escaped the investigators, so the
final status of only two subjects was not known at the end
of the studies.

Thi s dat abase of 74,000 patient-years of
exposure forns the basis of the safety conclusions with
respect to the pravastatin/aspirin conbination that you see
here on this slide. 1In the interest of tine, | do not show
you the data that led us to these conclusions, but you can
see here the conclusions that we have with respect to sone
of the events that may be of interest for either a statin
or for aspirin.

Wth respect to CK abnornalities, note that we
di d not have any case of rhabdomyolysis in any of the
trials wwth pravastatin. So, we have | ooked at CK
abnormalities, liver function test abnormalities,
gastrointestinal bleeds, or henorrhagic stroke. There was
no signal with respect to the conbination of pravastatin
and aspirin, relative to pravastatin by itself or aspirin
by itself, that there was an increased incidence of any of
these events in the conbination group. So, that |eads us
to the conclusion that the conbination of pravastatin and

aspirin is safe.
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Since this | arge database was all based on a 40

mlligram dose of pravastatin, it's appropriate to consider
only a 40 mlligramdose in this conbination product. 40
mlligrams is the approved starting dose for pravastatin.

Al'l prevention studies used the sanme pravastatin dose, 40
mlligrams. This dose was extrenely well tolerated and
very safe and in the trials there was no down titration
necessary for safety reasons. 1In addition, in a population
like the elderly, there is no need for a | ower dose of
pravastatin.

I n essence, pravastatin is only indicated at a
| oner dose in patients requiring conpl ex managenent, such
as patients with renal or hepatic inpairnment, of patients
who have undergone a cardi ac transplant who are on
cyclosporine. W think that this conbination product would
not be a good idea to be used in these conpl ex managenent
si tuati ons.

Wth respect to aspirin, the label with respect
to the efficacy of aspirinis clear. It advises that
aspirin is effective anywhere between 75 and 325 mlligrans
once daily, and that therapy should be continued
i ndefinitely.

The doses that we have chosen for this
conbi nation product are 81 and 325 mlligrams. 81

mlligrams was chosen because this is the nbst w dely used
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dose for secondary prevention in the United States. The
325 mlligram dose was chosen because this is the upper end
of the approved dose range.

The key question for today may very well be
whet her or not we have data that show that pravastatin and
aspirin is nore effective than each of its conponents.
Thi s question can be broken down in two conponents. The
first part is, is pravastatin/aspirin nore effective than
aspirin by itself? The other part is whether or not
pravastatin and aspirin is nore effective than pravastatin
by itself.

For both of these questions we have evidence
fromthe two | argest placebo-controlled random zed trials,
CARE and LIPID. | will address the first question on the
basis of the LIPID and the CARE study. Dr. Berry wll
address the second part of the question, also on the basis
of the LIPID and the CARE study, but also on the basis of
the neta-analysis. |In addition, Dr. Berry will address ny
part of the question also on the basis of the neta-
analysis. So, in short, | will present to you the
i nvestigation of efficacy of pravastatin in aspirin users
based on the data of the random zed controlled clinica
trials, CARE and LIPID.

So, how did we define aspirin users in these

trials? Aspirin users were defined as those subjects who
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were using aspirin at baseline. Aspirin was proactively
coll ected as a concom tant nedication in these trials, so
we know whet her or not the patient was taking aspirin at
baseline. However, we did not rigorously collect the dose
| evel that they were using.

We do know that adherence to the pravastatin
regi men was very good. 97 percent of the patients who were
using aspirin at baseline were still using aspirin at the
end of the studies.

The endpoints that we evaluated for this
i nvestigation are, of course, the primary endpoints for the
individual trials. For LIPIDit was coronary nortality.

For CARE it was coronary nortality or nonfatal M.

I n addi tion, we considered several other
endpoints for this analysis. These endpoints are based on
the overlap of the pravastatin and aspirin | abels, and
there are two endpoints that are relatively narrowy
defined, fatal and nonfatal M, and ischem c stroke, and a
nore broadly defined endpoint of coronary nortality,
nonfatal M, revascul arization procedures, or ischenic
stroke. Each of these endpoints were prospectively defined
as endpoints in all of the trials that we included in the
anal yses.

Starting with the results of the LIPID study,

this is a brief overview The LIPIDtrial was a trial in
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9, 000 subjects who qualified on the basis of either
myocardi al infarction or unstable angina. The nean foll ow
up was 6.1 years. As said before, the prinmary endpoi nt was
coronary nortality, and the patients were random zed to 40
mlligrams of pravastatin or placebo. 83 percent of the
patients were using aspirin.

These are the results for all subjects for the
pri mary endpoi nt of coronary death. You can see here that
pravastatin reduced coronary nortality by 24 percent, which
was highly statistically significant, with a p val ue of
. 001.

We now i nvestigate the effect of pravastatin on
top of aspirin, so we're effectively investigating the
conbi nati on of pravastatin plus aspirin, versus aspirin by
itself. Here again, for the primary endpoint, coronary
nortality, we see a 28 percent risk reduction, which was
highly statistically significant.

For the other endpoints that we eval uated for
this analysis, fatal or nonfatal M, ischem c stroke, and
t he conposite endpoint, again very simlar risk reductions,
all of which were statistically significant.

O note, I would like to point out that despite
aspirin use, alnost 30 percent of these patients in the
pl acebo group, despite aspirin use, still had an event, and

addi ng pravastatin to the aspirin reginmen cut that risk by
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one-quarter.

Now goi ng over to the CARE trial, the CARE
trial was a trial in 4,200 post-M subjects. Mean follow
up was 5 years. Patients all had normal chol esterol |evels
in order to qualify for this trial, and the primry
endpoi nt was nonfatal M or coronary nortality. Patients
wer e agai n random zed to placebo or 40 mlligranms of
pravastatin. 84 percent of the patients were al so taking
aspirin.

Again, we start with the primary endpoint in
all subjects. W see here that for the primry endpoint,
nonfatal M or coronary heart disease death, a 24 percent
ri sk reduction, highly statistically significant.

Now | et's investigate the conbi nation of
pravastatin plus aspirin versus aspirin by itself. Again,
here for the primary endpoint of the CARE study, a 28
percent risk reduction that was highly statistically
significant. The other endpoints considered for this
anal ysis, you can see that for these three endpoints there
were simlar risk reductions that were statistically
significant for two out of the three endpoints considered.

The conclusion fromthese anal yses is that the
conbi nati on of pravastatin and aspirin is significantly
nore effective than aspirin alone, as evidenced by the

random zed conpari sons from secondary prevention trials,



© 00 N o o b~ w N P

N RN NN NN R PR R R R R R R R
O N W N B O © O N o 00 »h W N R O

28
LI PI D and CARE.

The second part of the question, as | already
i ndicated, is whether or not pravastatin plus aspirinis
nore effective than pravastatin alone. |Ideally one would
Ii ke to have a database where aspirin therapy was
random zed. However, the aspirin trials were conducted
before the statins were used, so we couldn't | ook at these
dat abases. A placebo-controlled trial with aspirin is not
f easi bl e because of ethical reasons. However, the
pravastatin database, with about 94,000 patient-years of
foll owup, provided the robust database to explore this
guestion. Hence, | would like to hand over now to Dr.
Berry, who has explored this question, to answer this part
of the question.

DR BORER Bl ase?

DR. CARABELLO  You indicated that aspirin was
safe. But we're tal king now about buffered not enteric-
coated aspirin. |Is that correct?

DR BELDER That's correct.

DR CARABELLO And I'mnot certain of that.
|"d like to see the specific data that conpares buffered
aspirin with enteric-coated aspirin in terns of safety.

So, | hope those data will be forthcom ng.
DR. BELDER: Charlie, do you have any comrents

on that?
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DR. HENNEKENS: Well, we didn't specifically
study Bufferin against enteric-coated aspirin, but in the
Physi ci ans Health Study of 22,071 nmen, who were random zed
to 325 mlligranms of Bufferin or placebo on alternate days,
after 5 years of treatnment and follow up, the rates of G
upset were virtually identical in the aspirin and pl acebo
groups, a small excess of the Bufferin over the placebo.
The rates of A bleeding were only slightly higher in the
325 every other day versus the placebo, and finally there
was only one fatal G henorrhage and that was in the
pl acebo group.

Now, | think that while the fornmulation is
inmportant, | think the data suggests that it's the dose of
aspirin that's nore inportant with regard to the side
effects. The UK trial of TIA which random zed patients to
pl acebo, 300 mlligrams or 1,200 mlligrams of aspirin,
found that the rate of G side effects in the placebo group
was 24 percent. It was 29 percent in the 300 mlligrama
day dose and 39 percent in the 1,200 mlligrama day dose.

Wth regard to G henorrhages, the rate was 1.6
percent in the placebo group, 2.6 percent in the | ow dose
aspirin group, 300 a day, and 4.9 percent in the 1,200
mlligrama day.

So, it's clear that the higher dose is

significantly greater than placebo and significantly
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greater than the lower dose. So, | think that the doses
that are prescribed here in this conbination are well
within the range where the rate of the side effects are
quite low, and | think it's the dose that's nore inportant
than the formul ation

DR BELDER: In the trials that we did
obvi ously we don't know which formulation of aspirin that
patients were using. Just aspirin as a concomtant
nmedi cati on was collected, so it could have been any
formulation that's on the market.

DR. LORELL: Thank you for a very clear
present ati on.

You presented very clear data fromthe LIPID
and CARE trials regarding efficacy on endpoints. However,
since those trials were done, there are now gui delines from
t he ACC and Anerican Heart Association that are foll owed
across the country, that for secondary prevention, each of
us should be trying to lower LDL chol esterol to a val ue of
| ess than 100. It would be very nice to see today what the
probability is of achieving that explicit goal, with the
use of Pravachol 40 mlligranms in your data sets. | didn't
see that data clearly in either your presentation or the
next one, so perhaps that can be brought back to the
neeting a little later.

DR. BORER: Steve and then Susanna.
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DR. NISSEN: | recognize that you don't have
specific information about aspirin dosages in the trials.
Do we have a range? For exanple, were any of the people
receiving, say, 650 mlligrans of aspirin? Do we have any
information at all about the dose of aspirin that was used
in those trials? And I'mspecifically interested in
whet her there are significant nunbers of patients who had
substantially higher doses of aspirin.

DR BELDER: We don't have information about
t hat .

DR. CUNNINGHAM | was noticing al so that these
studies are predom nantly mal e, sonewhere in the range of
85 percent, 84, something like that. Do you have any data
on what happens w th wonen?

DR. BELDER Yes, we do have a subgroup
anal ysis in wonen. These are the nunbers of patients in
t he various groups, nmale and fermale. As you can see, the
split is indeed what you indicat ed.

Here you see the results for the expanded
endpoint. Here are nmen, pravastatin plus aspirin versus
aspirin by itself. These are the conparisons that we have
so far discussed. Dr. Berry will obviously discuss the
conpari sons that you see here indicated in blue, which are
t he observational conparisons.

The point here is that for both nen and wonen
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there were significant reductions.

DR. BORER: Bob?

