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LDL is not changing at all. So, | agree with you that
percent of patients with their LDL below is a nore exact
nunber than the nean.

DR LORELL: Just to nmke a real brief coment,
| think it's a really inportant issue because we're not
bei ng asked to approve here an escal ating set of packaged
products, and | think it's also very inportant because it's
not the sponsor's job to defend or discuss other conpanies
products, but this is not a unique drug. There are other
choices available that, in the current United States
managed care environnent, allow you to get to goal often
wi th one prescription and docunenting it with a single
blood test. So, | think it's really inportant, if we can,
to know the data fromthe LIPID experience.

DR. BORER: Bl ase, and then Ray.

DR. CARABELLO Now that the issue of
conpliance in pill-taking is on the table, it would seemto
me that this opens a Pandora's box. W' re being asked to
consi der the co-packagi ng and co-production of two
di fferent pharnacol ogi c agents that are focused on the sane
goal. As you point out, many of our patients should be on
an ACE inhibitor, a beta-blocker, a statin, and an aspirin,
and does that nean that we shoul d co-package and co-produce
three or four different agents in the sanme pill?

DR BORER: If you want to answer, just make it
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with a yes or no. If you don't, it's okay, but the
guestion remains.

Ray?

DR LIPICKY: There are a couple of things, |
guess, to tal k about, and one of them m ght be a whol e day.

But you're not being asked to approve a drug that woul d be
a product, a fixed-dose conbination that would be used
i nstead of the individual ingredients. The |abeling would
say, if you are on these doses of pravastatin or on these
doses of aspirin, take ne because | am convenient. That's
what you're being asked to approve.

The questions that you will be addressing w ||
ask you, do you think this will lead to bad practice? But
you are not being asked to approve, put people on this
conbi nati on product first.

There's a long line of fixed-dose conbi nation
products that are anti-hypertensive, ACE inhibitors and
diuretics and so on and so forth. Years ago those products
were | abeled with bl ack boxes that said, do not use ne
first. Titrate with individual conponents. Eventually
that got to a place where that sort of got nodified and
changed, and there is a fixed-dose conbination
anti hypertensive product that is in fact for initial
therapy. That is, it says, use ne instead of an ACE

i nhibitor or instead of a hydrochl orothi azi de product, and
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it is a fixed-dose conbination. Very special reasoning
that got it there.

That's not what this is. This isn't use ne
first. This is use ne if these doses are what your patient
is getting because it's easier. That's the first thing to
poi nt out.

The second thing, | guess, which mght be a
day-1ong discussion, is | think it is inappropriate to
t hi nk about guidelines, and it is inappropriate to think
about percent of patients who would fall bel ow sonet hing.
Qui del ines are okay for guidelines, but we, last tine this
commttee net, |ooked at an anti hypertensive drug where al
patients were bel ow gui delines for what bl ood pressure
shoul d be, but in fact, although all patients were there,
there was a difference in blood pressure control bel ow the
gui delines, and that could have been the real clinical
benefit.

So, a nunber is sort of inappropriate to | ook
at, | think, and when we | ook at anti hypertensive drugs,
every single sponsor puts in data that say what fraction of
patients are controlled, nanely 140 over 90. And | have
never | ooked at those nunbers. | have advised all our
reviewers to never | ook at those nunbers because if it was
141 over 89, it would be a different fraction. If it was

142 over 92, it would be a different fraction. [t's a
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totally arbitrary mnd set.

If you in fact even thought that, people would
start on the conbination product first, and there were
doctors |l ooking after patients, there isn't any reason they
couldn't add anot her dose of pravastatin, add nore aspirin,
add nore di et because doctors have to | ook after patients.

Ri ght ?

But you will be asked, would the existence of
this thing in your judgnent alter practice, and you'll be
able to make a judgnment. But | don't think you need to
|l ook at this as the initial therapy of people until doctors
know what the response is.

DR LORELL: Well, Ray, | think your comments
are well taken, but in the spirit of this group having to
ask the question, will it alter practice, | think it would
be hel pful as a conponent in our decision naking to know
the proportion of people who were or were not bel ow 100.

| also think that although in an ideal world
conponents are, indeed, titrated and used separately, the
presentation that we just heard enphasi zed the clinical
care conponent of initiating these agents at the tine an
acute life-threatening event occurs. 1In fact, in real
worl d practice and in ny practice as an interventional
cardiologist, it is extraordinarily conmon for the dose of

both aspirin and a statin that is started to be the one
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that is continued for a very, very long tinme. So, in terns
of helping in our clinical decision naking, | think these
data would really be hel pful

DR. BORER. Let's go to Bob and then Tom and
Steve, and then we'll stop because we have anot her speaker.

DR. TEMPLE: To sone extent, the questions
raised go to the entire existence of pravastatin. | am
absol utely positive you'll find nore people reach goal on a
different drug. But the expectation is that people wll
actually nmeasure the effect and see if they consider it
adequate, and they m ght perhaps be influenced by the fact
that this drug has nuch nore outcone data than any ot her
dr ug.

So, it strikes ne there's sone tension between
nmeeting the guideline with a drug that's never been studied
for outconme, or hardly, and instead trying first to get to
guideline with one that has a | ot of outcome data, and
obvi ously doctors have to figure out what they want to do
in that case.

But putting this in a conbination with aspirin
really doesn't change anything nuch. 40 mlligrans used to
be the top dose of this drug. Well, so be it. That didn't
get everybody to goal, I'msure, and then they'd have to
deci de whether to switch to sonething else or use it off-

| abel at a higher dose or any of those things, and they
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woul d still have to do all this. As Ray said, you have to
deci de whet her the existence of this will keep people from
doing what's right, but our assunption is that you're
supposed to check the chol esterol |evels even when you use
a conbination, just as you would when you're using it
al one.

As Ray said, it is inportant to us to know
whet her you think this will alter practice in a bad way,
but some of the questions raised really go to the whole
guestion of the drug itself.

DR, BORER  Tonf

DR FLEM NG Ray, you've said it's not really
integral for us to know what fraction of people, if they
take the 40 mlligramdose, will achieve targeted |evels,
wi |l achieve a goal, and | understand what you're saying.
You're saying the way you're going to | abel this would be,
if in fact in your judgnment a 40 mlligramdose is what you
shoul d be taking of pravastatin and aspirin, then this is
the pill for you.

And yet the way that | understand this has been
presented to us as the notivation, as one of the critical
notivations for doing this, is it's going to enhance
accuracy and adherence. Adherence to what? Well, | assune
adherence to an intervention that will allow you to achi eve

what the targeted goal is. If in fact the 40 mlligram
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dose does that in the vast ngjority of people then | am
persuaded that this will enhance accuracy and adherence.

But if in fact a substantial fraction won't achieve
targeted goal, then why is it | should still think that
this strategy is going to provide enhanced accuracy and
adher ence?

DR. TEMPLE: | think that's the question | was
addressing. If you think that this drug doesn't get enough
people to goal at 40 mlligrans -- nmaybe now at 80
mlligrams it does -- | guess you're proposing to advocate
that it be renmoved in favor of putting everybody on
atorvastatin, even though there's no outconme data. What's
the inplication of your --

DR. FLEM NG  No.

DR. TEMPLE: You're absolutely right. It won't
get everybody to goal. That's true. So, are we in a
position or are you taking a position that you want only
the drug that gets the nobst people to goal ?

DR. FLEM NG |'m sayi ng when one thi nks about
what one is achieving here which, if | understand, is
accuracy and adherence enhancenent, it seens to nme, to have
a sense of what the level of that up side is, | have to
have a sense of whether or not this packaged product is
| argely going to achieve the intended outconme. |If in fact

it's largely going to achieve the intended outcone, then
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am persuaded that it's plausible to assunme |'m going to get
enhanced accuracy and adherence. |If, on the other hand, it
isn't then I"'mthinking this is not necessarily going to
have an up side.

DR TEMPLE: But it can't be better than
pravastatin alone at getting you to goal. How could it?
It's going to have exactly the sane effect on |lipids as the
drug does.

DR FLEM NG M question is what happens. |If
you take the 40 mlligramdose with aspirin, in what
fraction of people do you achieve goal, or at |east a |evel
that care giver and patient wuld be satisfied, and if
they're not, what would they typically do? And | want to
have a sense of whether or not there is a large fraction of
peopl e that would be satisfied with this conbination. |If
so, then it's plausible.

DR. TEMPLE: You're really asking -- and as Ray
said, we are interested in this. |If you think this would
di stort behavi or because of the enornmous conveni ence of
this, then we would be interested in that concern.

DR BORER. And we're going to get to that in
guestions, and the conpany has already told us they don't
have the data we want, so we're going to have to go with
what we' ve got.

DR. BELDER: W have one nunber: 75 percent
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for CARE. For LIPID, we're trying to get that nunber to
you in due course.

DR THOWPSON: 1'd like to submt that we're
tal king about the wong goal. The goal is to prevent
coronary recurrent events and not necessarily a lipid goal.

That's the data | think we've been presented to sone
extent. The issue is not whether pravastatin is an
effective drug. The issue is whether the conbination of
themis better at reaching the true goal, rather than sone
gui del i ne goal

DR. BORER  Steve?

DR. NISSEN. Let ne see if | can hel p make both
Ray and Bob a little nore confortable. 1In a perfect world
everybody gets titrated. You know what the goal is and
everything is easy and your patient cones in, you check
their lipids. |If they're not there, you do sone
intervention and so on. But we know there's abundant data
that the first dose that patients are started on is often
t he dose that they stay on.

What we're trying to get a feeling for is the
concern that if a product is available and offers a | ot of
convenience, is widely nmarketed and avail able, that there's
a certain inertiathat's created. It's already a |ot of
inertia about up-titration and getting people to goal. W

know from Tom Pearson's work that nost people don't get to
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goal, unfortunately. Wat you have to do is, if you get
them on this conbination product and they're not at goal,
you' ve got to stop that. You' ve got to start another
statin, co-admnister aspirin with it, get another set of
l'ipid val ues.

I"mworried that, on bal ance, that the societal
result, the public policy result will be that fewer
patients will get where we want themto be than we get now.

That woul dn't be a good decision if that were the case.

Now, | had one other question that | want to
raise, and | think to ne it's actually not trivial. The
maj or side effect of both statins and aspirinis G
intol erance. A certain nunber of patients -- | think,
Paul , you do this for a living. He can tell you that
people cone in, particularly with initiation of therapy.
| f patients are on the conbination and they get G
i ntol erance, then they stop both agents. It gives ne a
little bit of worry here that patients may stop aspirin
because they have G side effects and continue their
statin, or vice versa. But when you put things together,
you may | ose both conponents if a patient has a
gastrointestinal side effect. It just makes ne slightly
nervous, and | wonder if anybody el se is nervous about that
as wel | .