DR. TEMPLE: Maybe | should save this for the
di scussion, but | think one of the presunptions of this
whole thing is that aspirin is approved for these uses at
doses anywhere between 80 and 325. | don't think we're
primarily asking whether aspirin is effective or safe at
t hose doses. | mean, obviously there's sonme G bl eeding,
et cetera. The question here relates to putting them
together in what is essentially a fixed conbination. So,
sonme of those things I'"mnot sure need to be revisited.

The ot her thought was, if sone people took nore
than 325 mlligrans of aspirin and you still saw an added
effect of the pravastatin, that wouldn't underm ne the
observation, the point they're trying to make, which is
that when you add to an effective dose of aspirin or even
maybe super-effective dose of aspirin you get a further
effect.

DR. BORER:. Can | ask you how many people in
your data set were over 65 and how many were over 75? Just
a nunber. | don't need a slide.

DR. BELDER: I'll show you the slide because |
don't know it by heart. Above 65 you see the nunbers here.

DR BORER: And above 757

DR BELDER: | don't know. | believe none.
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DR. BORER: None?

DR BELDER: None.

DR BORER And we have a statenent here that
says there is no need for lower doses in the elderly. How
many additional drugs were these patients over 65 and the 0
over 75 taking? How many ot her drugs were they taking?

DR. BELDER: | don't know it by heart.

DR. BORER: Well, | think we ought to know.

And what were those drugs? Do we know that? What pat hway
of netabolismdid those drugs use? Wich ones interfered
with the CYP 450 systen?

DR. FI EDOREK: Well, Rene, you m ght conment
about the PROSPER study, which we don't have finished.

DR. BELDER: W have currently in a study
ongoing -- actually a study we'll have last patient visits
in April. 1n 5,800 patients, on the age --

DR. BORER. But you have data now?

DR. BELDER: Let nme answer one of the questions
that you raised, is the CYP 3A4 interaction. Pravastatin
is not netabolized by CYP 3A4, and therefore there's no
potential for interactions with inhibitors of 3A4.
pravastatin, with respect to drug-drug interaction
pravastatin is extrenely clean. 1In that sense our current
| abel has a statenent about the use of pravastatin in the

el derly, indicating that pravastatin is safe in the elderly
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popul ati on.

DR. BORER. (kay. So, the statenment here is
t hat we have sufficient data so that we know there will be
no drug-drug interaction, not only to alter the pravastatin
| evel, but to alter the I evel of other drugs that could be
concomtantly taken in the elderly. W know that.

DR. BELDER: And that was part of the origina
application with pravastatin, to nmake sure that pravastatin
woul d not alter drugs |ike digoxin, warfarin.

DR BORER. Right. And therefore, there's no
need to be able to titrate the dose of pravastatin in these
peopl e.

DR. BELDER In elderly, no.

DR BORER |Is that a statenment that the FDA is
in concordance with, can | ask?

DR LIPICKY: | do not know. | cannot answer
t hat .

DR. BORER. Anybody here from netabolic and
endocri ne?

DR KREI SBERG It's ny understanding that as
the drug is approved for utilization, there is no specific
statenent that titration is unnecessary.

DR BORER:  Unnecessary.

DR. KREI SBERG That it is unnecessary. |

believe that the data that has been presented is inpressive
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data that deals with a fixed dose, but it does not address
the issue that was raised by ny coll eague down the table
here about how this fits in with the NCEP adult treatnent 3
gui del i nes, and whether it avoids or perpetuates the idea
that the goals proposed by them are unnecessary.

DR. BORER: Yes. The efficacy issue is a very
important one. I'mconcerned with the relation of safety
and efficacy here. Bob maybe can --

DR. TEMPLE: Well, 1 don't think anybody coul d
say there's never a reason to use a different dose.
doubt the conpany woul d say that, and they've asked for and
gotten approval of an 80 milligram dose, so obviously there
are other doses that are useful.

Fi xed conbi nations of this kind may very wel |
say -- that all depends on what you all think -- that the
fi xed conbination is appropriate only for people who need
t hose rel evant doses.

Now, one of the concerns that | guess you'l
hear Ray tal k about is that we don't want to have the
conveni ence of the formul ation constrain people unduly.

So, as you see, there are two doses of aspirin because we
don't want the existence of the conbination -- and we
talked to the conmpany about this -- to nean everybody has
to get 80 or everybody has to get 325, when both doses are

currently reconmended in | abeling for aspirin.
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And that's a fair question to ask about the
prava dose. If the enornmous najority of people need 40
then you mght think that's reasonable. |If that really
keeps you from nmeeting sone appropriate guideline because
you can't go high enough, then you m ght consider that
desirable, or you m ght handle that by saying the whole
idea's a bad idea, or by putting sonething in | abeling that
says sonething. Those are all perfectly good things to
t hi nk about .

But one of the principles that we've enunci at ed
is that you shouldn't force people to use the wong dose by
having a conmbi nation. And for any hypertensive
conbi nations, for exanple, we try to assure that there are
dosage forns that have appropriate |evels of each of the

conponents. Not everyone necessarily, but a pretty good

range.
DR BORER Al an?
DR HHRSCH. Let nme follow u, Bob, on your
ideas a little bit. I"mgoing to ignore achieving
guideline goals that I"msure we'll get to later, but I

just want to take a nonent and stay on the safety issues.

| think when we package things together, we're assum ng

obvi ously the patient should take themin that conbi nation.
So far I think we were presented in slide B-4

wi th the pharnmacokinetic crossover study, which | ooks very
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clean. But let ne just tease this a little bit further for
fun and interest.

We see no change in Crax or area under the
curve for these doses in the small study. The question,
guess, is, do we have any evidence in any way that prava
affects aspirin's effect on platelets? In other words, |
m ght hypot hesi ze doi ng an aggregati on study, and again
denonstrating either with blood fromthe patient or in
vitro that there is no effect on the platelet wall. Any
t houghts? Platelet activation.

DR. BELDER: Well, that's a hypothetical
possibility, and we think that is very unlikely. In
addition, in the analysis that we did, we see a treatnent
effect of aspirin. Dr. Berry will, of course, go into
further detail on that. That is very simlar to the
treatment effect of what one woul d have expected. So, in
that respect we don't think that there is any di m ni shed
ef fect of aspirin.

Wth respect to the possibility of a
potentiated effect of aspirin, we are fairly encouraged by
the safety signals that we see. Perhaps we can show t he
slide with the henorrhagic strokes. This is the fatal and
nonfatal ischem c and henorrhagic strokes. | haven't put
themon a slide to put themin perspective with respect to

how many henorrhagi c strokes we saw and how many i schem c
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strokes we saw. But clearly in this part of the panel
there's no evidence that the conbination would | ead to an
i ncreased bl eeding. W have a simlar picture for
gastroi ntestinal bl eeds.

You may think the fatal events | ook
differently, but -- | think we have the next slide, fatal
events. This is for fatal ischem c and henorrhagic
strokes, and again, you don't see any evidence of a signal
her e.

DR HHRSCH: No, | agree. [|'ve never seen, in
the data sets you' ve given, that evidence of clinical
signal, but I was |ooking for nmechanistic interactions.

Let ne take that another way as well, in vitro.

We're obviously inplying with this that 40 mlIligranms is
t he dose that should be used, but patients obviously don't
conply with our recommendations. Sonetinmes they take too
little, sonmetines they take too mnuch

So, in these pharmacoki netic studies, again, do
we have a dose response? |If patients did take 80, or if we
adm ni stered greater anmounts of pravastatin, can we achi eve
an interaction with differing doses? In other words, how
far have you tested the interaction between the two in a
dose-response manner ?

DR. BELDER: From a pharnacokinetic

per spective?



© 00 N o o B~ w N P

N NN N NN R R R R R R R R R
O N W N kB O © O N o 00 »h W N R O

39
DR HIRSCH. Kinetic, and then --
DR. BELDER: W did it with a single dose. At
the point that we did the study, 40 mlligranms was the
hi ghest approved dose. W have not done a pharmacoki netic
interaction study with the 80 mlligramdose. However,

based on t he pharmacoki netic profile of pravastatin and

aspirin -- they're both very short-lived -- one would not
expect that at the 80 mlligram dose the results would be
different.

DR. BORER: One final question before you nove
on. This is really for Dr. Fiedorek, | guess. What data
set were you referring to when you said that patients
commonly take Tyl enol rather than aspirin with a statin?

DR. FI EDOREK: Yes, | was actually

foreshadowing to the fourth talk. Dr. Pearson will talk
about that data. It's not in any data in the pravastatin
data set. It's a publication on consuner use. Dr. Pearson

can answer.
DR. BORER. Are we going to see nunbers about
t hat ?
DR. FI EDOREK: Actually I'lIl refer to Dr.
Hennekens, who actually did the study, even though Dr.
Pearson is going to talk about it. [1'Il let Dr. Hennekens
answer .

DR. HENNEKENS: Wbrking with Nancy Cook at the



© 00 N o o b~ w N P

N RN NN NN R PR R R R R R R R
O N W N B O © O N o 00 »h W N R O

40

Bri gham and Wonen's Hospital, we had the opportunity to
review a | arge national sanple of people who had been
prescri bed aspirin for secondary prevention. In that data
set that Dr. Pearson will speak about in detail |ater
fully 15 percent of people who were told that they should
be taking aspirin by their health care provider were n s-
medi cated. They were m s-nedicated either with
acet am nophen or with nonsteroidal anti-inflanmatory drugs.
The other point in that survey is only 51 percent of the
peopl e who really should have been taking aspirin were
taking it. So, there was both under-utilization of aspirin
and m s-nedication with aspirin in the very popul ation for
which this indication is being sought.

DR, BORER: Charlie, do you know how nmany of
t hese people had statins prescribed concomtantly?

DR. HENNEKENS: No, but | can tell you -- |
don't want to be stealing Dr. Pearson's thunder here. |
think a major point is in recent databases suggesting nmaybe
that 77 percent of people are really taking aspirin in
secondary prevention who should be getting it, and only 37
percent are getting statins. So, if a conbination product
did nothing nore than achieve that 77 percent of people who
were on aspirin who needed the statin were also on the
statin, narrowing that treatnment gap from 37 percent to 77

percent, that translates to probably over 5,000 prenature
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deat hs prevented each year in the United States al one.
DR. BORER. (Ckay. Wy don't we nove along to
Dr. Berry.

DR. BERRY: Thank you. Good norning, |adies
and gentlenen. |'ma statistician and | work with cancer.
|"mespecially interested in and passi onate about breast

cancer, but | work on other diseases as well.

|"minterested in Bayesian statistics. The
Bayesi an approach is particularly appropriate for synthesis
of information in the sense Bayesi an analysis is neta-
anal ysis. However, | wll be presenting standard
frequentist nultivariate anal yses and expandi ng the
assunptions, dropping assunptions, expanding the nodel to
consi der Bayesi an anal yses as wel | .

Dr. Bel der has addressed the question of
pravastatin on top of aspirin, a random zed conpari son
"1l address that conparison in the context of all five
secondary prevention studies, and I'll al so address the
i ssue of aspirin use anong those assigned to pravastatin,
and finally I'll address the question of the persistence of
the effect over tine.

The possibilities. Pravastatin was randon zed
with placebo in all the trials we'll be tal king about.
Aspirin use and non-use was al so neasured, and so we have

four categories. The conmbination. W' |l be conparing the
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conbi nation with placebo, the random zed conpari son that
Dr. Belder tal ked about. We'Ill also be conparing the
conbination with pravastatin al one, the observational
conpari son

Pl acebo seens |eft out of this, and indeed, in
nost of the conparisons we'll be tal king about the
conbi nation on top of a single agent, but at |east once in
the presentation I'll conpare back to placebo. [It's an
i mportant benchmar K.

The question is, is the conbination nore
effective than pravastatin alone. W have LIPID and CARE

The event rates in LIPID and CARE suggest that indeed
that's the case, and you see that here. Both of these are
observational conparisons. This is with respect to the
primary endpoints in LIPID, which was coronary death, and
in CARE, coronary death or nonfatal M. The rates here are
greater, but the effect of aspirin, the reduction anong
those using aspirin is about 35 percent in both of these
st udi es.

Now, you're worried, of course, that the
patients who took aspirin had different characteristics
fromthose who didn't take aspirin. Perhaps they had
better prognoses, perhaps they had worse prognoses. An
approach to take into account the possibility that aspirin

use was differentially applied in these studies, that
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patients took aspirin for a reason associated with the
extent of their disease is to adjust for the various
covariates, the patient characteristics.

You see here we adjust in the nultivariate
nodel s for age, gender, previous M, snoking, baseline
i pids, baseline blood pressure. So, every analysis that I
do and every conparison that I do will be taking these into
consi der ati on.

There are other variables that m ght affect
aspirin use. For exanple, you'll notice if you have | ooked
at the subm ssion that anong patients taking aspirin as
opposed to not, those taking aspirin had a slightly higher
i nci dence of revascul ari zation procedures. So, that
suggests that we take into account other things that m ght
be used in assigning aspirin. Revascul arization, diabetes,
obesity, these variables we had in the two principal
studies, in LIPID and CAREE. W did not have themin the
other three, the smallest studies. W've done separate
anal yses addressing specifically these, and al so the use of
ACE inhibitors, and | can tell you about that if you're
i nt erested.

The bottomline is that qualitatively there's
no difference in the conclusion within LI PID and CARE
considering these variables in addition to these as opposed

to just these. So, we can talk about that if you'd |ike,
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but the rest of ny presentation this norning will be
focusi ng on those.

Now, no multivariate analysis can turn an
observational conparison into a random zed conpari son
However, if we | ook at subsets and we see the sane thing
fromone subset to the next, which is in fact what we do
see and you saw an exanple of that with the breakdown by
gender, then that gives nore confidence that in fact the
result is real

These are the five studies. Dr. Belder has
tal ked about LIPID and CARE. LIPID and CARE consi st of
approximately 90 percent of the popul ation and you see that
here, 13,000 or so fromthe 14,500, the total being 14, 600.

The percent of aspirin use varied, approximately 83-84
percent, as Dr. Belder indicated, in LIPID and CARE, but
somewhat | ess in the other studies varying down to 43
percent in PLACII. Overall, about 80 percent of the
patients were taking aspirin at baseline.

Now, in two of the nodels that I'll be talking
about, we worry about the possibility that the trials are
het er ogeneous, that there are different characteristics of
these trials sonehow, even if we adjust for the covari ates,
that there is an additional trial effect that could affect
the conclusions. So, we're going to allow for the

possibility of heterogeneity.
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However, the trials, the five trials, had lots
of commonalities, and these are listed here: simlar entry
criteria, simlar types of patients, of course a
random zation of pravastatin versus placebo, |ong-term
foll ow up, endpoints. W' Il consider particular endpoints
or others that you may be interested in and we can show
you. These endpoints were all neasured in the trials, the
covariates recorded. The data analysis for each of these
trials was conducted i ndependently of the sponsor, separate
fromthe sponsor. However, the sponsor has conbi ned the
data into a single data set with all of the variables in
guestion to facilitate the neta-anal ysis.

These are the endpoints we're considering,
three: fatal and nonfatal M, ischem c stroke, and then a
conposite including these, but also including any coronary
deat h and the vascul ari zati on procedures.

The first nodel that | want to tal k about is
the standard one, the one that is famliar to nost of you,
| suspect. It is a multivariate Cox proportional hazards
nodel , which will include all of the covariates that I
tal ked about before. The patients are conbined across the
trials. W're considering the single data set, but we al so
consider trial as an effect, so trial is one of the
covariates that we are adjusting for in the nodel.

This is for fatal or nonfatal M. This, the
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yel | ow conparison is the one that Dr. Bel der tal ked about.
It is the random zed conpari son of pravastatin on top of

aspirin. So, this is restricted to the patients taking
aspirin. \Wat is the benefit of adding prava? And you see
that it is a 31 percent for fatal or nonfatal Ms, a 31
percent reduction.

This is the observational conparison. Anmong
t hose patients who were random zed to pravastatin, 80
percent of themwere taking aspirin. The benefit of
aspirin anmongst these patients was about 26 percent. This
is the value 1. The fact that the confidence interval does
not include 1 neans that it is statistically significant in
this multivariate anal ysis.

The next endpoint is ischem c stroke. The
confidence intervals are w der because there are fewer
events in ischemc stroke. Again, this is prava on top of
aspirin, a 29 percent reduction. This is aspirin on top of
prava, a 31 percent reduction. And again, statistically
significant.

The conposite endpoint, of course nore events,
smal | er confidence intervals, the reduction due to
pravastatin on top of aspirin, 24 percent; 13 percent
aspirin on top of pravastatin. And again, statistically
significant.

Now one of the questions of interest to the FDA
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is, is this one study? Is it two studies? And to address
that, we've broken out into LIPID and CARE separately. So,
t he anal yses that you've seen on the previous slide, |l
repeat on the next two slides. This is the random zati on.

See, all yellow? This is the random zation conpari son,
the benefit of pravastatin on top of aspirin for LIPID and
CARE, LIPID and CARE, LIPID and CARE for the three
endpoints that we're tal king about. This is the nunber 1
so statistical significance if it overlaps the nunber 1 for
t hese studies separately.

So, for exanple, you see in LIPID about a 24
percent reduction in the conposite events for pravastatin
on top of aspirin, about a 24 percent reduction, the sane
for pravastatin. This is pravastatin on top of aspirin in
CARE and in LIPID

The observational conparisons in blue, and the
conposite endpoint of 14 percent reduction of aspirin on
top of pravastatin in LIPID, a 22 percent reduction for
aspirin on top of pravastatin in CARE. And again, both
statistically significant.

This is the second nodel | want to consider and
it is an extension in the followng way. |It's a Bayesian
hierarchical nodel. It allows for the possibility of
het erogeneity in the studies, in the various trials. It

treats really two experinental units. This is a
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hi erarchical nodel. There are two |evels of experinenta
unit. One is patient within trial, but trial itself is an
experinmental unit. There is nore information in a trial
with larger sanple size, but the trial is counted as nuch
as any other trial of the sanme size.

Now | want to show you the conparisons here.
This is the cunul ative proportion of events -- this is for
fatal or nonfatal M -- out to 5 years for the random zed
conpari son of the conbination versus aspirin alone. So,
this is prava adding to those patients taking aspirin.

This is the 31 percent reduction out here at year 5. |It's
easiest to see the 31 percent reduction in event rates, as
wel |l as in hazard.

The ot her random zed conparison is for prava
for non-aspirin users, prava versus placebo. And here the
reduction -- actually we haven't shown you that -- is about
20 percent.

Any conparison of a dotted line with a solid
line is an observational conparison because it conpares
aspirin versus not. | said |I'd nention placebo. The
effect of aspirin alone is a reduction here of this extent.

The effect of prava alone is a reduction of this extent.
| f you add those two together, you get sonething, | don't
know, about down here. Wiat we're looking at in the

conbination is sonmething that is at |east additive.
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This is for ischem c stroke. Again the
random zed conpari son of pravastatin on top of aspirin, and
this was | think a 29 percent reduction. This is the
random zed conparison for the non-aspirin users, and the
benefit here, | think it was |ike a 29 percent reduction in
risk for patients in conparison of aspirin alone versus
t hose who were taking pravastatin plus aspirin.

And the conposite endpoints, | think simlar.
This was |like a 24 percent reduction, and this is |ike the
14 percent reduction that we saw a coupl e of slides ago.

So, the sane thing is happening in nodel 2 as
nodel 1. The anal yses that we did in nodel 2, allow ng for
this study heterogeneity, reinforced the conparisons in
nodel 1. So, the conbination provides an benefit for al
t hree endpoints, the benefits ranging from24 percent to 34
percent conparing the conbination to aspirin, and 13
percent to 31 percent conparing the conbination to
pravastatin. The benefit was simlar in nodels 1 and 2.
And this benefit was consistent within the studies, LIPID
and CARE, considered individually.

Now, a possibility that you m ght worry about
-- we're doing proportional hazards. And so these are
curul ative proportion of events for nodel 2, very simlar
for nodel 1, and you see that these lines don't cross.

Roughl y speaki ng the hazards are the derivatives of the
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sl opes of these lines. These are the hazards by year for
the first year, the second year, up to the fifth year. And
you see that these things are proportional for each of the
treatment groups. That is one of the assunptions of nodel
2 as well as nodel 1. You see a drop in hazard. 1In the
first year, all these have a higher hazard. Presunably the
m xture of patients is heterogeneous and the patients are
at high risk, at |least sone of the patients are at high
risk, inthe first year. And they recur. Wen we go to
t he second year, the hazard is cal cul ated by redefining the
denom nator so that we're looking only at at-risk patients.

The hazards drop and presumably start to increase with the
force of nortality. People are getting ol der.

And so we introduce nodel 2. And one of the
concerns that you m ght have is, well naybe one of these
agents, say aspirin, wrks early on and then doesn't work
anynore. And pravastatin works |ate on and doesn't work
early on. So, maybe you can take aspirin first, and then
after a few years convert to pravastatin. And so far,
we've not worried about that possibility. | want to worry
about that possibility. W want to extend nodel 2, all of
the nultivariate nodeling aspects of nodel 2, to allow for
the hazard ratios within treatnent to vary over tine.

This is the cumul ative proportion of events

fromnodel 3. These are estimates. | can tell you what
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the probabilities are for conparing these curves at any of
these tine points if you are interested.

These are the hazards. The hazards, now you
see there's a great deal nore noi se because we are nodeling
these things individually. W're nodeling the hazard in
year 1, separate fromyear 2, separate fromyear 3. So,
there's a good deal nore variability and crossing here of
sone of the hazard functions. For exanple, it happens in
year 3 that the hazard for aspirin alone is actually
slightly greater than placebo alone. You expect that sort
of thing because there's a good deal of noise here.