DR. THOWSON: You know, | do do this for a
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living and I'minpressed that we're making it tougher than
it needs to be. W're not going to change slovenly nedi cal
practice one way or the other. There is this incredible
failure to nove. | agree with you. | don't think we're
necessarily going to make it worse, nor do | think we're
going to make it better with an agent such as this. But
are we not making it tougher than it necessarily needs to
be?

We have an approved drug that may not be the
nost powerful statin around, but does |lower lipid |evels,
and people use it and there's evidence to support its use.

We have anot her agent that all of us would agree wth.
Aspirin is effective in secondary prevention. Even though
t he neta-anal ysis we were shown rai ses sone questions, none
of us on the basis of that neta-analysis would stop giving
aspirin after our angioplasties or anything else. So,
that's making it nore conpl ex.

All we're saying is that there are a | ot of
people -- and |'ve left three charts undictated yesterday
to get ny plane, so | do this every day with a | ot of
patients. | can tell you that just yesterday sonebody
said, you're going to give ne sonething else? 1'm already
taki ng seven drugs. There is a small group -- not a big
group -- that this affects how they think about thensel ves

and their nedications, and conbining two proven, effective
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drugs into one may not be a bl ockbuster seller or whatever,
but it's not probably going to be nore dangerous, et
cetera.

Now, what about the G bl eeding and stuff |ike
that? Even though I'mthe one who's kind of picked on the
general practice doctrine and said that doctors who do
research do better -- | believe they do. But we have to
give sone credit to these folks out there to notice that if
there is a @ intolerance that they' re going to stop the
conbi nati on and put themon the pravastatin alone. | think
we al so forget that you can add additional doses of another
agent if you wanted to. | nean, you could do other things
to potentially get these patients to goal

DR. BORER. W' re going to have just one nore
comment from Ray, and then | want to ask Dr. Pedersen to
present his data because they really do get to the heart of
the issue, no pun intended, that Beverly has raised several
ti mes here.

DR LIPICKY: Well, you'll cone back to this,
|"msure, but the difference, at |east fromny perspective,
fromwhat you' re seeing here is that -- | ought to start
from sonme place different.

Com ng back to the antihypertensive nodel, ACE
inhibitors and diuretics are approved drugs, and they are

taken together, and it's reasonable to do so. M point of
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view. before one would advocate that one should take both
by producing a fixed-dose conbi nati on, you ought to have
the data you need that says that both are contributing to
t he good of the product -- and in fact that is a regulation
that says that both ingredients have to be working in the
product you're approving -- and that you ought to know
sonet hi ng about the dose of each that you need to give when
t hey are conbi ned, because it mght be different than when
t hey are single.

We have acconplished that with
anti hypertensives, and we've acconplished that with, say,
diuretics and trianptyrine, the potassiumretaining thing.

Essentially we knew that both ingredients contributed to

t he product, and we knew roughly what dose you woul d need
to use of each in conbination

Then it was sort of reasonable to advocate that
this fixed-dose conbi nati on should be used, and it
explicitly said whether you should titrate wi th individual
conmponents first, and if you turned out to be on the
particul ar dose that was available, to then allow that to
be used as a convenience. You know, there's a difference
bet ween doctors can use sonething together and sayi ng they
shoul d use sonething together, and that's a subtle
di fference.

Now |'ve lost ny train of thought.
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DR BORER. You'll find it again. 1t's okay.
Let's go on to Dr. Pedersen, please, and thank you very
much, Dr. Pearson. After Dr. Pedersen, any questions
anybody has for him we'll break for lunch, because the FDA
has to eat, |"'mtold again, and then we'l|l cone back and
finish up.

DR. PEDERSEN:. Thank you very much. | was
invited mainly to present my view on whether a fixed dose
of 40 mlligrans of pravastatin would be appropriate in the
majority of the target population, and the invitation cane
fromthe FDA. | have the feeling that this question has
al ready been debated into exhaustion, but to justify the
airline ticket, I will still give ny presentation. It wll
be short.

As you know, there have been, until two nonths
ago, five large scale, long-termclinical trials with
statins in patients at high risk of CHD. | will not talk
about the heart protection study because it hasn't been
presented in witing yet and it's not inportant for this
presentation either.

These five clinical trials included patients
with a variety of LDL baseline levels. The 4S with
simvastatin included the relatively high chol esterol |evel
popul ation. The two trials that are conbined for the neta-

anal ysis of this neeting, LIPID and CARE, ranged between
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100 mlIligranms per deciliter in LIPID, approxinmtely, and
up to about 200 approxi mately.

The majority of patients were around 150, and
for the total meta-analysis, the mean LDL chol esterol |evel
was 148, with a standard deviation of 26. So, the nean
plus two standard devi ati ons woul d be exactly 200.
Therefore, for the neta-analysis of the pravastatin trials
in this context, extrenely few patients have been studi ed
with an LDL chol esterol |evel above 200 mlligrans per
deciliter.

Now, froma |ot of epidem ological studies, it
is known that about one-fourth to one-fifth of patients
wi th acute coronary syndrones or acute M comng into the
coronary care unit have sone inherited disorder of
hyperlipidema. The majority have famlial conbi ned
hyperli pidem a, at |east 20-25 percent, and they usually
have LDL chol esterol |evels about 200 m|ligrans per
deciliter. The rest are nade up by famli al
hyper chol esterol em a and ot her disorders. So,
approximately 20 to 25 percent, nmaybe a snmaller proportion
in the United States than in Europe, have very high |levels
of LDL chol esterol |evels, which have not been studied with
pravastatin.

Now, there is fromthe epidem ol ogical data

good evi dence to suggest that the | ower the chol esterol,
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the lower the risk of having a heart attack. However,
there is very little data fromrandom zed trials to support
the concept of a target level. Neither the European target
of 3 millinolar per liter or the U S. target of 100
mlligranms per deciliter of LDL has very good support from
random zed data. As you may know, at present there are
five large-scale, random zed clinical trials addressing
this question, random zing a total of 40,000 patients. But
the results of these trials will not be clear until 2004,
2005.

There is, as | said, a |lot of epidem ol ogical
evi dence, and one European study suggests that once you get
below 75 m I ligrans per deciliter of LDL chol esterol, other
risk factors lose their inportance. Wether you are a
snoker, have hypertension, diabetes, once you get bel ow 75,
the risk is so low that you can ignore it.

The studies done with other |ipid-Iowering
drugs like sinvastatin in 4S indicated that in the internal
anal yses, the |ower the sinvastatin group got in the
percent reduction of LDL cholesterol, the | ower was the
risk. The tertile in the sinvastatin group who, after one
year achieved an LDL chol esterol |owering of between 44 and
70 percent, had a | ower incidence of coronary artery
di sease in the next 4 years than the two other tertiles.

So, in 4S there was a linear relationship between the |evel



© 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

117
reached after 1 year and the risk; the | ower you could get,
the better. But this is observational data.

In the two trials with pravastatin that have
done simlar analysis, the CARE study and the West of
Scot |l and study, this finding was not confirnmed. On the
contrary, in the CARE study, there didn't seemto be much
di fference of risk reduction whether you had reached a
| evel of 120 or 80 mlligrans per deciliter in the
pravastatin group conpared to those who remai ned high. A
simlar finding was done in the Wst of Scotland trial,
where it seened |ike about a 12 to 24 percent reduction in
LDL chol esterol was enough to achi eve the sane risk
reducti on as those who had greater reduction in
chol esterol .

So, in an editorial where all these three
papers were presented two or three years ago, Scott G undy
suggested that we now have three different nodels for
whether there is a threshold or a target level or not. The
evidence from4S indicating a |linear nodel, the evidence
fromthe pravastatin trial indicating a threshold at
approximately 130 mlligranms per deciliter of LDL
chol esterol, whereas all the epidem ol ogi cal evidence
seened to indicate an exponential relationship between LDL
chol esterol level and risk.

However, the neta-analysis perforned with al
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types of lipid-lowering trials, including the statin
trials, would indicate that there is an al nost |inear
rel ati onshi p between the percentage reduction in LDL
chol esterol and the benefit achieved fromthe side of the
patients.

|"mnot going to tal k about baseline |evels,
but the clinical practice to date is that patients with
famlial hyperchol esterolem a and famlial conbined
hyperlipidem a are actually rarely treated with | ess potent
statins. They are usually treated with a high dose of
hi ghly potent statins or a conbination of drugs.

Therefore, for about one-fourth of the target popul ation
who are discharged froma coronary care unit with acute
coronary syndrone, this type of drug would probably not be
consi dered by physicians, or if they are considering this
drug, the patients m ght not be given what is today
regarded as the optinal treatnent.

However, we will not know until three years
from now whet her the concept of a target |evel is correct
or not. And until that, I will not press nmy point very
hard about this.

But ny final summary is that there is not very
good clinical trial evidence on the use of pravastatin 40
mlligrams and its efficacy in about one-quarter of the

patients with coronary care unit di sease.
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DR. BORER: Thank you very much, Dr. Pedersen

Are there any questions from nmenbers of the
conmittee for Dr. Pedersen?

| have just one question that really is sort of
not totally relevant here. |f one were to neasure the
chol esterol at the tine that statins commonly are begun now
in the coronary care unit, if one were to do that, and
recogni zing that at |east in acute myocardial infarction,
there's an inportant change in chol esterol when neasured
i medi ately after the event, to what extent, if you can
actually provide an estimate, would the estimate be
incorrect that you were using as your baseline in
chol esterol ?

DR. PEDERSEN: | believe that nost coronary
care units today do measure chol esterol on adnmission into
the coronary care unit. And that neasurenent woul d be
fairly accurate as to what the usual |evel of that patient
is. It is only after about 24 hours that chol esterol
| evel s tend to drop, and they can drop quite considerably
by nore than 1.5 mllinolar per liter over the next few
days, and then gradually get back to the baseline |evel
again after about 6 weeks. But if you nmeasure within 24
hours of onset of synptons, you get a fairly accurate
estimate of what the actual |evel used to be.

DR. BORER: St eve?
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DR. NI SSEN. Professor Pedersen, difficult
guestion for you, but it relates to your own practice. |Is
there a | evel of LDL chol esterol above which you woul d not
use pravastatin personally?