There are several amazing things about this
picture. One is that the conbination is better in each one
of these years. The conbination is better than any one of
the other treatnent groups in every year. These are like
five separate studies. The events in this group in the
first year are distinct fromthe second year or distinct
fromthe third year, etc. So, we sort of start over again.

And when we start over again in the second year, again the
conmbi nati on w ns.

Now, | can quantify that for you if you like, |
can tell you what the probability is that in this
particul ar year the hazard is better for the conbination
than, let's say, for aspirin alone. But the inportant

thing to nme is that the hazard is better for the
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conbi nati on group in each one of these years. It shows the
persi stence of the effect.

Anot her interesting thing about this picture is
it shows what doesn't happen. | nean, one of the things
that you see in the first year is that the conbi nation
| owers the hazard. What does it do? Does it extend the
period of time before the event occurs? So, does it push
it into the future a year or two? If that were the case
t hen you woul d expect this bunp comng l|later. That doesn't
happen here.

So, the conclusion of the hazard anal ysis over
time, the benefit of the conbination over aspirin was
present in each year of the 5-year duration of the trials
and the sane is true for the conbi nati on over pravastatin.

The benefits estimated for nodel 1, the confidence
intervals in particular, were confirmed by the nore general
nodel s and fewer assunptions. Wen we dropped the
assunption of proportional hazards, for exanple, we
observed t he sane thing.

So, we've observed benefits in the neta-
anal ysis. W' ve observed the sane benefits within the
studi es consi dered separately. W allowed for
het erogeneity in a nunber of ways, but in fact these
studi es are quite honpbgeneous with respect not only to the

basel i ne characteristics but also the results.
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And so now I'd |ike to turn the podiumover to
Dr. Tom Pearson who wi || discuss nedical need.
DR. BORER: Are there any questions for Dr.
Berry? Ray.
DR LIPICKY: | guess | mssed it when | first
| ooked at the thing, but you actually think the anal yses
suggest that there's a super-additive effect or a
synergistic effect between prava and aspirin and that you
could --
DR. BERRY: Dr. Lipicky, between you and ne,
the answer is yes. | think there is a super-additivity.
DR BORER. 1'd like to extend the question
asked earlier. You had 1,600 people who were over age 65.
3 percent of your total population had |liver enzynes that
were at least three tines the upper limt of normal or CK
at least four tines greater than the pretherapy level. How
many in the above age 65 group had these abnornmalities? Do
you have that breakdown?
DR. BERRY: One thing. Not in direct answer to
t hat question, but we have done a separate analysis of the
over 65 with respect to what |1've shown, if you're
interested in seeing that. You don't care about that.
DR. BORER: |'m not because | believe you. And
| don't disbelieve anything |I've heard. You know, we're

tal ki ng about a single dose to be nandated as part of a
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conbi nation that could conceivably alter practice patterns,
and I want to know about the safety of doing that relative
to the effectiveness which we're going to hear nore about.

Bev has al ready rai sed that issue.

DR. BELDER: Perhaps | can tell you what

currently the pravastatin |abel states about geriatric use.
It says the following. Two secondary prevention trials

with pravastatin, CARE and LIPID, included a total of 6,593
subjects treated with pravastatin 40 mlligrans for periods
ranging up to 6 years. Across these studies, 31 percent of
pravastatin subjects were age 65 or older and .8 were age
75 and older. The beneficial effects of pravastatin in
el derly subjects in reducing cardi ovascul ar events and in
mollifying lipid profiles was simlar to that seen in
younger subjects. The adverse event profile in the elderly
was simlar to that in the overall population. O her
reported clinical experience has not identified differences
in responses to pravastatin between elderly and younger
patients.

DR. BORER. (Ckay. Do you have the nunbers
asked for, or not?

DR BELDER: So, in the two trials there was —
we didn't do an analysis of CK by age, no.

DR BORER. (Ckay. O |liver enzymes. No.

DR. BELDER: Well, with respect to liver
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enzynmes, the current pravastatin | abel does not require
liver enzymes to be neasured after initiation of therapy,
and that applies to all ages.

DR. TONKIN: Perhaps if | could nmake sone
comment s about the safety database and al so about the issue
around age. LIPID contributed 68 percent of the data that
you're seeing. |In fact, at baseline there were 1,511
patients age 70 or over. They were followed for a nean of
6 years, and then in fact after that, we approached al
patients, including those who had been random zed to
pl acebo, to see whether they would be agreeable to go on to
open-| abel pravastatin, specifically to get nore data about
safety, including the elderly, nore data about cost
effectiveness. |In fact, we have 95 percent of the initial
cohort who had survived who hadn't died who agreed to that
further followup. So, the safety danger in LIPID now goes
out to where patients may be 83 or so. W see no signals.

But the inportant point, | think, is that what
we did in LIPID was we said, what is the effect of
pravastatin in a dose of 40 mlligrans agai nst placebo
agai nst the background of usual therapy. So, the
i ndi vidual clinicians had to nmake the deci si on about
whet her or not patients should be on aspirin. The trial
didn't nmandate it. W left that decision to the clinician.

So, undoubtedly, a nunber of people who would not be
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treated with aspirin are not getting into the data set.

Wth respect to the overall data set with
pravastatin, if one includes also the Wst of Scotl and
study with LIPID and CARE, there is 112,000 person-years of
experience conparing pravastatin, a dose of 40 mlligranms,
agai nst placebo. 1In fact, there are many patients who
remai ned on pravastatin as renai ned on placebo at the end
of the study. Extraordinary tolerance. There was not a
si ngl e case of rhabdonyolysis in that 112,000 patient-years
of experience.

| f you took those patients who had abnor mal
[iver function tests at baseline, there was no difference
bet ween pl acebo and pravastatin on top of that in terns of
deterioration.

So, | think the experience with respect to
safety is extraordinary. What really this is about is
ensuring the patients would receive the dose that is proven
in the studies, that agai nst what would be the position of
j udgenent, if you |like, about usage of aspirin.

DR. BORER. Bev, did you have a cooment? O
Susanna?

DR LORELL: | guess one of the coments in the
geriatric use paragraph that was read, in the next
par agraph there actually is a coment that nmean AUCs were

slightly higher in elderly subjects.
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DR. BELDER: That's correct. There is quite
sonme variability in the AUC | evel s of pravastatin.
However, as Dr. Tenple indicated before, we have recently
gai ned approval of pravastatin at 80 mlligrans. In
addition, we are collecting quite a substantial safety
dat abase on pravastatin of 1,260 mlligrams, and so far we
do not observe any safety signal with pravastatin.

Again, | don't think that the safety of
pravastatin in whatever population is an issue.
Pravastatin has been proven to be extrenely safe in a
vari ety of patient popul ations.

DR. BORER. Ckay. Tom

DR. FLEM NG Don, | had a coupl e questi ons.
appreci ate and thank you for the very nice presentation of
these three nodels. Certainly they are very informative.

As you note, the major challenge here is really
trying to understand what aspirin adds to pravastatin in
t he absence of randomized trials. These nodel s nake an
attenpt to make adjustnents for the inbal ances that may
exi st between those who elect to use aspirin versus those
who don't.

You have adjusted for a nunber of factors and I
think you' ve really acknow edged this. Wat concerns nost
of us about observational data and anal yses and nodel s such

as this is that they are informative and hel pful, but we
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worry about whether we're adjusting for differences that

are the tip of the iceberg.

You have noted that denographics -- snoking,
revascul ari zati on procedures -- were inportant elenents to
adjust for. | understand you have adjusted for all of

t hose in the nodel

Sonme of the other things that we m ght think
about are, for exanple, differences in other interventions,
baseline treatnents. W see, for exanple, in the FDA
bri efing docunment on pages 37 and 38, we see differences in
beta bl ockers that are nore frequently being used in those
who are choosing to use aspirin and those who are not.

How have you addressed the potential inpact of
di fferences in concomtant neds between those electing to
use aspirin and those not?

DR. BERRY: W did an analysis within LIPID and
CARE separately for ACE inhibitors. | can't renenber. D d
we al so do beta-bl ockers? Can you bring those slides?

Al'l of these are within nodel 1, that is, the
standard proportional hazards nodel. Mdel A is what we
tal ked about. Everything that you' ve seen is nodel A
Model B includes these other issues of diabetes, the
revascul ari zati on procedures, BM, obesity, stroke,
dyspnea, angina. Model C includes the sane as nodel B, but

al so bet a-bl ockers and ACE i nhi bitors.
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And this is CARE. The variables in CARE are
slightly different, as you see here. W didn't have sone
of the sane variables. There are additional variables in
LI PI D as opposed to CARE. And so |I'Il show you these
things separately. These are separate nodels and it's
awfully busy. Let's see if we can focus on, say, the
conposite endpoint.

This is the conposite endpoint and we are now
tal king about LIPID. And so in LIPIDthis is what you saw
before. This is sonewhat different now because it doesn't
include all of the other studies. This is just LIPID
separately. There was a 24 percent reduction in
pravastatin on top of aspirin and a 14 percent reduction in
aspirin on top of pravastatin. That was nodel A If we
i ncorporate the second tier of variables, we get sonething
which is conparable. [If we go to nodel C, which al so
i ncludes the beta-blockers and the ACE inhibitors, we see
sonmething that is very simlar.

DR FLEM NG \Wile we're here then,
essentially nodel Cis the direct answer to this specific
guesti on.

DR. BERRY: Right.

DR FLEM NG But also let's | ook at CARE

DR. BERRY: CARE, in fact, gets even stronger.

The conclusion is even stronger.
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DR FLEM NG So, they go in a bit the opposite
di rection?

DR. BERRY: Right.

DR FLEM NG Wth CARE, adjusting for beta-
bl ockers and ACE inhibitors, there seens to be an enhanced
effect. Wth LIPID, there seens to be a sonewhat
di m ni shed affect.

DR. BERRY: Only slightly dimnished. If you
go back, you'll see that it's not changed. It is slightly
di m ni shed.

DR FLEM NG 14 to 11 to 12 to 9.

DR. BERRY: Slightly dimnished, 35 to 30.

DR FLEM NG And this is using as covari ates
bet a- bl ockers and ACE inhibitors as reported at baseli ne.

DR BERRY: That is correct.

DR. FLEM NG  Second question. |If we |ook at
the raw data, the conclusions, Don, that these anal yses
have presented, not too surprisingly, are fairly consistent
with an inpression you get when you just | ook at the raw
data. One place that that is presented is in the FDA
bri efing docunment on pages 41 to 43 for each of the five
maj or endpoints that were considered. And it's really
worth perusing that data for a nonent on pages 41 to 43
because it really shows an intriguing pattern.

VWhat it does is it breaks the data out into
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groups by pravastatin plus aspirin, pravastatin al one,
aspirin alone, and neither, which ideally we would have
liked to have had in a true factorial design. O course,
what we know is that this is based on pravastatin to
pl acebo random zati on where aspirin use is observational.

As you scan through these three pages and
you' re | ooking at each of these endpoints, what you find,
which is sonewhat simlar, Don, to your coment a bit early
about there nmaybe being a positive synergy here, is for
each of these five endpoints, you find that when you add
aspirin to pravastatin, you get a nuch nore vigorous or
substantial inprovenent and outcone than when you' re addi ng
aspirin to control

In a sense, that's reassuring because the
really relevant question here is, what does aspirin add to
pravastatin, not what does aspirin add to nothing. And
yet, what we're dealing with here, as you' ve acknow edged,
is we're out on the end of a |inb here because we're really
trying to determ ne what the effect of aspirinis in
nonr andom zed data. Were we do have random zed data is
| ooking at the effect of aspirin alone.

So, what concerns ne is, when | | ook at these
five endpoints on pages 41 to 43, when |I'm naking the
conparison fromaspirin against nothing, |'m seeing

essentially no effect on any of these five endpoints. Not
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only is it less effect than what aspirin does in the
presence of pravastatin, but what aspirin does in the
absence of pravastatin in these data is essentially
not hi ng.

What concerns ne is that's not consistent with
what we' ve seen fromrandom zed trials |ooking at aspirin.

We do have evi dence about what aspirin does in random zed
trials, but it's in the absence of pravastatin. So, now
that we're in this realmand we're using these data out on
the end of this linb to say what aspirin does in the
presence of pravastatin, and we | ook al so at what these
data are sayi ng about what aspirin does in the absence of
pravastatin, and we see an answer that's inconsistent with
the random zed trials, how do we reconcile this? In your
exploration of these data, can you tell us why aspirin
doesn't add anything in the absence of pravastatin?

DR. BERRY: Yes. First of all, the group that
you're looking at is the smallest group. It's the set of
patients who were not taking -- let ne start over again.

DR FLEM NG It actually is half of the group

DR. BERRY: Yes, it's half of the group.
That's why |'m starting over again.

The effect of aspirin. |If you |looked at this
study and said -- | think we have a slide on this -- let's

| ook at aspirin alone, 80 percent versus 20 percent, what
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is the effect of aspirin? The effect of aspirin alone is
the m xture of, or the average of the effect of aspirin for
t hose patients who were taking pravastatin plus the effect
of aspirin for those patients who were not taking
pravastatin.

And so you correctly say that the benefit --
let's think about the conposite endpoint where the
conparison that you' re nmaking is nost pronounced, and
actually why don't we show that slide, the one where the
conposite endpoints, nodel 3. It's one of the | ate ones,
like C20 or so.

So, this is what Dr. Flem ng is tal kinng about.

| f you conpare placebo and aspirin alone, there's very
little difference. In fact, |I think it was |ike 3 percent
reduction due to aspirin. |If you conpare, however, the
pravastatin, the affect of aspirin here, it's -- | don't
know -- 13 percent or so. And so if you ask the question,
what is the overall benefit of aspirin in this study, it's
about a 10 or 11 percent reduction, 13 percent average with
3 percent, but with the greater weight on the other one.
As to why this is not different, I'd give it to smal
sanpl e si ze.

Let nme say one other thing about that. In
terms of the conposite endpoint, the conposite endpoint

i ncl udes the revascul ari zati on procedures. And we have a
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slide, which we can show for the various endpoints, which
indicates that in fact aspirin has no benefit on
revascul ari zati on procedures. |In fact, if you took these
out, there would be a separation here.

DR. HENNEKENS: Can | nmke anot her point, Don?

DR. FLEM NG Ch, Charlie.

DR. HENNEKENS: | just want to nake anot her
poi nt on Tonml s question because this issue was troubling to
me when | first |ooked at these data as well.

My own looking at it is as follows. If we |ook
at the random zed conparisons in the Physicians Health
Study, the time course to benefit, we began to see that
over 40 percent benefit within 6 nonths of taking the
aspirin. Then it persisted over the 5 years until the
trial was stopped because of the statistical extrene nature
of that finding, with nore endpoi nts devel opi ng.

| think it's inmportant to point out that in the
CARE study, the tine of random zation was 10 nonths after
the event and the tinme to random zation in LIPID was 13
nonths after the event. So, | think one of the issues to
consider is that the major benefits that aspirin conferred
may have occurred already before these trials began.

DR FLEM NG Charlie, are you suggesting then
that this mght be true here, that after you ve been on a

certain period of time, continued use of aspirin is not --
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DR HENNEKENS: No, | think that these data --
| think Rene was going to show that these data al so show
benefits anmong the aspirin users conpared with the non-
users. However, the ability to study this, | guess you'd
call it, interaction would be best, as you point out, in a
random zed, double-blind factorial trial where everyone is
assigned to the agents at the sane tinme. And here we have
a di sconnect because we have, in ny view, predonm nantly
anti-atherogenic effects of the statin drug that takes sone
delay until it occurs, and the predom nantly antithronbotic
effects of the aspirin, and the tine course of that |arge
benefit is within the first several nonths of starting it,
whi ch would be at the tine these people were started,
think. It's just a nmethodol ogic point | wanted to add to
t he di scussi on.

DR. FLEM NG Don, while you're speaking, could
you put that slide back on again that you just had?

DR. BERRY: Put it on again.

A bottomline that you can read fromthis is
that the only way to get a benefit fromaspirinis to take
pravastatin with it.

DR FLEM NG | like your color coding and your
i nterpretation before.

Basically, as | look at this, where at |east |

feel nbost confortable, | have to admt, is where | have
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random zed conparative trials.

DR BERRY: Sure, of course.

DR FLEM NG And as you note, when we're
conparing these solid lines, and in particular the solid
orange against the solid green, it's answering an inportant
guestion and doing so in the context of a random zed trial.

What does pravastatin add to aspirin?

The other question that | find very interesting
is the dotted purple against the green, which is, what does
aspirin add, the dotted purple there, against the green.

Whi ch is what does aspirin add to pravastatin?

What' s encouragi ng, as you noted, is that that
seens to be greater than what the orange does agai nst the
dotted red. |If anything there is synergy here. And where
my disconforts is | know sonething about the orange agai nst
the dotted red fromsources that are nuch better than this,
fromrandom zed trials, and they don't agree with this.

So, I"'mjust left with a sense that when |'m seei ng
sonething that | do know about that doesn't agree with
this, then where I"'mtrying to use this, which is the
dotted purple against the green, it just makes ne a little
uneasy.

The good news is, though, that this is
underestimating what the effect of aspirinis. So, if |

extrapol ate that, then one mght be willing to say that the
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green versus the dotted purple is underestimating, that's
one positive way to |l ook at it.

The negative way to look at it is, when | have
random zed trials and | have historical evidence or
observational evidence and they don't agree, then it nakes
me nore worried about being out on the end of that |inb
when |'m having to use observational data for the green
agai nst the purple.

DR. BELDER: Don, we did a couple of other
| ooks at the data, and perhaps a slide up.

This is all aspirin users and this is what Don
al ready alluded to, that basically the effects on the |ines
that you see is an average of the aspirin users in
pravastatin-treated patients and non. And here you see the
effects on the various endpoints of all aspirin users
versus non-users, and the treatnent effects are actually
gui te consi stent except for the conposite endpoint that
i ncl udes CABG and PTCA. Al the other endpoints are very
consi stent with what you woul d have expected aspirin to do
in this popul ation.

Now, the question may be, well, why doesn't it
show up in the previous slide that we had? And one has to
realize that we had the non-aspirin users, who were a
mnority of the popul ation, about 20 percent of the

popul ation. In addition, those patients who were not on
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aspirin at baseline, many of them started using aspirin as
the trials went on. So, particularly in that group we see
slowy a treatnent effect of aspirin starting to occur.

But these data, we believe, present the true effectiveness
of aspirin in this population. That's the m x of the
pravastatin and pl acebo users.

DR. FLEM NG Don, | had one nore question.
don't know if this is getting at my answer or not. You had
gi ven the anal yses on three of the major endpoints. The
pri mary endpoint of LIPID was CHD death, and the primary of
CARE was CHD death, nonfatal M. Did you also do your
anal yses for those endpoints?

DR BERRY: Yes.

DR. FLEM NG Can you just quickly show us?

DR BERRY: Can we show those? CHD death, CHD
deat h including nonfatal M.

DR. BORER: Just a yes or no answer while
you're waiting for that. Do you want to put a statement in
the | abel of this conbined product that says it shouldn't
be used by peopl e who' ve had a revascul ari zati on procedure?

DR. BERRY: No. You're going to answer this,
know, Rene. But | want to distinguish between
revascul ari zati on procedures at baseline and what we're
tal ki ng about here. This is an endpoint revascul ari zation

procedure. It is not a baseline.
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DR LORELL: A comment on that point. | think
that there's even another possibility to interpret that
data, if just for a mnute we could go back to that slide
t hat broke out bypass surgery and angioplasty. [If you're
doing an intervention of using aspirin and |ipid-Iowering
therapy that dramatically reduces the risk of acute
coronary syndrone, then by definition, in a large or snal
popul ati on, you are going to be doing nmany fewer
interventions for that indication. And you have not shown
us that data but | think it would be highly Iikely that
t hat popul ati on of CABG and angi opl asty events are enriched
by a group for whomthe indication was chronic stable
angina and it was unenriched by | oss of the popul ation of
peopl e who had acute coronary syndrones.

In fact, | think -- and maybe Charli e Hennekens
can correct nme if I'"'mwong -- but | don't think there is
data that denonstrates that aspirin use alone prevents that
pi ece of the indication for revascul arization. |n other
words, this may be actually a confoundi ng effect on
actual ly changi ng the kind of pool of people conpared to
the trial that Dr. Hennekens was di scussi ng.

DR. BELDER: W have thought about this as
wel |, and actually we determ ned the endpoints that we were
| ooking at before we actually saw the results of the neta-

analysis. In retrospect, if we would define the endpoints
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again, we probably would take out the revascul arization
fromthe endpoint because it is clear that we do not pick
up a treatnent effect of aspirin. And it's clear that
pravastatin has a treatnent effect for these events. |
think that what you said is a very plausible explanation.

DR BORER:. W have Al an, Bob.

DR. BERRY: Do we have those slides yet for the
CHD deat h?

kay. So, this is CHD death and nonfatal M.
| guess we don't have it, Tom conbined. ©Ch, second from
the bottom okay. These are broken out and so if you were
to conmbi ne these, it would show sonething simlar. |If
anything, it's a better conparison than including these
pr ocedur es.

DR. BORER: Bob?

DR. TEMPLE: Well, the only observation
wanted to make is that the effect of aspirin in controlled
trials is not perfectly consistent either. What we believe
conmes nostly from net a-anal yses, as everybody probably
remenbers, the | argest secondary prevention trial went the
wrong way on survival and was al nost dead even on nost
other things. The results in the Physicians Health Study
are conpl etely unmatched by what | consider a fairly
simlar trial in primary prevention. So, with a small data

set, it's not entirely surprising that you m ght or m ght
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not see sonething in one of the conponents.

DR BORER  Paul ?

DR. FLEM NG Before we |eave that point, that
could be true. One could attribute this to the small ness
of the data set. 1'mlooking at two sources of
information. One is this data set here, which is 7,200
peopl e, and then the 20,000 people that were reviewed in
the FDA briefing docunent fromthe random zed trials.