DR. PEDERSEN: Well, first of all, | rarely use
pravastatin at all because ny experience is mainly with
sinmvastatin. But if a patient has FH or fam |ial conbined

hyperli pi dem a, which neans LDL chol esterol |evels around

250, | start with a high dose of simastatin or
atorvastatin, usually at least 40 mlligrans. And if it's
very high, | start right away with 80 mlligrans because

the probability to get cholesterol |evels down to target
level, if you think that's inportant, is very small with
prava 40.

DR. BORER. If there are no nore questions for
Dr. Pedersen, what we'll do nowis break for -- dare | say
it -- lunch, early. Let's be back here at 12:30 to begin
agai n.

(Whereupon, at 11:32 a.m, the commttee was

recessed, to reconvene at 12:30 p.m, this sane day.)
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AFTERNOCON SESSI ON
(12:37 p.m)

DR BORER. W'Ill| reconvene. W have a little
bit nore discussion and sone data to be presented prior to
going to the formal questions that we' ve been given, but |
think the discussion won't take us very |long and then we
can nove on to the questions. It is to be hoped that
nobody will have to | eave early before we get through.

There are two issues. First, the sponsor has
data in response to Beverly and Toml s question, and maybe
you want to present that briefly, if you would, about the
per cent age of patients who achieved 100 milligrans percent
of LDL cholesterol in the two trials.

DR. TONKIN: Essentially as you heard this
nmorning, in CARE it was 75 percent of people who achi eved
an LDL chol esterol of less than 100. | should say that the
exclusion criteria for CARE were an LDL above 175
mlligranms per deciliter, and that's inportant.

In LIPID, a total of 53 percent of those on
pravastatin achieved an LDL of |ess than 100, and the
guestion was al so asked about the LDL of 110, and that was
68 percent. The exclusion criteria for LIPID were a total
chol esterol above 271 mlligranms per deciliter.

The other comment that |'d nake is that these

are intention-to-treat anal yses, so this does not -- for
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exanple, this 53 percent -- account for the 19 percent of
patients who were assigned pravastatin who dropped out from
that treatnent |inb.

If I could show a little bit nore data
di ssecting the material around LIPID a little bit further.

There was a | ot of discussion about what was the val ue or
the validity, if you like, and how should we | ook at LDL as
agai nst the other part of the argunent of whom shoul d be
treated. And this is an analysis in LIPID, and | would
stress that | do believe that primarily trials exam ne
i ntervention and not the nechanisns by which they treat.

Wth that caveat, this is analysis of the lipid
paranmeters, on-study lipid levels, 12 nonths after
recruitnment to the study, and |ooking at the proportion of
treatment effect which is explained by those on-study lipid
| evel s at 12 nmonths with respect to coronary events from 12
nmont hs over the next 5 years to the end of the study.
Because this is a nonrandom zed conpari son, we adjust for
baseline risk factors in all the nodels.

The proportion of treatnent effect, and here's
the 95 percent confidence intervals, is the proportionate
reduction in the treatnment armeffect when one factors in
not only the other baseline risk factors, but the
particular |ipid paraneters.

The point | want to particularly make -- a few
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poi nts, one of which is that the proportion of treatnent
ef fect explained by LDL, although it's 38 percent, has very
wi de confidence intervals. It mght even account for the
fact that none of the benefit of pravastatin was related to
the LDL | oweri ng.

Al so, though, the inportance of HDL and ot her
paranmeters that m ght be there, and | guess to ne the nost
out standi ng exanple of the fact that it is not just LDL
| owering that's inmportant is VAhit, which shows a benefit
with genfibrozil in secondary prevention when there is no
effect on LDL. So, | think that what this says to ne is
that we really have to say that there is a | ot of
uncertainty about what m ght be the extent to which LDL
| owering is inportant.

What is fascinating to nme is the fact that the
gui delines are based on this very endpoint data, data from
4S, data from West of Scotland, and these are the hard
clinical endpoint data in LIPID, reduction in deaths,
reducti on nyocardial infarction, stroke, need for
revascul ari zation. No evidence of any heterogeneity in
treatment effect in any prespecified subgroup, and
extraordinarily safe. No cases of rhabdonyol ysis, et
cetera.

DR, BORER:  Steve?

DR NISSEN: | take it fromyour conments then
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you don't agree with the guidelines.

DR. TONKIN: No, | think that guidelines are
guidelines. | nyself aminvolved in generating and chaired
our own working group in developing the LIPID guidelines in
Australia, but they are guidelines. | think what we al so
say in the guidelines is that these actually define what
m ght be reasonabl e practice. They are not prescriptive.

But | really do believe that there is much nore
data about hard clinical endpoints, nuch, nmuch nore data
about safety, and the two aspects of the |ipid-Iowering
guideline, if you like, in terms of secondary prevention,
shoul d treatnent be started, an extraordi nary wealth of
data in ternms of what should the goal be.

| think we need to await the trials that have
been di scussed. W know, for exanple, there is an effect
on inflammatory markers. W haven't discussed that at all.

In CARE the benefits were restricted to those people who
had high | evels of CRP, serumanyloid A protein, et cetera.

| think that we've got to be very careful in not going
beyond the endpoint data in saying that this is the
mechani sm by which the treatnment is working.

DR. BORER: Thank you very rmuch

There's one additional safety issue that we
didn't touch on this norning. 1In the sponsor's book, it

was suggested that combi ned treatnent could be given at any
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time of day, and for safety with aspirin, it was necessary
to take the aspirin with water. |'mnot a
gastroenterol ogi st, but common clinical practice, at |east
where | come from is to suggest that aspirin be taken with
food. Until very recently, the |abeling for pravastatin
was that it should be given at night because of the
somewhat greater efficacy at that tine. So, there's sone
guestion about giving the conbined product any tinme of day,
or giving the two conmponents at night, or at any other
time.

Beverly, you had pinpointed this issue, and
Beverly actually got a copy of the new proposed | abel to

| ook through, and perhaps you want to say sonethi ng about

t his.

DR LORELL: Perhaps we could just hear a brief
clarification fromthe sponsor. It's ny understanding --
and correct ne if I"'mwong on this -- that in the LIPID

trial Pravachol was given at nighttime. The current brand-
new | abeling for Pravachol in the instructions to the
patient comrents now that it can be adm nistered as a
single dose any time of day with or without food. However,
in the paragraph describing the pharnmacokinetics and

nmet abolism there is a discussion that says explicitly,
"The efficacy of pravastatin adm nistered once in the

eveni ng, although not statistically significant, was
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margi nally nore effective than that after a norning dose."
It appears that information was acted on in the design of
the trial
Wth this issue of giving both drugs at the
sanme tinme, although sonme patients do take their aspirin at
night, I think that in general practice in the United
States, it is the practice to take aspirin in the norning,
not on an enpty stomach at nighttinme, and usually to take
it with food. | guess as the chair brought up, it would be
hel pful to have sone discussion in using a fixed
conbi nati on about both the issue of tine of day and what it
shoul d be taken with.
DR. BORER: Does the sponsor have a brief
response to that, or any other conmittee nmenbers after
t hat ?
DR. BELDER Yes. The efficacy of pravastatin,
when given at night or in the norning, there was a
di fference of about 2 percent in LDL-C |owering, and our
reason to broaden the | abel to dosing any tine of day was
based on that very marginal difference, and the fact that
per haps sonme patients |ike taking their nedications in the
nor ni ng i nstead of at night.
When the statins were first devel oped, there
was the at |east theoretical thought that since chol esterol

synthesis primarily happens during the night that you would



© 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

127
expect a greater benefit, a greater efficacy when you would
dose it at night, and that's basically how nost of the
trials were done. But if you then |ook back at the data
that was actually generated, there was no evi dence that
there was a difference if you took it either twi ce a day,
at night, or in the norning. The confidence intervals of
the point estimates were all overlapping, and that's why we
asked the FDA to change our |abel and we were granted to do
so.

DR. BORER:. Are there any other questions about
this or any other issues before we go on to the formal ?

DR LORELL: [Question off m crophone.]

DR. BORER: Well, the issue of the aspirin you
mean? |t becones noot if you can actually take pravastatin
any time of day with food. Then we can tell people to take
aspirin however we want themto take it.

Al an, you'll be happy to see that you'll be
opi ning again. The Cardi o-Renal Advisory Committee is
asked to opine on the benefits and risks of a fixed-dose
conbi nati on product consisting of pravastatin and aspirin
for use in patients who are prescribed these two products
as individual entities. |It's comon know edge that FDA
will accept applications for fixed-dose conbination
products when two or nore approved drugs are conmmonly

prescri bed together for conveni ence and perhaps for better
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conpl i ance.

I n di scussion of such products, we've said that
avai lability of such conveni ence fornul ati ons shoul d not
alter health care providers' prescribing practices, that
is, by not providing a full range of useful doses.
Cenerally that nmeans that a full range of dosing strengths
of each individual entity should be available for the
conbi nati on product, thereby providi ng conveni ence but not
i nfluencing sel ection of doses or dosing reginens of
i ndividual entities. And we've heard sonme di scussion
specifically about that point, and we will again in
respondi ng to the questions.

Further, the division has asserted that it
shoul d be well established that both entities should be
taken concomtantly, since the existence of a fixed-dose
conbi nation product inplies that they should be taken
together, not just that they can be taken together.
Ceneral ly speaking, the division has required for fixed-
dose conbi nati on anti hypertensive products that the effects
of the combination, A plus B, nust be greater than the
effects of either one alone, A or B. Mreover, the effects
of several doses of A in conbination with several doses of
B nust be evaluated, often in a factorial trial, so that
sonme description of the use of A plus B can be conpared

with either A or B al one.
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The sponsor has chosen a single dose of
pravastatin, 40 mlligranms, and two doses of buffered
aspirin, 81 and 325 mlligrams, to conbine. Thus, there
will be two fornul ations of the fixed-dose conbination
mar keted, 40 mlligrams of pravastatin with 81 mlligrans
of buffered aspirin, and 40 mlligrans of pravastatin with
325 mlligrans of buffered aspirin. Although initial
mar keting will be acconplished by co-packagi ng,
formul ati ons of fixed-dose conbi nati ons have been prepared
and are awaiting conpletion of stability studies. The
fi xed-dose conbinations will be marketed as soon as data
are available. Although the application is for a co-
packaged product, the advisory commttee is asked to
consider the issue the sane as that of marketing a fixed-
dose conbi nati on product.