DR. TEMPLE: Not in the no-aspirin group. |
mean, nost of the people here got aspirin. So, the
conparison with the no-aspirin group is pretty small.

DR FLEM NG It's 5,800 versus 1,500, right,
in this study.

So, I'msaying that is a possible explanation,
but across all five endpoints there is, | think, a very
discernible difference in terns of |lack of effect on any of
those five, conpared to sone of these endpoints that when
you | ook at it in random zed trials, certainly you show
consi derabl e effect.

DR. TEMPLE: Looking at the effect of aspirin
al one, is what you're noticing.

DR. FLEM NG Correct. Aspirin alone.

DR BORER  Paul ?

DR. THOWSON: Dr. Berry, could you address the

possibility that these studies, done by very know edgeabl e,
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sophi sticated investigators, that the representation or the
finding that both the lack of benefit and the super-benefit
of aspirin is actually due to the fact that these doctors
are maki ng good deci si ons about who they put people on, and
they're deciding not to put either frail or people with G
bl eedi ng or other conditions on aspirin, and that that
actually could be a possible explanation for both the high
and the low, the over-estimation and the under-estimtion?

Really the best utility of these data is to
show t hat sonething that is a reconmended treatnent, which
is aspirin and a statin, in patients with coronary artery
di sease doesn't appear to do a whole | ot of harm

DR. BERRY: Can | sinply agree?

(Laughter.)

DR BORER:  Yes.

DR. BERRY: | agree. Wth respect to the
frail, we did not have a nmeasurenent of frailty per se, but
it mght be reflected in sone of the other covariates that
we did neasure.

DR FLEM NG If | could just pursue that, if
that's what one were thinking, and if | viewed these four
subgroupings as real, then what | would say is the doctor
shoul d be saying, if I"mon pravastatin, certainly put ne
on aspirin. If I'"mnot on pravastatin, don't put ne on

aspirin. And yet, in exactly the sane proportion of cases
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t hey chose to put you on aspirin, whether or not you' re on
pravastatin.

DR. BERRY: O course they didn't know
whet her --

DR. FLEM NG They didn't know. \Wat was
striking to ne is in these data, when you' ve random zed to
pravastatin versus control in LIPID and CARE, and it was
choice as to whether to use aspirin, the sane fraction of
peopl e chose to add aspirin whether or not you were on
pravastatin or control.

DR. BORER: Perhaps we can nove on to the --

DR. TEMPLE: Jeffrey?

DR. BORER. Ch, sorry.

DR. TEMPLE: Just one thing. | thought, Tom
you were maki ng the point you did because it nmade you
wonder about the analysis; that is, the analysis failed to
show sonet hing we all expect to see.

DR FLEM NG That's correct.

DR TEMPLE: The idea that these kind of data
can show you, don't use aspirin alone -- maybe everybody
was exagger ati ng.

DR FLEM NG | will believe the 20,000 people
fromrandom zed trials. M whole point is, when | have a
random zed trial telling ne sonmething about aspirin versus

nothing, now I'musing this data set to answer a different
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guestion, what does aspirin add to pravastatin, but it also
gives nme the sanme information, inperfect though it may be,
about what aspirin adds to nothing, and that information is
now i nconsi stent with my random zed trials about what
aspirin does to nothing, it makes ne worry about being on
the end of a linb when I'musing these data to see what
aspirin adds to pravastatin. Not that | have any
particul ar better source of data to use at this point.

DR. TEMPLE: | understand, but the real
guestion is the nethodol ogical one. Does this admttedly
nonr andom zed conpari son provi de enough assurance so t hat
we really do think that aspirin nmakes a contribution in the
presence of pravastatin. It isn't really to go back and
rei nspect the advice everybody gives.

DR. FLEM NG  Absol utely.

DR. TEMPLE: |I'mnot referring to what you
sai d.

DR. FLEM NG Absolutely. The comments that
| "' m maki ng have to do with the reliability of the
interpretation of these data in an observational sense, to
concl ude whet her aspirin adds sonething to pravastatin.

There's a good news and a bad news side to
this. Just to summarize, the good news side is, the
suggestion is that the effect of adding aspirin is even

greater in the presence of pravastatin, and that's the
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guestion I'mreally worried about here. The bad news is,

where | do have an answer froma random zed trial -- i.e.,
aspirin versus nothing -- it's not consistent with that
answer .

DR THOWSON. Dr. Fleming, I'ma little
confused about sonmething you said. It seens to ne that
actually a paucity of people are put on aspirin, if you
| ook at and conpare it to the nunber of people that are in
these trials. So, sonebody's naking a decision. [|I'm
al ways i npressed that people in clinical trials always do
better than what we tend to see in practice. |'mnoved by
the idea that it may be that the doctors that take care of
them are doing a better job. So, sonebody's naking a
deci sion here, and | wonder if that decision isn't what's
driving us.

But you said that there was an equal decision

to put themon aspirin or not. It doesn't look like it's
equal. It looks like it's actually nuch |ower. For
exanple, on the top of page 41. So, | want to just nmake
sure |I'munderstanding this. It |ooks like, you know, for

exanple in that |ast colum there are only 1,400 people
that were not on pravastatin and not on aspirin conpared to
al nost 6, 000 people who were given aspirin when they were
on pravastatin.

DR FLEM NG In these tw trials, when you add
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them together, you're correct that the |argest fraction of
peopl e have been provided aspirin. |If you break these
peopl e into four groups, pravastatin yes-no, aspirin yes-
no, and if you believed these data as being true, what you
woul d say is, certainly, use pravastatin. Al so use aspirin
if you are using pravastatin, but if you' re not using
pravastatin, don't use aspirin. |I'msaying, if the
clinicians in fact knew that, then why is it that when
pravastatin is used, 80 percent offered aspirin, and when
it's not used, still 80 percent offered aspirin?

They' re making the right choice in the first

case. They're making the wong choice in the second.

However, | want to enphasize what Dr. Tenple is saying.
|"mnot interpreting these data as being the truth. In
fact, | believe these data are not reliable in what they're

telling us about the effect of aspirin in the absence of
pravastatin.

DR. BELDER: Could | nake one coment about
this because it's only with respect to one particul ar
endpoint, not with respect to the other endpoints. [f you
| ook at C 15, please.

The aspirin effect in this endpoint is nuch
nore prom nent than in the expanded endpoint that includes
revascul arizations. |It's what Dr. Berry indicated earlier,

that we do not pick up a treatnent effect of aspirin in
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revascul ari zations, and since they are the majority of
endpoi nts that you have in the database, there's a
significant dilution.

In addition, I would Iike to enphasi ze again
that those patients who were not using aspirin at baseline,
a significant portion of themstarted aspirin use as the
trials were going on, so we did a very conservative
analysis on, if you will, an intention-to-treat basis. So,
that, again, would dilute the treatnment effect that we
woul d pi ck up.

DR. BORER  Just to save tinme here, | think
we' re being perhaps excessively obsessive in tearing these
data apart. At the end of the day we're going to have to
deci de how convincing we are. W have questions that
actually cause us to reason through this, and at that point
| think we're going to hear a conpl ete anal ysi s.

Specul ation here is taking a ot of tine.

Dr. Kreisberg, you had a comrent ?

DR KREI SBERG Well, | was just concerned
about the way | heard the conversation going, and maybe
Frank Sacks could clarify it. These patients were not
treated with aspirin by the investigators. They cane to
the study, either on aspirin or not on aspirin, and that's
the basis of the analysis. |Is that not right, Frank? So,

it isn't that they get better managenent fromthe doctors
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who are involved in the study.

DR. THOWSON: That's not ny point. The point
is that these are done at institutions that generally have
quality of care. They're involved in research. Frequently
the patients that are involved in controlled clinica
trials appear to do better than those that are not in
controlled clinical trials. There are sone reasons behind
that. One is that they're treated at medi cal centers that
do research. Peri od.

DR. KREI SBERG | understand that, but nost of
the patients that are entered in these trials do not cone
exclusively from academ c nedical centers, and there are a
| ot of conmunity participants. [It's the academ c nedica
center that serves as a coordinating center.

DR. THOWSON: | do think we're over-anal yzing,
but I do think there's a degree of sophistication that goes
along with doing controlled clinical trials that benefits
patients.

DR. BORER Al an?

DR HHRSCH: Wwell, | don't want to over-anal yze
how the patients are treated by either academ c or primry
doctors, but I want to take one of Tom s points just one
step further for later discussion. Wich is, whenever |
see that relative lack of efficacy on the fatal or nonfatal

M endpoi nt, which would be ny signal that I would choose
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to ook at for the aspirin efficacy, | choose to | ook at
that to nake sure that | have sone sense that, again, these
patients treated by their doctors actually took the drug.
| want that signal of efficacy, not again in a small trial
to prove that aspirin works -- | can | ook at the broader
dat abase -- but to nmake sure that in this database that |
can then | ook at the crossover for safety, for a
conbi nati on package.

So, | again | ook at page 41 of the FDA briefing
bookl et at endpoint 2, where | see no signal in the 1,460
non-aspirin treated and 5,833 aspirin-treated patients, no
inmpact on M rates at all. | say, well, who knows? It's
too small a sanple size, just the luck of the draw for
statistics, the wong nodel, or possibly really these are
casual patients not really taking their aspirin. Mybe
they mstake it for Tylenol. Later when | | ook over the
safety database, | have a little bit of doubt.

" m expressing this now so that |ater, when we
tal k about safety, | can conme back to it.

DR BORER: Dr. Pearson.

DR. PEARSON. Ladies and gentlenen, it's ny
great pleasure to present the nedical need for the
pravastatin/aspirin conbi nation.

VWhat 1'd like to do is bring the perspective of

the preventive cardiologist to this discussion. Certainly
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my interest has been in preventive cardiol ogy and the
treatment of high-risk patients for about 20 years. |
direct a preventive cardiology clinic at the University of
Rochest er.

|"ve al so been interested in the policy issues
related to this and been involved with the devel opnment of
the basis for the secondary prevention guidelines for the
American Heart Association, as well as the first and second
iterations of those guidelines. And nore recently ny
research interest has been really in the inplenentation of
these guidelines, as to the extent to which they' re getting
out to the patients who are eligible for them So, I'd
like to bring the preventive cardiol ogist's perspective to
the nedical need for this pravastatin/aspirin conbination.

In the first place, to start this discussion,
of course, is in the efficacy, and you' ve just heard these
data. It sounds like everyone is a little bit renorsefu
for not having paid better attention to that multiple
regression course in your statistics course, but | think
what we've seen here is, | think, very good clinical trial
data | ooking at two individual trials, the LIPID and CARE
trials, as well as neta-anal yses fromthree additional
angi ographic trials with clinical endpoints, that the
conbi nation adding pravastatin is nore effective than

aspirin alone. W just had a very nice discussion of the
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observational data, its strengths and weaknesses, as to
whet her the conbination is nore effective than pravastatin
alone, that is, adding aspirin to the pravastatin, again
wi th single and neta-anal yses evi dence.

So, | think also it is inportant, | think, wth
the second point, to put this into the backdrop of the
large clinical trial evidence supporting aspirin use in the
secondary prevention of coronary heart disease.

So, the questionis, is this a large issue?

Dr. Fiedorek presented the initial estimations, and these
are the estimations used by the American Heart Associ ation.

12.4 million Anmericans carry a diagnosis of coronary heart
di sease. This constitutes, for adults above the age of 45,
12 percent of nmen and 8 percent of wonen in the United
States. And it's for this reason that many of the public
heal th agencies now are starting to | ook at these issues of
i npl enentation of guidelines as a public health issue, not
just a clinical health issue but public health issue.

Even if you were to exclude those individuals
who mi ght have contraindications to pravastatin or
contraindications to aspirin, usually for G intol erance,
you're still left with about 10 mllion Amrericans who woul d
be the eligible population for this conbination. The other
i ssue is whether or not this problemis going to be going

away, and the answer is no.
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This is a small working group that | had the
pl easure of participating with for the Anerican Coll ege of
Car di ol ogy around the end of the m Il ennium headed by Dr.
Davi d Foot, a denographer fromthe University of Toronto.
This basically | ooks, taking into account the denographics
of the United States, the baby booners, et cetera, at the
grow h of the preval ence of patients who are going to carry
t he diagnosis of coronary heart disease. Here we are in
2001 with about 12 mllion Anericans, and over the next 50
years we estimate that this is going to double. About 25
mllion Anericans are going to be carrying this diagnosis.

| think this is really the basis for us starting to cal

this a public health issue as well as a clinical one.

| had, again, the opportunity to head a witing
group witing the basis paper for the first secondary
prevention guidelines and participated in both iterations
since then. | don't renenber back in those witings that
we ever had much of a question about adding these two
i ssues as inportant conponents of those guidelines. First,
lipid lowering to achieve an LDL chol esterol of |ess than
100 mlIligranms per deciliter, and second, antiplatelet
t herapy, particularly aspirin, so that these have al ways
been cornerstones of the secondary prevention guidelines as
put forth by the Anerican Heart Association and the

Ameri can Col | ege of Cardi ol ogy.
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What these guidelines do and the w de consensus
for their acceptance is for us to | ook at asking the
guestion, how well are we doing with carrying out these
gui delines. And obviously guidelines witten, but not
i npl enented, aren't really worth nuch at all.

|"ve really had an interest in what we call the
treatment gap of the difference between what we reconmend
and what's actually being done for our patients. And I'd
like to make three comments and tal k about the relative
need of this conbination, the three issues.

The first issue | want to talk about is that
many patients face a high uphill burden. GObviously, this
is and should be a major concern for the nedical and
nursing communities. This gets at the issue of
nonconpl i ance and nonadherence with the reconmendati ons.

Now, let's just consider the typical coronary
patient here. And the typical secondary prevention patient

m ght be taking, according to guidelines, a statin,

aspirin, an ACE inhibitor and a beta-blocker. |If this
patient were to have diabetes -- and 25 percent of coronary
patients carry the diagnosis of diabetes -- also oral anti-

di abeti c agents.
Let's consider some of the conplications of
coronary heart disease: atrial and ventricular

arrhyt hm as, congestive heart failure. A lot of these
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patients, 60 percent or so by our calculation, will have
hypertension, possibly not totally controlled by this.

This is a group where we're going to have a large pil
burden. | share with Dr. Borer the concern, particularly
in the elderly patient, of drug-drug interactions.

But there's another problemw th this, and we
all know that one of the risk factors for nonconpliance and
nonadherence is the nunber of pills and the conplexity of
the reginens that patients have to deal with every day.

So, this obviously is something that our guidelines are
actually asking for, and the question is, what can we do to
make this all sinple.

The question is, is there any evidence to
suggest that putting two agents together in a conbination
pill hel ps us with nonconpliance and nonadherence? 1'd
have to say this is arelatively slimdata set. Certainly
| would |ike nmore. The American Heart Association has
certainly been very interested in conpliance in general.
And we were able to find four studies in which conbination
tabl ets were conpared with dual therapy; that is,

i ndi vi dual tablets taken together on conpliance.

A study in diabetes showed a 21 percent
i nprovenent in tablet consunption over a 6-nonth period in
previously treated patients. There are two hypertensive

studies. CQbviously, there are sonme conbi nati ons avail abl e
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for this. One showed a 13 percent inprovenent in tablet
consunption over a 12-nonth period, and in another kind of
measur enent setting, another study showed an 11 percent
i nprovenent in prescription renewal as a neasure of
conpl i ance over a 12-nonth peri od.

Then finally, and perhaps the nobst archetypical
pol ypharmacy kind of situation, H'V, there was a 9 percent
reduction in mssing even a single dose over a 16-week
period if it was put together in a conbination tablet
versus dual therapy. | really think that it's our
responsi bility, as individuals who want to see our patients
do well, to do all we can to inprove adherence and
conpl i ance.

Let's talk a little bit about another part of
the treatnment gap, and that is that many patients fail to
receive statins or aspirin. There, in fact, turn out to
have been quite a | arge nunber of studies. W've been
involved with a couple of these, but perhaps I'lIl show you
one of the nore recent ones, perhaps the |argest.

This is fromthe national registry of
myocardi al infarction, with 167,000 patients nati onw de
from 1999 to the year 2000. Again there are nany studies
| ooking at this treatnment gap. | picked this one because
it's the nost recent, and it particularly follows the HA

medi cal advi sory, which basically suggests that the
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initiation of lipid-lowering therapy, particularly statin
therapy, in the acute coronary syndrone setting as part of
the inpatient discharge reginen, is in fact appropriate.
That recommendati on predates this study.

Also to point out with this is that this
i ncl udes coronary patients with no exclusion or
contraindications to intolerance of this drug, so that this
isin fact the true treatnent gap. The treatnent gap that
is estimated is about 23 percent of patients are going hone
fromtheir acute coronary syndrones w thout aspirin, and
about two-thirds of them 63 percent, are going hone
wi thout a statin. So, the suggestion here then is that
this is a large treatnent gap, despite our best efforts in
i mpl enenti ng our guidelines.

Finally, in addition to this yes-no, are they
receiving therapy, there are also additional issues related
to how many patients are not optimally nedicated. This
woul d i nclude both inadequate and i ncorrect doses, and just
i ncorrect therapy.

What about statins in this instance? This is a
study that 1've been involved with, called the lipid
treat ment assessnment program | ooking at the use of
ef ficacious statin doses. This was a survey of 4,888
patients from 619 primary care providers around the United

States, and of these, 1,460 patients carried the diagnosis
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of coronary heart disease.

Al patients had to be receiving |ipid-Iowering
therapy to be in this study. This was a study of the
clinical epidem ology of |ipid managenent in the United
States. And in fact statins were used in 85 percent of the
coronary patients.

It turned out that the doses proven to be
ef fi cacious in random zed control trials, secondary
prevention trials in particular, as we noted in this, were
sel dom used. The vast npjority of patients were not taking
doses that the random zed controlled trials denonstrated
efficacy in. This in fact was the single | argest reason,
in ny opinion, for these patients not getting to their LDL
goal. So, there's another issue in ternms of not getting to
the LDL goal, and that's the current state of therapy, that
many patients are not at LDL goal because they're not even
at the doses of therapy for which efficacy has been
denonstrated. And this is obviously a big concern.

Wel |, what about aspirin? |Is this any better
with aspirin? This is the paper first authored by Nancy
Cook for which Dr. Hennekens participated. This was a
| arge consuner survey in which 3,818 patients actually
carried the diagnosis of known cardi ovascul ar di sease, and
only 51 percent of those patients reported taking aspirin

or an "equivalent.” | think that's worrisone enough, but
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of particular concern was of those who thought they were
taking aspirin correctly for secondary prevention, actually
15 percent of them were taking a non-aspirin anal gesic,
especi al Il y acet am nophen, which as you know has no
secondary preventive benefit. So, we have a concern about
not only incorrect doses but incorrect drugs as well in
terms of secondary prevention.

So, in summary, the proposal here is that the
pravastatin/aspirin conbination in coronary heart patients
woul d provide one prescription with two proven therapies,
with virtually unexcelled dual efficacy bases. This
provi des an advantage of nmaking sure that we have proven
doses and that we have proven products getting to our
patients.

Just several other points in summary. W feel
that this will enhance our inplenentation of the guidelines
that we have, unfortunately, pretty good and recurrent
evi dence to suggest has a treatnent gap.

Second, this would provide us the opportunity
to assure the appropriate pravastatin dose, at the sane
time that those exact doses have 112,000 patient-years of
observation showi ng no safety concerns.

Third is that this would provide us with the
nore appropriate use of aspirin and not provide

particularly the elderly patient -- | share your concern
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Dr. Borer, of people who are getting confused about what
t hey should be taking. This would provide them nore
appropriate use of aspirin at a dose we know has secondary
preventive capability.

Then finally, this would provide then enhanced
conveni ence and reassurance for patients and their health
care providers in that they are really in fact getting a
secondary prevention package.

These | think are the main points that | wanted
to cover in tal king about the nedical need for this
conbi nati on therapy. Thank you.

DR. BORER: Thank you, Dr. Pearson.

St eve?

DR. NISSEN: Tom thank you very nuch. ['ve
|l ong adm red your work on the under-treatnent of patients
with statins, and | want to focus on that a nonent.

You've got a lot of data you' ve | ooked at on
getting patients to goal, and so ny first question is a
difficult one. Wat percent of patients in the secondary
prevention popul ati on woul d you estimate woul d get to goal
with 40 mlligranms of pravastatin?

DR PEARSON: Let's look at the -- | think the
LI PI D study woul d be the best one there. Can we have that
slide fromthe LIPID study?

| mght say, Dr. Tonkin, this was al nost al
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the hospitals in Australia. |Is that correct?

| just want to nake one point here.

DR TONKIN: Yes, indeed. In the conbined
popul ati ons of Australia and New Zeal and, there were 21
mllion people, and it was 87 hospitals. So, this wasn't
just purely the elite centers.

DR PEARSON. Can we have that slide? It was
about the percent LDL |lowering in the LIPID study.

Wiile we're getting there, let ne also -- this
has to do with the potency of pravastatin 40 and the
popul ation distribution of LDLs in coronary patients.
Those two things were the two paraneters.

| believe, in fact, the LIPID study, despite
it's being in Australia, | think has sonmething to tell us
in the United States, and that is the average LDL was 146,
142. 40 mlligrans of pravastatin, then, provided about a
28 percent LDL |owering, which got the average down to
about 103 or so. So, on the average, patients were in fact
around the LDL goal

Now, we all know that there are subsets of
patients that don't do so well on the diet, aren't
i npl enenting the therapeutic |ifestyle change, which should
gi ve us anot her 15 percent reduction in LDL prior to
phar macot herapy. W al so know that there are some patients

wi th genetic hyperlipidemas that just need triple drug
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therapy in addition to this. So, we all know about this.

But in ternms of alnost a popul ati on-w de
intervention as to how many patients are going to be
getting to goal, it's ny perspective that this is a pretty
good | ook.