Pravastatin is approved for use in: A, primry
prevention in those individuals at increased risk for
at heroscl erosis-related clinical events as a function of
chol esterol |evel, the presence or absence of coronary — |
guess in the presence or absence of coronary heart disease
and other risk factors; B, for secondary prevention of
cardi ovascul ar events, total nortality and stroke; and C,
for the treatnent of hyperlipidem a

Aspirin is for use in the follow ng patient

popul ati ons. Secondary prevention of death and stroke in



© 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

130
pati ents who have had transient ischem c attacks or stroke,
all CNS indications related to thronbotic events. B
secondary prevention in patients who have survived a
myocardi al infarction, and C, patients who are suspected of
having an acute infarction, patients with unstabl e angi na,
and patients who are havi ng revascul ari zati on procedures,
coronary or carotid, who have underlying occlusive vascul ar
di sease. Aspirinis given for life, according to the
dosi ng and adm ni stration section, for patients who have
had unstabl e angi na or PTCA

G ven that preanble, can we define a patient
popul ati on for whom pravastatin plus buffered aspirin would
be indicated, and if yes, we need to define the population
or popul ations. Second, are there popul ati ons where there
m ght be net harm from giving both pravastatin and buffered
aspirin together, and can we define sone of those
popul ati ons.

The conmittee reviewer is Alan Hrsch. Al an,
why don't you go ahead and we'll see if everybody buys into
your answers.

DR. HI RSCH. The reason M nnesotans like to
opine i s because we have lots o' pines in our state.

(Laughter.)

DR. HHRSCH: So, to start this off, it's easy

to define the population. | think the sponsor has hel ped
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us with that. This conbination would be used in those
i ndi viduals with established coronary heart di sease, and
t hough not explicitly stated, | think there is an
assunption that it is also patients with established heart
di sease with an el evated chol esterol |evel.

DR. BORER:. (kay. |Is everybody reasonably in
agreenent with this? | think that's pretty nuch agreed
upon.

And 1.2, are there patients where there m ght
be net harmfromgiving the two?

DR HI RSCH: The contraindications are, |
think, in this case the sane as the individua
contraindications. There's no additive contraindication.
So, no specific popul ati on beyond the individual.

DR BORER:  Susanna?

DR. CUNNI NGHAM | have a question. Wat |'m
wondering, and |I don't know that we have an answer to this,
but I'mwondering if there is actually a conbi ned
preparation, that people will actually know that they're on
aspirin. And therefore, if they were to have surgery or
sone ot her event where soneone m ght say, are you taking
aspirin, 1'd like you not to take any, or the surgeon m ght
request that, will people know? Because | think patients
don't al ways understand what nedi cations they're on, and so

it's kind of a puzzle.
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DR. BORER. So, that m ght be a population for
whom at | east transiently there would be net harm

St eve?

DR. NI SSEN: Actually, Susanna, it's a very
perceptive comment. You know, it's been our practice to
wi thhold aspirin for a period of days prior to cardi ac
surgery because there's very good prospective data to
suggest that if you' re on aspirin, your chances of having a
maj or or even catastrophic intraoperative bleed are
increased. That is a down side of the fixed conbination,
that both the physician and the patient -- it may tend to
obscure a little bit what the conponents are. |It's one of
the reasons why in practice | tend to avoid fixed
conbi nati ons because you nmay | ose track of the individual
conponents that you're giving.

Is it a huge issue? No, but it could be a
problemand it could be even a | ethal problemunder the
wWrong circunstances.

DR. CARABELLO Well, in that sanme vein, or
artery, what we don't know is then what woul d be the down-
side risk of discontinuing the statin agent, let's say
three or four days ahead of tine of surgery, considering
its endothelial effects and other effects. |'mmaking this
up, but it's possible that there would be risk invol ved.

DR. HHRSCH: This sounds like a |abeling
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guestion, but so we can go one step further, |I want to make
sure everyone heard nme. The sponsor's proposed popul ation
was | ong-term managenent to reduce the risk of
cardi ovascul ar events in patients with clinically evident
coronary heart disease. | added the phrase, with el evated
chol esterol |evels.

Based on the discussion, | thought soneone was
going to stop ne and say, noderately el evated chol esterol
| evel s. Does anybody want to add a popul ati on based on
t hat ?

DR LORELL: Dr. Hirsch, I would wel cone
t houghts of others on the conmmttee on that issue. | think
t he other issue on which | would wel cone sone conments from
Ray is, he nade a very, | think, clear statenent that he
woul d view appropriate use of this nedication in line with
the FDA's opinions that fixed conbinations are usually used
after safe and efficacious titration of the individual
conponent s.

Since this affects so many patients in the
United States, is this an indication issue or a |abeling
issue that clinically evident coronary heart disease
foll owi ng successful titration and safety in the use of
Pravachol and aspirin?

DR. BORER This is not an indication issue

really. The fact is that this is a convenience
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preparation. There's nothing, as Bob said earlier, that
woul d prevent you from giving an extra dose or changing the
statin, adding a statin, doing sonething else, if you
t hought that your chol esterol goal wasn't being hit. So, |
don't think it's an indication issue.

It m ght be, however, a concern in ternms of
altering usual practice, and that's sonething we're going
to have to consider. Does the presence of the fixed dose
conbination nake it less likely that doctors will do the
titration? That's sonething that we're going to have to
t hi nk about and gi ve an opi ni on about.

Yes, Al an?

DR HRSCH I'mgoing to try to take your
poi nt, Bev, which you' ve cone at fervently, and take it one
step further. W're asked as a conmttee to define the
popul ati on and the approvability based on a really very
el egant, well-done series of nmeta-analysis we'll get to in
a mnute, but in the absence of a prospective trial. So,
anot her way of ignoring guidelines is to say, if we decide

| ater that we have safety and efficacy data that should be

applied to the population studied. In other words, the
sponsor said there's 12.4 mllion Americans at risk and 10
mllion who m ght not have contraindications. The question

is, is that the population that this is going to be used

for, or really is it the set exam ned in CARE and LI PI D?
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W' || conme back to that |ater.

DR LIPICKY: Just for the sake of the record,
what you were asking about usually goes into the dosing and
adm nistration part of a label. So, it is always included,
but it is in a different part.

DR BORER  Yes, Bob?

DR. TEMPLE: | think the assunption on these
conveni ence preparations, where you're hoping to get the
effect of each drug in an appropriate popul ation, is that
the indications for pravastatin are unaltered. You do have
to say sonething about using the two drugs together, for
exanple, titrate separately or things like that. But the
pravastati n-recei ving popul ati on here should be the sane
peopl e who get pravastatin any other time, one would think,
except that in addition they need aspirin. O soneone
t hi nks they need aspirin.

DR BORER M ke.

DR. ARTMAN: Al ong those lines, Bob, though,
pravastatin is indicated and approved for primry
prevention. | think there's controversy about the use of
aspirin in primary prevention. So, | wonder about that
popul ation. And are we going to extend the use of aspirin
in primary prevention?

DR. TEMPLE: No, we're not, until aspirin gets

that claim
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DR. BORER:. The fact is that people can choose
to take the two sets of indications and find out where they
intersect and give the drug that way. | think that's fine.

| don't think that's our big issue.

Do we believe that the data support the concept
that you could define such a population? And even though a
random zed, controlled, prospective trial hasn't been
performed, | think what we're hearing here is yes, you
coul d define such a population. W mght argue a little
bit about what the edges are, but you could define such a
popul ati on.

|"d like to focus just a little bit nore about
popul ati ons for whomthere m ght be net harm W've heard
a couple, and I want to ask the opinion of the conmttee
about another, and then Dr. Kreisberg will have anot her
opi ni on.

That is, in the elderly on polypharmacy. |
woul d suggest that we don't really have a | ot of data about
that population, and it's a relatively high-risk
popul ation, so | can't say that there's net harmin the
whol e popul ati on or subset of the population for whom
aspirin and/or pravastatin m ght be indicated anong peopl e
who are over age 75, if we accept that as elderly, or
what ever we accept as elderly now. But | think that it's

sonet hing that we ought to talk about a little bit, again,
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in part because the average nunber of drugs that people at
that age receive is at least five prescription drugs. |'m
alittle concerned about that, and I think we don't have
enough data to be able to say.

Dr. Kreisberg?

DR KREI SBERG Well, I'mnot sure that this is
directly relevant to what you've just discussed, but it
seens to nme that there's a ot of uncertainty vis-a-vis the
NSAI Ds and the cox-2 inhibitors that will also play into
this, although that's not part of the issue that needs to
be consi der ed.

l"d like to anplify on Steve's coment about
pati ents undergoi ng coronary artery bypass. That's
actually a small subset of patients who are having
procedures. There are dental procedures and there are
m nor dernmat ol ogi ¢ procedures and there are col onoscopi es
and a variety of other things that occur in these patients
that will require a specific set of instructions or
under st andi ng about the inflexibility of being on this
particul ar preparation when it comes tinme to tenporarily
di sconti nue a conponent of the pill.

DR BORER Ray?

DR LIPICKY: Well, Jeff, your concern seens to
me to be part and parcel of the individual entities.

That's true whether it's a conbi ned product or not. So,
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|"mnot sure that it's a specific concern for thinking
about a fixed-dose conbi nati on.

DR BORER Yes, that's true. | don't think
that the concern is specifically because of the fact that
the drugs are conbined, but if given in a conbined product,
we do have to be concerned, where we night not be so
concerned if we could just give one or the other, which we

can because this is a conveni ence product.

DR LORELL: Question. | guess I'd like to
hear your comrents a little bit further. | hadn't thought
about this point until it was brought up today about the

notion of withdrawal of drug, but | think one of the points
that your conment made ne think about is that in the ol der
patient there are many instances for procedures, when
integrated over tine, over six nonths or a year, where
aspirin my be stopped for a period of anywhere fromthree
days for the dentist, or for two weeks or nore for a major
oper ati on.

It's an interesting comrent, given the neta-
anal yses that we showed today, and were shown, which
i ndicated a very persuasive effect of Pravachol in
i solation without aspirin, that there is a protective
effect there in those neta-anal yses, although the effect of
both is clearly greater.

So, | really hadn't thought about this until
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today, but it raises the issue over a |long period of tine,
the indication of |ong-termmanagenent, that there may be
quite a substantive anount of tine in some patients
exi stence where they would | ose the protection even of
Pravachol in isolation, in addition to aspirin. So, |
think it's an interesting point to think on.