DR TONKIN: It also indicates the dilution
because of the drop-ins to those on placebo. There were 23
per cent assigned pl acebo who conmenced open-| abel i pid-
| owering therapy and the 19 percent dropouts on
pravastatin, which causes the upward drift over the trial.

DR. NISSEN:. Wuld | be correct in interpreting
t hese data to suggest, then, that something | ess than 50
percent of the patients in the secondary prevention
popul ati on woul d get to the recomrended gui del i nes using
the 40 mlligram pravastatin dose? Wuld that be correct?

DR. PEARSON. | would suggest that it would be
around 50 percent, perhaps a little higher. W're really
gui te ent husi astic about the ATP-3 guidelines, therapeutic
lifestyle changes. W're getting another 15 percent prior
to pharmacot herapy. So, if you put all those together,
you'll be a little bit nore than 50 percent.

DR. NISSEN. There's other published data that
woul d suggest that it perhaps is only as little as 30
percent of patients. Do you think that's possible?

DR. PEARSON. | think that depends on the
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popul ation you're starting with, which is the reason why we
wanted to | ook at essentially a comunity-w de issue here.

DR. NISSEN: An interrelated question, then.

So, would you give this conbination to a patient with an
LDL of, say, 2007

DR. PEARSON. W al ways | ook at matching the
potency with the intervention. |In patients with markedly
el evated LDL in ny practice | use one of the nore potent
statins, particularly if the LDL goal is less than 100 or
even nore. But | would also tell you that we would | ook at
a variety of other issues, including safety and efficacy,
the ability to use conbination therapies, and a variety of
ot her issues, and we take it really on a case-by-case
basi s.

DR NI SSEN: Wul d there be a maxi mum LDL t hat
you woul d consider to be inappropriate for the use of this
pr oduct ?

DR PEARSON: | don't think so.

DR. NISSEN. So, you'd give it to sonebody with
an LDL of 200 then?

DR. PEARSON. | mght, but I'msaying that |
t hi nk usual practice would be, particularly if we're
thinking that we're not going to be using conbination
t herapy, that we'd be | ooking at probably a nore powerful

statin in this instance.
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DR NISSEN: If | could just follow up with one
nore short question, and that is, if you didn't get to goal
with this product, if you chose a patient with an LDL of,
say, 180, and you gave themthis conbination and they
didn't get to goal, what would you then do?

DR. PEARSON. According to the guidelines,
which I think we generally do follow, we would |ook at a
variety of other issues relative to conpliance, first of
all, if they're conplying, and the nonpharmnmacol ogi c basis
of it, but then thereafter the possibility of whether or
not a nore potent statin would give us as nuch benefit as
per haps addi ng another famly of |ipid-lowering agents to
that instance, |ooking at the HDL and triglyceride and
other issues related to that patient. Again, | would do it
on an individual basis.

But the answer to your question, would I always
change over to a nore powerful statin, the answer is
definitely no.

DR SACKS: 1'd just like to add a point.

DR. BORER: Wiit one nonent, please. W have a
nunber of comrents and questions fromthe commttee. [|'m
going to ask the sponsor to just hold off until we hear the
entire spectrum of our issues, and then maybe if you want
to comment, you can.

Dr. Pedersen was first, and then Bev, Tom
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Bl ase, and Ray.

DR. PEDERSEN: Tom do you have any information
about the reason why physicians do not prescribe these
drugs? Is it actually the nunber of pills that is the main
reason, or are there other reasons?

DR. PEARSON. | wish | could tell you the
definitive answer there. 1It's kind of hard to kind of
m nd-read why physicians don't neet guidelines. | think
certainly with the secondary prevention situation, | would
have to say |'ve been quite optim zed about U.S. physicians
wi th increasingly using cholesterol-lowering agents. That
37 percent | think is a conposite of a variety of things.
But | think there has been sonme progression of use over
time, particularly as efficacy studies cone in.

We've | ooked at a couple of data sets, the
Aneri can Col | ege of Cardiol ogy eval uation of preventive
t herapeutics, the LTAP study, and our own databases, and
there are sone others as well. There's a variety of
issues. One is a know edge gap anong physici ans about
whet her or not there is efficacy of these drugs.

There continues to be a safety issue, which
think we've shown with the clinical trials. Really we
don't exactly understand where that cones from because the
safety of these drugs is quite extraordinary.

There is also the gap between the acute care
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setting and the picking up of that patient by the primary
care provider. This is, | think, a huge abyss in which
patients go in possibly, and this is one of the reasons why
t hose gui delines about starting acute therapeutics in
people with acute coronary syndrones, chol esterol-1owering
t herapeutics as part of the in-patient, was so inportant
because then it's part of the coronary care package rat her
than sonmething you can start 6, 8, 12 nonths later, which
of course we know is not a good idea.

So, | think it's really a variety of issues
havi ng patient factors, physician factors, health care
systemfactors. | think it's a worl dw de phenonenon.
You're seeing sonme of that from Europe as well. | think
it's sonething we need to continue to | ook at strategies
about how to overcone.

DR. PEDERSEN:. The reason |I'm asking this
guestion is that | really doubt that there is a host of
physi cians out in the marketplace waiting desperately for a
conbi nation drug. To my know edge, another pharnmaceuti cal
conpany, Merck, has already brought to the market a
conmbi nation of sinvastatin, which is their statin, with
aspirin, tested on a European market in Sweden a coupl e of
years ago. It may be due to |ousy marketing, but they
experienced a total flop. Swedish physicians didn't want

to use this conmbination, and it was withdrawn again. This
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was a test market. | was wondering whether there is a
simlar experience fromthe United States, whether you have
done some research about conbinations of this kind, or
whet her the conpany has sone experience about it.

DR FI EDOREK: Well, we're only addressing

really the clinical need here. | think we're trying to
provi de evidence to support the clinical need. If you
approve this product, we'll find out.

(Laughter.)

DR LORELL: Yes, let's return to the clinical
need issue. | think you nake a very cogent argunent for
both the need for increased usage of statins in this very
hi gh-ri sk popul ation, as well as issues of the need for
enhanci ng patient conpliance once the drug is prescri bed.
But 1'd like to return to the issue of the nationa
gui deline goal for this very high-risk population, at a
risk for premature death, life-threatening infarction
unst abl e angi na and stroke, for achieving a goal not sort
of near 100, but below 100, for LDL-I|owering.

| think it's very inportant for the public
record and the public who is listening to understand that
this is not sort of a petty adherence to a nunber, but that
the data overwhel m ngly supports -- doesn't prove but
supports -- the notion that progressive |owering of LDL

chol esterol is associated with progressive |owering of risk
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for these serious hard endpoints. | would really like to
see the data presented by the conpany from both CARE and
the LIPID study as to the percent of patients who achi eved
an LDL goal |ess than 100, and the percent who didn't.

The reason | think this is very inportant is
there are definite advantages of conbination agents for
conpliance and ease of use. The flip side of that is that
there may be a reluctance and a bit of an inpedinent to
changi ng t herapy when you' ve got both of them packaged.

So, | think we really need to see that data.

DR. SACKS: Just to give you the CARE
experience, Bev. The average LDL in CARE on prava 40 was
98, so that would be certainly somewhat nore than 50
percent of the patients in the CARE trial achieved goal.

Anot her interesting aspect of that is, in the
CARE trial we excluded over 20 percent of patients because
their LDL at baseline was under 115. |In nost of those
patients, the LDL was between 100 and 115. 1In view of the
advisability of getting LDL under 100, | would think in al
patients, regardl ess whether their LDL is 115 or 120 or
150, that woul d add anot her pool of another 20 percent of
coronary patients that with this dose would get under 100.

DR. LORELL: Frank, | appreciate that comrent,
but I think what this commttee really needs to see are the

hard nunbers. The percent of people who achieved current
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gui deline goal and the percent that didn't. And I think we
need to see it both for the totality of the experience and
br oken down for CARE and LIPID because LIPID | think was
skewed toward a somewhat hi gher chol esterol LDL popul ation
and CARE was a little bit |ower.

DR. PEARSON. Just one coment to put this
di scussion into perspective, and that is that | think there
have been several surveys as to what currently is achieved
in ternms of coronary patients being at goal in three or
four large studies, certainly one of our own. And a nunber
of about 25 percent pops up recurrently. That's basically
how we're doing currently in the United States.

Part of the issue here is that part of those
i ndividuals aren't at goal, sonmewhere between one-third and
two-thirds of patients, and they aren't being treated with
ef fi cacy-proven agents at all or at the levels of those
ef fi cacy-proven agents at which efficacy was shown. So,
the other issue is we still have quite a |arge quantitative
treatment cap in terns of LDL, and part of that, in fact, |
think is approachable with a conbination agent with
i ncreased conveni ence of use.

DR. BORER  Tonf

DR FLEM NG Well, I'"'mglad | followed
Beverly. She got exactly at the issue that | was concerned

about. Steve raised this very inportant point. Wat is
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t he amount of inpact that we get in LIPID and CARE with the
40 mlligram dose reduction, and we saw an average, but an
average doesn't tell us specifically how many people in
fact aren't going to achi eve an acceptable | evel of
reducti on.

Exactly as Beverly said was nmy question. Maybe
just to refine it a bit, what 1'd like to see is an
i ndi cati on of what percent achieve 100 as a function of
what they started at, and what percent achieved at |east
110 as a function of what they started at, so that | would
get a sense of at least what is the likelihood that if we
had a packaged product, people would achieve |evels of
effect that they would be satisfied with versus needing a
change.

Then the second question, for ny own
statistical sense here, not being a clinician. |If in fact
you don't achieve 110 or 100, what is the typical approach
peopl e would wish to use clinically. Do you switch to a
"nore potent” statin? Do you increase the dose? What are
t he consequences, and how woul d a packaged product i npact
the flexibility of inplenenting those alternatives. Two
guesti ons.

DR. BORER. Any or all of the above. There are
| ots of approaches if you don't hit the target. W don't

need nore information about what -- unless you have the
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per cent ages that were asked for.

DR. BELDER Yes. For CARE, the percent of
patients that were actually reaching goal below 100 was 75
percent. For LIPID, | don't know the nunber. W wll not
be able to find out during the lunch break either because
we don't have access to the database, but that would be
somewhat lower. | think it's bigger than the 50 percent,
but it's sonewhere between 50 percent and 75 percent.

DR FLEM NG That seens a little bit
surprising in view of the fact that the average was above
100. So, how could you have nore well than half achieving
bel ow 1007

DR. BELDER That depends, of course, on how
the distribution was of the patients across the chol esterol
range, and as Frank already indicated, there's a | ot of
patients with relatively | ow chol esterol |evels.

DR. FLEM NG Maybe after lunch we can see an
exact figure.

DR. BELDER: Well, 1'mgiving you the exact
figure. | can put it on a slide, but it will be the sane
nunber: 75 percent for CARE. For LIPID, we don't have the
nunber .

DR. PEARSON. And keep in mnd that | believe
t hose average levels were intention-to-treat. Right? So,

that woul d include the nonconpliant patients where their