DR. BORER. (kay, let's go on to the second
guestion. There are no data fromany trial prospectively
designed to test the hypothesis that pravastatin at any
dose, plus buffered aspirin at any dose produced a better
clinical outcone nmeasured by any clinical endpoint than
ei ther pravastatin or buffered aspirin alone. Therefore,
is that sufficient reason to cease consideration of
approval of the fixed-dose conbination product? In other
words, is it necessary to have the results of specifically
designed controlled clinical trials to consider approval of
this fixed-dose conbination product? |If not, what m ght be
sufficient. Al an?

DR. HRSCH: | think this is an easy question.

W woul dn't have a whol e day of discussion if we didn't
bel i eve that we could | ook at the database that exists and
consider it, but obviously it's preferred to have a
prospective trial.

DR. BORER. Tom do you have any thoughts about

this particularly?
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DR FLEMNG |I'ma little uncertain about the
| ead-i n paragraph.

DR HHRSCH: Wiere is he taking us in this
guestion? |Is there something we're m ssing?

(Laughter.)

DR FLEM NG It's my sense that, of course
we'd all love to have had a two-by-two factorial design.
It's clear, though, how things evolved in tine. W had
conparative trials of aspirin against nothing, and then
wi th that being accepted, when pravastatin canme al ong, we
had conparative trials of pravastatin, yes versus no,
allowing for what was in this case the magjority of patients
being on aspirin. So, those don't provide for us a
random zed conparative assessnent of one critical issue,
which is, what does aspirin add to pravastatin.

But | would say they do provide us a random zed
conpari son of what does pravastatin add when you have a
popul ati on of people who would be on aspirin. So, | would
think at | east one of the dinmensions, we do have random zed
trials.

DR LIPICKY: That's correct. \Wen
transmtted these questions by e-mail to get published, |
chose the wong file. And what you just said was part of
the edit that | m ssed.

DR. BORER: Before we get to you, Steve,
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t hough, why don't we deal with the sense of the question,
t hough. W don't have a random zed, prospectively designed
trial to test the effect of aspirin added to pravastatin.
| s that a show stopper, or can we deal with this?

DR FLEM NG | don't believe it's a show
stopper. Certainly we strongly urge random zed trials to
give us far nore interpretable data and a much greater
sense of confidence in the results, but there certainly are
settings where adequate evidence can be provided in the
absence of random zed trials.

DR BORER:  Steve?

DR. NISSEN: | think as usual, Tom you offer
| ots of wisdomthere. | would suggest, however, that there
are sonme issues, and that is that if we aren't going to
have random zed data, prospective data, the data should be
very solid, well docunmented, and fairly conpelling.

And there's sonmething we didn't tal k about very
much today that does bother me. W really haven't the
faintest idea what dose of aspirin was used, even what the
range of doses were. W only know what the aspirin
adm nistration was at one tinme point, which is the tine
that it was assessed at the beginning of the trial. W
don't know if people dropped in and dropped out of aspirin
use during the course of the trial.

So, | think the data is actually weakened
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substantially fromthe | evel of evidence that | would |ike
to see by the fact that we -- | nean, if they had annual
assessnent of concom tant nedicines and could tell us at
each year of the trial who was on and who was not on
aspirin -- 1 didn't see any of that data today.

DR BELDER: W have the data.

DR. NISSEN: Well, you didn't provide it us.

DR. BELDER  You didn't ask for it. | did say
that 97 percent of the patients who were taking aspirin at
baseline were still taking aspirin at the end of the trial.

| said a couple of tines that the patients who were not
taking aspirin, there was significant drop-in rate. |If you
want to see the data, we can show you the slides.

DR. NISSEN: There was or was not a drop-in
rate?

DR. BELDER: There was a drop-in rate. W can
show you t he dat a.

DR NISSEN. | don't know whether we can do
this now or not, Jeff, but to ne, if there is a lot of
drop-in and drop-out, it's a significant confounding
variable. | don't know, Tom if you could help ne with
t hat, but does it confound the data?

DR FLEM NG It's certainly relevant when
think in terns of what we didn't get by not having a

random zed trial. Two of the features are that, on the one
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hand, we don't have the assurance that those on
intervention, in this case aspirin and those not aspirin,
are conparable in ways other than they're receiving
aspirin.

The other feature is one you' re getting at,
Steve, and that is we would ideally |ike to have had a
better managed adherence to the interventions. M own
sense about that, though, is if we're relying on these
14,000 patients fromLIPID and CARE to not only address the
guestion they're obviously designed to address, which is
what does pravastatin do, and in nbost cases in addition to
aspirin, but we're also going to use it to try to learn
what does aspirin do in addition to pravastatin -- nmy own
sense is if we had actually designed that as a factori al
desi gn, we probably woul d have had nore adherence to the
di stinction between being on aspirin versus not being on
aspirin.

In this setting if there is -- we're hearing
that in fact those on aspirin, to a great extent, did
continue to adhere. W're hearing it was 97 percent.
We're hearing, though, that the aspirin patients did have
cross-ins. Wuldn't that dilute the effect that we would
be looking for? As aresult, if you ended up seeing an
effect of those on aspirin and pravastatin versus those on

pravastatin al one at baseline, wouldn't the sense be that
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this is then good evidence that there is an effect? It
woul d have been even | arger had there been better adherence
to non-aspirin?

DR. BERRY: M. Chairman, may | address that?

DR. BORER:. No, not at this noment, please.
|"msorry, it's ny fault. | should have pointed out that
once we begin the questions, this is a conmttee
di scussion. If we need nore information, we'll ask for it.

Dr. Pedersen, you wanted to make a conment
her e?

DR. PEDERSEN. Well, under these circunstances
it may not be appropriate that | conment, but | was just
thinking that it would be really too much demand a | ar ge-
scal e random zed clinical trial with a conbination
considering the cost and the resources required to do such
atrial.

However, since the main argunment for bringing
this conbined treatnment to the market is that it wll
i ncrease the conpliance with treatnment and al so the
proportion of the population to be treated, one would think
that a trial to prove that m ght be appropriate. And a
trial of conpliance wouldn't need nore than maybe 100-200
patients, |ooking at proportion of patients reaching
certain LDL targets, proportion of patients actually taking

aspirin. You could randonize to the conbined treatnent or
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to the usual care, and that would be a sinple and
i nexpensive trial.

DR. BORER: Al an, and then Bob.

DR HHRSCH: | just want to reenphasize a point
for the conpl eteness of the discussion, | think, that Tom
made, and in a sense defend ny colleague to ny left, which
is, we |ooked very carefully at the data for treatnent, and
| nust say | also was not quite aware, other than hearing
the 97 percent nunber, that | knew the aspirin conpliance
rates.

The question we're asked is, in the absence of
a prospectively designed trial, can we consi der approval of
a conbination product with these kind of data. | think
that we are going to be, especially if we vote yes,
increasingly faced with questions. There are these two
anti-ischemc or anti-atherosclerotic interventions. Can

t hey be conbined? That's where we started today.

Increasingly, there will not be prospective random zed
trials. So, this question will, | think, arise again.
So, | think the sense of the commttee, despite

an el egant presentation and a wonderful data set, is that
when there's two treatnents in a trial that are going to be
expected to be conbined, | think this conmttee probably
woul d i ke to see conpliance rates clearly prospectively

col l ected and presented, so we can have a hi gher |evel of
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confi dence.

DR. BORER | think Bob has a coment about
this, but I do want to nmake the point that nothing in any
| aw or regul ation says that you need to have random zed,
prospectively designed, placebo-controlled or any other
controlled trials. It just says you have to have adequate
evidence, and | think that what Tomis suggesting.

And what | think I'm hearing fromaround the
table is that this issue is not a show stopper. You could
use this kind of evidence, but the confidence that we have
in the precision of the conclusions that we draw or the
accuracy of the conclusions we draw is |ess than what we
m ght have or would |ike to have, certainly with
prospectively designed trials.

Bob?

DR. TEMPLE: W actually, in nost cases where
it was considered an issue, have asked for random zed
trials showing the contribution of each. But sonetines,
for exanple, you already know t hat one of the conponents
doesn't contribute. So, for Sinemet, you don't really need
to show t hat carbi dopa doesn't have an effect in
Par ki nson's disease. |It's not intended to. So, all you
have to do is do the two conponents, show ng that one adds.

So, one of the questions here is, where are we?

Are we at the level of, well, we know that, as the
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guestion is asked, because it's obvious, because they've
done t hese neta-anal yses that strongly support the
argunment, or do you actually need a trial? O course, the
difficulty here is nobody is going to do that trial.

You're not going to |l eave aspirin out.

| want to nake a couple of observations. One,
to the extent you think conpliance is a problem as Tom
said, that weakens the association. |If you still find the
association, that's not an argunment against it, although we
may need to inquire just who was counted as being on
aspirin. Does that mean aspirin once, aspirin ever,
aspirin all the time? | can't tell the answer.

DR. H RSCH: But Bob, the nonconpliance issue
wor ks agai nst efficacy but al so i npedes the safety
anal ysi s.

DR. TEMPLE: Well, again, it's not that you
m ght not want to worry about it, but all the advice people
gi ve everybody in the world is, if you need these two
drugs, take them So, why do you have a new safety
guestion about |ow dose aspirin? |It's the sane aspirin
that 90 percent of the population is supposed to take. So,
|"mnot sure why that's a new questi on.

| just want to nake an observation and see what
you think about it. It's sort of a problem |It's the

di fference between doi ng sonet hi ng under the FDA rul es and
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doi ng sonet hing just because you' re a know edgeabl e expert.
The whole world tells everybody, take aspirin, take a
[ipid-1owering drug, take rampril if you need it, get your
bl ood sugar controlled. And they just do that and they
gi ve advice and everybody follows it because it seens
sensi bl e.

When sonmeone cones to us asking to put those
into a fixed conmbination, we say, well. And | think that's
appropri ate because marketing sonething for a particular
reason does nean that you have a particul ar reason for
usi ng those drugs together, and we've always taken that
posi tion.

| do just want to point out that that raises a

probl em when it becones inpossible to denonstrate the

effect in a formal random zed trial. 1 don't think you'l
find anybody who will do a trial |leaving aspirin out of an
appropriate population. | don't believe I'd allow nmyself

to be random zed, and | usually take that to nmean that nost
peopl e wouldn't |like that trial

So, the question is what we do in a situation
like that. Does that mean you just can't do it? Wichis
not an inpossible conclusion. O do you find other data
that you do your best to probe?

DR LIPICKY: You' ve said that you can do it,

and so it's tine to go to question 4.
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DR. BORER. Right, but it's question 3 we're
on. Thank you.

DR. FLEM NG Just briefly, though, before we
goon. In 2.2 1'djust like to briefly add. Wereas in
2.1 as we've said, it isn't a showstopper, | would like to
reinforce what Steve was saying, in a sense as an answer to
2.2, if not, what m ght be sufficient? In ny own sense,
what m ght be sufficient, of course, is sonething that
woul d be sonewhat setting-specific, but if one has
random zed trials for certain elements, and one has for
ot her elements random zed trials in sufficiently closely
rel ated settings, and if one has observational studies and
properly conduct ed neta-anal yses where, by properly
conducted, | nmean using a choice of studies and a choice of
endpoints that all of us would accept are an appropriate
representation of relevant data, and if those anal yses
provi de very strong evidence of benefit, and if in addition
to that, one has very strong biol ogical evidence based on
conpl ementary nechani sns of action, that's an illustration
of sone of the types of information that could be
persuasive in the absence of formal random zed trials for
all of the el ements.

DR. BORER. (Ckay. Now we'll go onto 3.0. One
could argue that for the patient population you' ve defined

since the purported mechani snms of action for the
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denonstrated clinical benefit of each agent are very
different, sonmething to do with |ipids for pravastatin,
maybe even sonething nore than that, and sonmething to do
with platelets for aspirin, and maybe sonething nore than
that, showi ng that there were no inportant pharmacokinetic
or pharmacodynam ¢ interactions using surrogates woul d be
an adequate basis for approval of the fixed-dose
conbi nati on product.

Do you agree with this, and if so, are there --
well, first let's see. Do you agree with this, Al an?

DR HHRSCH: | found the question again to be
intriguing because I think we were told at the begi nning
that we shoul d be thinking about fixed conbinations in the
context not just of the lack of interaction but also in the
context of finding sone evidence that there's beneficial
clinical synergy or benefit in conpliance.

DR. BORER:  No.

DR. LI PI CKY: No.

DR. TEMPLE: Synergy is too nuch to expect.
It's rarely encountered. You just want to know that the
two drugs do sonething that neither drug does al one.

DR LIPICKY: This was witten in the sense
that you know aspirin works and you know pravastatin works,
that you have the trials that denponstrate that. |If you

know t hose two things, which is the basis for people
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prescribing them both, would you be satisfied for purposes
of a fixed-dose conbination, with sonething | ess than
bodi es? Nanely, there's no pharmacoki netic interaction,
and the platelet effects of aspirin aren't bl ocked, and the
lipid-1owering effects of pravastatin aren't blocked. This
is a hierarchical question, to try and find out what's
enough.

DR HIRSCH: Wwell, so I'll answer that, and I
was anbivalent. | was probably trying to dodge an answer.

DR. FLEM NG Before you do, could I just also
ask just to nake sure that |I'munderstanding this, Ray? M
under standing of this question says, suppose you have done
properly controlled trials that establish each of the
i ndi vi dual conponents is effective individually.

DR LIPICKY: No. It is in the sense that Bob
i S sayi hg now.

DR. TEMPLE: Let himfinish. He's going to get
to where you want himto.

DR FLEM NG And if in fact you have properly
controll ed studies that show each of these conponents is
effective individually, and if you then have data on PK and
PD that indicates there's no interaction, are those sources
of information al one adequate w thout know ng anyt hing
about conbination efficacy?

DR LIPICKY: That's correct. Wthout ever
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doi ng the neta-anal ysi s.

DR. TEMPLE: Together with the fact that they
work in a conpletely different way, which you m ght choose
to believe nmeans that their independent effects will be
mani f est ed, even w thout neasuring that. That's the
guesti on.

DR. HHRSCH: 1'mgoing to keep the discussion
going by sinmply charging in and saying | waffle. It m ght
be under certain circunstances.

DR LIPICKY: Under this circunstance.

DR. HHRSCH: This very circunstance?

DR. LI PI CKY: Yes.

DR HHRSCH: | would not be personally prone
yet.

DR BORER  That neans no.

DR HRSCH It's a no.

DR. BORER. W' Il go around and get sone
comments about this because this is an inportant point.

And I'Il tell you that | certainly wouldn't
agree with this either, that this alone woul d be adequate
because there are several other issues that we're going to
get into, specifically one that was highlighted in your
preanbl e about affecting practice patterns that woul d be
necessary to make sone judgnent about in order to determ ne

whet her the specific conbination on the table was
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approvable. There may be other issues as well, but the
point is, | wouldn't agree with this.

Steve, you want to make a comrent ?

DR. NISSEN. Yes. | would enphatically think
it's not adequate, and I'mgoing to give you an exanpl e,
although it's a controversial one. There's sone data out
there that suggests that aspirin works, that ACE inhibitors
wor k, and there's al so sone data that suggests that when
you give ACE inhibitors with aspirin, it reduces the
effectiveness of the ACE inhibitor.

Now, | think that's controversial, but there
certainly are plenty of exanples out there where two drugs
t hat i ndependently are active, that when conbined, if
studi ed carefully enough, would show | ess conbi ned effect
t han the individual conponents. So, | would feel very
strongly that we should not set the standard so | ow.

DR. BORER: But this question specifically
states there are no inportant pharnmacokinetic or
phar macodynam ¢ i nteracti ons.

DR NI SSEN:. Yes, but it doesn't have to be
phar macoki neti ¢ or pharmacodynamic. It can be biol ogical.

That sonmehow or other, that biologically, when you conbi ne
two drugs, it does sonething you didn't anticipate to the
bi ol ogi cal systemthat makes one or another of the

conponents work less well, and it has nothing to do with PK
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or PD.

DR HIRSCH. It could be biobehavioral. It
coul d be, again, how the patient actually then, therefore,
is taking the two tablets and how they're given or
withdrawn in real life.

DR. THOWSON: Anything is possible, but we
don't have any evidence to suggest that, and do we put any
credence into the fact that this is a conmon, w despread
clinical combination, that every one of us as clinicians
woul d do? How does that figure into this?

DR BORER  Just one second, Paul. | think
that the issue here is first a generic one, and second,
applying it to this particular concern. | think what we're
hearing from Steve and from Alan and fromne so far is that
no, for perhaps different reasons, just knowi ng that there
are no pharmacoki neti c and no pharnmacodynam c i nteractions
of the two entities isn't sufficient by itself as a basis
for approval. It mght be, but it isn't sufficient.

DR. TEMPLE: Can we just tease two parts of
that? You' re going to conme back to the question of whether
the fact that they're in a fixed conbination screws up your
ability to use themproperly. Perfectly good question. |
think this was intended to ask, do we know that these
drugs, used properly, will have an additive effect because

they work differently and because they're well studied
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al one.

And |'ve heard several different answers. Your
particul ar answer was, well, | mght believe they would
work, but I'mvery worried about whether I'mgoing to
change people's behavior. Perfectly good question. See,
you coul d have a well-designed factorial study and still
worry about that.

So, they're really a separate question. One
is, do |l know that the two will work. A second very
interesting question is, will people use these properly if
they're available in a fixed dose? But | think that's a
separat e questi on.

DR. BORER. Beverly?

DR LORELL: Well, 1 think that in adhering to
the strict wording of this question, and in responding to
Ray's comments, | think we were provided with very clear
data regardi ng the peak |levels of the two drugs when given
at the sane tinme, and the area under the curve. | don't
think we were quite provided with one of the things that
Ray nentioned that I would like to have seen, and that was
that giving the two drugs at the sanme tinme does not nodify
standard indices of aspirin's effects on platel et
activation and aggregation. It may not, and ny best guess,
if I had to make a guess -- does it? The answer is

probably no. But we weren't shown that data.
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In argunment that it should be shown, there are
studies, not with this conbination but with other agents
that have been in the literature recently, suggesting that
the timng of when one gives commopn ot her used drugs, in
addition to aspirin, can profoundly nodify the
phar macoki netic activity of aspirin on the platelet.

So, this is not a mnor point if inthe trials
Pravachol was given in the evening, and in | arge anount of
patient practice, they can't tell us how and what tine
aspirin was given, but it is w despread practice for
aspirin to be given about 12 hours apart in the norning.

So, | would |ike to have seen pharnacokinetic
data denonstrating very clearly that when you give both
t oget her you're obligated, you' re getting themthere at the
sane tinme, that you don't alter the pharnacokinetic
activity on the platelet.

DR. BORER. What if you had had those data?
What if you had, by whatever standard you wanted to set,
adequat e phar macoki neti ¢ and pharmacodynam c dat a
indicating no interaction? Wuld that al one be sufficient?

DR, LORELL: I think this question is asking
sonething different. It's saying, are there sufficient
data to support the presence or |ack --

DR BORER. No. That's 3.1. 3.1 is, do you

agree with this, which is the statenent that the surrogate
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phar macodynam ¢ data and pharnacodynam c data, if you had
them would be adequate. Then we go to this product.

So, would you agree with the idea that you
coul d approve a conbi nation of two different drugs, drugs
that presunmably act differently, if you know that there are
no pharmacodynam ¢ and pharnacokinetic interactions. Then
we get to the issue of whether that applies to this drug.
Whul d you accept ?

DR, LORELL: It would have hel ped nme to say
there are both sufficient data to support the lack of a
significant interaction, as well as it would have hel ped ne
t hi nk about answeri ng nunber two.

DR, LIPICKY: But the question that was
answered was | don't care if they had it, that wouldn't be
enough. So, it's a matter of would that be enough if they
had whatever it was you wanted. Then you deal with do they
have this and do they have this.

DR LORELL: | would say it's a conponent of
additional data | would |ike to have.

DR LIPICKY: No. Enough, enough.

DR LORELL: It wouldn't have been enough in
i sol ati on.

DR LIPICKY: That's the question.

DR. HHRSCH. Let's take each part of the

guestion in turn and cone around.
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DR. BORER: (Ckay. Wat Beverly has just said
is that these data al one woul d not have been enough.

Susanna?

DR. CUNNINGHAM |I'mjust curious. | believe
that this says a lipid effect and the platelet effect, but
| believe, but I don't know for sure -- and sonebody el se
can give me nore information -- that both drugs al so have
an anti-inflamatory effect. And what do we know about
their interaction in ternms of enhancing each other's action
as in anti-inflanmtory drugs?

DR. BORER. My guess is we know very little.

But again, | think just in ternms of getting through this
thing efficiently, let's say we knew all that stuff. Wuld
knowi ng that there were no inportant pharmacokinetic

i nteractions and no pharmacodynam c interactions in two

nol ecul es that act differently be enough to all ow approval
of putting themtogether in a fixed-dose conbination to be
gi ven to people? Several people have said, no, that's not
enough.

Then we go on to are there sufficient data
here. If it wouldn't be enough, you don't have to go on to
ask if we had sufficient data here.

DR. CUNNINGHAM | don't know if | know enough
to answer that.

DR. BORER.  Ckay.
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How about the others at the table who haven't
commented yet? M ke?

DR, ARTMAN: | think | agree with the sort of
sense of unease that |'ve heard so far, and | would say no.

DR BORER Bl ase?

DR. CARABELLO  Yes, | also would say no.

DR, BORER  Tonf

DR FLEM NG | say no, but I would like to be
real precise about what |I'm saying no to.

My interpretation of this question, right or
wong, is if we know we have two agents and individually we
know t hat those two agents are effective, and in addition
to that now we're adding that we know that they have
purported different nechani snms of action and we have done
PK and PD studies to show no interaction, is that
information in its own right adequate to approve a fixed-
dose conbi nati on?

By the way, | would say all of those pieces are
very inportant to ultimtely having what's adequate, but
t hose pi eces thenselves aren't sufficient in my view
There is additional insight | would like to have directly
clinically about what the conbination does as the
additional piece to add on to those inportant elenments to
come up with what is sufficient. Hence, with that

interpretation of the question, nmy answer is no.
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DR BORER  Paul ?

DR. THOWSON: Yes. | would say that there's
sufficient data to answer 3.1.1, that there's a |ack of
significant pharnmacokinetic interaction, and | would
suggest that --

DR BORER: But we're not at 3.1.1. W're at
3.1. Do we agree --

DR. THOWSON: No, | don't agree with that.

DR. BORER:. (Ckay. Then we don't have to go to
3.1.1 because if you don't agree those data woul d be
enough, then we don't have to determ ne whether they have
t hose data or not yet.

Dr. Kreisberg?

DR KREI SBERG M answer is no.

DR. BORER. No, okay. So, | think it's
unani nous. Everybody sai d no.

Now, Ray, do you want a response to the
subsi di ary questions?

DR. LI PI CKY: No.

DR FLEM NG Could I have a clarification of
t hat ?

DR BORER:  Yes.

DR FLEM NG At least in ny own answer, | said
those conditions aren't sufficient, but they are certainly

relevant to ultimately what | want to consider as what nmay
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be sufficient.

DR. BORER: So, you may get back to 3.1.1

DR FLEM NG Eventually we're going to have to
answer 3.1.1 and 3.1.2. At least | want to answer 3.1.1
and 3.1.2.

DR LIPICKY: Well, we don't want your answer,
Tom

(Laughter.)

DR. BORER: And as advisors we can only give
t he advice we're asked for.

DR. TEMPLE: Jeffrey, it is inportant and it's
important to other potential convenience preparations
because there's always going to be a rationale |ike this.
You know, one lowers |ipids, one lowers this, one | owers
that. And so, figuring out how far you think we should go
with that information alone is of considerable interest to
us. But I'"'msure, as Tom was about to say before he was
interrupted, you can keep those things in nmnd even while
you consi der the adequacy of the other data. |'msure
everybody will.

DR LIPICKY: And there isn't any question
about the inportance of all that stuff. [1'd just like to
get to question 5.

DR. BORER: That's good. Well, we're at

guestion 4 right now actually.
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The sponsor has provided three different neta-
anal yses, data fromfive placebo-controlled trials, the
total nunber of random zed patients being 14,617, that
address whether or not admi nistration of pravastatin plus
buffered aspirin has a greater effect than either buffered
aspirin or pravastatin alone. Some of the selected trials
required that patients have greater than normal |evels of
serum chol esterol; others did not.

4.1. Do these 14,617 random zed patients
represent a reasonabl e approximation of the patients for
whom t hi s conbi nati on product woul d be indi cated?

Al an?

DR. HHRSCH: Yes, but | was again very bothered
by the relative | ack of wonmen and mnorities, and when we
tal k about generalization to the American popul ati on, we've
got to do better. But knowi ng that the general database we
al ways | ook at is not much better than this, I'll say yes.

DR. BORER  \What about the fact that there were
upper limts on cholesterol |evels?

DR. HHRSCH MW understandi ng of the word
"reasonable” is not all-inclusive, broadly representative,
but let's hear everybody el se's opinions.

DR. BORER  Steve?

DR. NISSEN. It weakens it a little bit, not a

huge anmount. You'd |ike to have all comers, but these
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trials, at the tine they were designed, were designed
around, sone of them fairly narrow ranges. W heard from
Dr. Pedersen that a quarter of the patients that cone in
wi th nyocardial infarction have LDLs of over 200, and those
peopl e woul d have been excluded fromat |east some of these
trials.

So, | think when you pull all these patients
together in a meta-analysis and you' ve restricted the lipid
range for sonme of those conponents, it's a source of
uncertainty. | don't think it's a huge source of
uncertainty, but there is sonme uncertainty related to that.

DR. BORER: But the sense is that this is not a
show stopper either | take it. Does anybody disagree with
that or have any other opinion about this?

(No response.)

DR. BORER. Let's go on to 4.2 then.

Fromthe results of the neta-anal yses, do you
conclude that the data show that pravastatin plus buffered
aspirin has a greater effect than either buffered aspirin
or pravastatin alone? And there are two subheads to that,
and I'll read themfirst because | think the answer is all-
i nclusive here.

Using as a standard of two trials at a p |ess
than .05, is the strength of evidence fromthe neta-

anal ysis as strong as this standard?
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Using as a standard of one trial at a p |ess
than .05, is the strength of evidence fromthe neta-
anal ysis as strong as this standard?

Al an, why don't you go ahead, and if there are

sonme technical issues, we'll ask Tomto comrent as well.
DR. HHRSCH: |'ve learned to give the yes/no
first and then to opine. So, | think the answer is clearly

no, but let me just say why.

Both in the FDA briefing docunent, as well as |
think what Tomsaid initially, there are nany reasons why
nmet a- anal yses cannot hold the weight of a prospective trial
in general, and for ne, review ng the application, although
| clearly see an efficacy signal for aspirin with
pravastatin and not as strong by itself, there's always
this weakness in being able to interpret data in a neta-
analysis formwhich I think is also evident in this very
robust neta-analysis. So, the answer is no.

DR BORER  Ton?

DR FLEM NG Well, this certainly is a
difficult issue, difficult question to answer because those
of us who believe strongly in the greatly enhanced
interpretability of random zed trials struggle mghtily
when we're faced with a situation such as this. And there
is substantial evidence here and there is a strong

notivation or rationale for why the nore conplete access to
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fully random zed data would be difficult to achi eve,
although 1'1l also argue the fact that it's difficult to
achi eve sonet hing doesn't nmean having | ess than reliable
evi dence nmakes it any nore reliable.

But | guess ny overall sense here, when | | ook
at the data that's been provided, is we | ook at the
progression in clinical practice that led to the nature of
the trials that were conducted that provide the evidence
that we need to answer this question. So, initially we
began with aspirin in placebo-controlled studies and ny
sense is even though there is sone diversity in the |evel
of effect that those trials have established for aspirin,
when conpared to controls, that when one | ooks at the
aggregate of evidence, | think there is substanti al
evi dence establishing the effect of aspirin in random zed
trials when | ooking at it as aspirin versus control versus
not hi ng.

Aspirin then becane quite wi dely used, and then
when pravastatin canme and the trials that were being done
were assessing the effect of pravastatin, even though in a
sense | would have | oved to have seen a factorial design
conducted at that point, where patients were random zed to
aspirin yes-no/ pravastatin yes-no, | can understand the
rational e by those who were designing the trials to believe

that aspirin would be inportant to provide at |east for the
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clinical caregiver to choose, whether or not they would use
it. As a result, those studies, and nost specifically CARE
and LIPID, provide | think a very proper and reliable
assessnment of what pravastatin adds to aspirin, but
obviously aren't designed to provide a reliable conclusion
about what aspirin does.

W're left, in answering this question, with
the need to | ook at the aggregation of avail abl e evi dence
to answer two questions. What does pravastatin add to
aspirin? \Wat does aspirin add to pravastatin? Are they
both integral to the conbination?

| think doing sonme kind of neta-analysis
formally or informally is a very appropriate way to
proceed. O course, there's always the challenge, as has
been clearly and appropriately identified by the FDA
review, that when you do a neta-analysis, it's inportant
for us as consuners of that information to be confident
that this is a representative sunmary of rel evant
information rather than a retrospective choice of those
speci fic studi es, subpopul ati ons, and endpoints that m ght
best defend or achieve a conclusion that those that are
conducting the analysis would like to achieve.

My sense is that if we're |ooking at the
guestion that | defined, it is certainly relevant to focus

on those studies that the sponsor has put forward, but I'm
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open and very interested in comrents fromny col |l eagues if
they think a different choice would have been nore
appropriate. | believe the focus on CARE and LIPIDis a
very | ogical and appropriate focus here.

| also think with the cross section of
endpoi nts that we've been presented here, which are
basically CHD death, fatal/nonfatal M, ischem c stroke,
and the conbi nation that includes revascul ari zati on, that
that is the array of relevant clinical endpoints as well.
So, I'"'mnot particularly troubled by either of those
features.

So then I'm as a result, confortable in
| ooki ng at these data particularly in the sense that they
were designed. They were designed to address specifically
whet her pravastatin, in a random zed fashion, adds, and in
nost cases, adds to aspirin. There are nmany sumraries, but
if we look at the nodel 1 analysis that the sponsor
provi des, which is the traditional Cox regression analysis,
and we see the data on C 11, C 12, and C 13, we see a
summary in the yell ow bars on those slides as to what the
data are showi ng us about what the effect is of pravastatin
when added to aspirin. And we see, | think, consistent
evi dence of benefit across all of the endpoints.

In particular, when we then divide this in the

next slide into LIPID versus CARE to see, whether or not,
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in the spirit of are there two studies that are adequate

and well-controlled at the .05 level, | see evidence that |
view to be adequately convincing. So, when | |ook at this
source of information, |I'm persuaded that the standard for

strength of evidence has been nmet for establishing that
pravastatin adds to aspirin.

Well, that was the easy part. The tougher part
isif we have to rely on this sanme source of information
is this adequately convincing that aspirin is integral and
it adds to pravastatin.

| struggle greatly with this when one | ooks at
the information that's presented here, which are the bl ue
lines -- and in particular, slide C 13 presents for these
three primary endpoints, what is the strength of evidence

for what aspirin adds to pravastatin, |ooking separately at

LIPID and CARE -- | see evidence, which if | can viewthis
to be reliable -- i.e., if this were fromrandon zed
conparisons -- | would view that this strength of evidence

is definitely convincing to me that aspirinis, in fact,
integral as well to the effect of the conbination.

So, that |eaves ne then with one final dilemm,
and that is, these aren't fromrandom zed trials. Wat is
the plausibility that these differences, in fact, could be
nore due to the systematic differences in patients who

chose to use aspirin versus chose not to use aspirin as
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opposed to the actual effect of aspirin itself? That's an
incredibly difficult question to answer.

| could be readily persuaded that those people
who woul d be put on aspirin wouldn't be randomy done, but
| could al so be persuaded, although there's really no
evidence in the covariates that we have, that those people
who were put on aspirin mght, in fact, have been nore ill.

The other feature here -- and it cones back to
sonmething Steve said, but actually it nakes nme a little
nore confident in these data -- is we don't have the sane
| evel of confidence and adherence to the aspirin versus
non-aspirin, and it's the point that was reiterated by Bob
Tenple. |f anything, that would lead me to think that we
m ght be underestimating the effect.

What we have in these analyses is the ability
to ook not only at what aspirin adds to pravastatin but
what aspirin adds to nothing, although it's not as reliable
because it's not in a random zed trial. But what's
interesting is when you | ook at what aspirin adds to
not hi ng, you're getting an underestimte of effect. And
this was an issue that | was probing at sonme | ength
earlier, the cup half full/half enpty.

It made ne, in the cup half enpty, alittle
nore skeptical about what we could say about what aspirin

adds to pravastatin when we see evi dence about what aspirin
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adds to nothing as being | ess than what we woul d have known
fromthe random zed trial s.

But the cup half full says to nme, well, but
this is consistent with an underestimate of effect that
could readily be achieved if those that are being
adm nistered aspirin are, in fact, if anything, sonmewhat
nore seriously ill or at higher risk, and if those on the
control armhad a greater propensity or |ikelihood of
crossing in.

So, when | think about all of those features,
it actually leads ne to think that the evidence here from
t hi s nonrandom zed conparison surely is far less reliable
than that | would have froma random zed conpari son, but
the things that I can think of that are the likely
systenmatic biases would tend to nake nme think that we're
getting an underestimate of effect, and the | evels of
effect that we're seeing, if they were fromrandom zed
trials, would nmeet ny sense of standard for strength of
evi dence.

So, when all is said and done, as rarely as it
is for ne to be able to say sonething that isn't random zed
probably is adequately convinci ng when one considers all of
this and the fact that you have different mechani sns of
action, | think I am persuaded, when | look at all of this

i nformation, that yes, each of these conponents is
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contri buti ng.

DR BORER. Ray, it really isn't necessary, is

it, for us to answer precisely 4.2.1 and 4.2.2? | don't
think we can provide an equival ence answer. | think either
we'll all agree with Tomthat the data are adequately

conpel ling to convince us that both conponents are integral
to the combined effect or we're not.

DR, LIPICKY: But Tom gave sort of a binary
qualitative answer. |I'd like alittle bit of a
guantitation with respect to the confidence you have in the
concl usi on you drew.

DR. BORER.  Ckay.

DR LIPICKY: And that's what 1.1 and 1.2 are
devoted to. It doesn't need nmuch discussion. He just has
to say it's sort of one trials, sort of two trials, in
between, or it's even better than two trials.

DR. BORER. (Ckay. Steve?

DR. NISSEN. | wasn't going to take that so
much, but | want to rem nd everybody of sonmething. A few
years ago, it was just absolutely clear and obvi ous from
nonr andom zed, sort of observational data that estrogen was
very good for cardiovascul ar protection in wonen. |In fact,
many wonen | know in ny practice were pressured heavily to
take estrogen by their famly practice physicians because

huge, enornous observati onal databases showed that wonen
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that got estrogen had a | ower incidence of coronary heart
di sease. And now, as it's tested prospectively, we find
out it isn't so.

Now, is it exactly the same situation? O
course, not. But what happened was that wonen who chose to
take estrogens were different fromwonen who didn't. And
you rai sed the question, Tom-- and | agree with you
conpletely -- that people that chose to take aspirin or
whose physicians chose to give themaspirinin this trial
-- could they have been sufficiently different to account
for some of this?

And, Ray, | don't know in any given situation
how you ever can correct for that. |It's a huge hazard.

So, the only question then you have to do is look at it and
say how plausible is that possibility. And, boy, we've
been wong. On the estrogen story, we've been as wong as
we coul d possibly be.

DR LIPICKY: You can be wong with a p of .05
in a prospective random zed trial. GCkay? So, | just want
to get a feeling of how wong you think you can be. That's
all.

DR BORER Let ne ask Steve then, since he was
the last to speak, and therefore it's easiest to keep him
going, do you find these data sufficiently conpelling so

that you can concl ude that both conponents add to the
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conbi ned effect of the conbination product?

DR NISSEN: | do, but I'mnervous. And | gave
an exanpl e of a situation where people who thought they
really understood this very, very well turned out to be
absol utely dead wrong about anot her form of therapy.

DR. BORER: So, are you nervous enough to say
this is as good as one trial at p less than .05, or are you
even nore nervous than that? Because nervous | think nmeans
you're not willing to say it's as good as two trials at p
| ess than .05.

DR. NISSEN: |1'mgoing to think about that
before | answer.

DR LIPICKY: The point estimate is in the
right direction. No question. No one is going to argue
about that. The question is do you think that's real, and
then how certain are you of that? And are you going to put
us in the position of saying, well, you ought to prove
things wwth a single trial of .05?

DR HHRSCH Ray, this is about like a single
.05 trial, nmeaning that we have really quite good data with
quite good fidelity, with a p value that |ooks sort of
appropriate, but we could be wong. That's where we are.
It's about equivalent to one well-designed trial.

DR BORER Bl ase and then Bob.

DR CARABELLO | think the data are
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conpel ling, but I don't think you can conpare the apple and
orange of random zed trials to a neta-anal ysis.

But unlike the estrogen situation, all the

toothpaste is out of this tube. There is never going to be

this trial. There is never going to be a double-blind,
random zed, two-pole trial of these two drugs. It's not
going to happen. MIllions of Americans are already on this

conbi nation, and unless and until sone data to becone
avai |l abl e to suggest that maybe they shouldn't to be, to
then throw the whole issue back, it just isn't going to
happen.

DR BORER |'mnot sure that that's what we're
bei ng asked to do or not to do. | think what we're sort of
bei ng asked is should the FDA put its inprimtur behind the
conbination if we don't have the data that normally -- the
evi dence of the strength that we normally would require to
allow the FDA to cone to that concl usion.

DR LIPICKY: | want to enphasize that Bob said

yesterday that a p of .05 single trial was good enough to

get approval. So, saying a p of .05 single trial isn't the
death, 1 just want to get a feeling for the strength of
evidence. And so far you're telling nme, well, | don't know

howto tell you what | think. That's what you said so far.
DR. BORER. No, no. Very clearly Al an said,

one trial at p less than .O05.
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Bob?

DR. TEMPLE: Well, you really have to make the
sanme distinction Tom made. On the question of whether
prava adds to aspirin, A you don't need a neta-anal ysis.
Both trials showed it. They showed it for all endpoints.
The p values were pretty extrene. And | nust say, although
we asked it, | find it hard to inmagi ne that anybody doesn't
find that part of it convincing. Those trials were nostly
done in aspirin users. Al the evidence you have on the
effect of prava is fromtrials in which nost people got
aspirin. So, that doesn't seemhard. It's the other part
that seens hard because you're into epidem ol ogy or
somet hi ng.

| just wanted to go back to sonething Tom said
before, which was that he would like to be allowed to think
about the fact that the two drugs work in conpletely
different ways and factor that into his thinking, which I'm
sure he did. Wen Ray wanted to pose the one study at .05
versus two, | said, why don't you cross that out? They
can't answer that because it is, to a degree, apples and
oranges. It seens fairly obvious that one is bringing
one's inpression about how things work, with all the flaws
that that can induce, just as everybody appears to be w ong
substantially on what estrogens do. So, that does seem

part of it.
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| want to nmention one other thing. | somewhat
hesitate to do this. There are actually trials in which
antipl atel et drugs have been given to people who are on
statins, not trials of aspirin, but it's not out of the
guestion we could take a |l ook at trials of clopidogrel and
things like that to see whether there was an effect of an
antiplatelet drug. It raises sone of the sanme issues as
yesterday when you're already on a |ipid-lowering drug. W
haven't done that. W haven't ask the conpany to do it,
but those data are in the public domain. It mght be
possible to do that to test the hypothesis.

DR. BORER: | think would think that
cl opi dogrel woul d be the wrong choice since the drug was
approved because of its putative superiority not only to a
pl acebo defined on aspirin, but to aspirin.

DR. TEMPLE: Well, see, that's a good question.

It depends on what you think the questionis. And |l

tell you what ny thought was. W weren't trying to answer
t he question whether you get precise estinmates of what the
exact effect of these things are together. It was really a
gqualitative plus or mnus thing, answering the question, if
your |ipids are under great control, does doing sonething
to your platelets make a difference. So, maybe in that
case, another antiplatelet drug, even one that was better

than aspirin, mght be pertinent.
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DR. BORER. 1'd like to disagree with that.
think -- and you'll have to correct me if I"mwong -- that
in asking the FDA to approve a conbi nation drug for
prevention of events, which is what we're tal ki ng about
when we add the aspirin on, we'd |like to have sone sense
that there is a quantitative effect, any quantitative
effect. And looking at the quantitative effect of a drug
that's nore potent than aspirin may not tell us that
aspirinreally adds in an inportant way to pravastatin in
prevention of events. Now, it nmay add in other ways. It
may have platelet active effects, et cetera.

DR. TEMPLE: Jeff, mght it not tell you that
even if your lipids are just perfect, fixing your platelets
makes a difference?

DR. BORER Yes, it mght well.

DR. TEMPLE: In sone ways that's the question

DR BORER Well, |I'm not sure.

DR. TEMPLE: Not the whol e question.

DR BORER. |I'mnot sure |'d agree with that.

DR THOWPSON: Dr. Borer, I'd like to conme back
to the question --

DR BORER Wait, wait. Just a mnute, Paul.

| don't want to carry this discussion ad
nauseam The points have been nade. | think what we're

trying to do here is to determ ne how conpelling we believe
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the evidence in favor of an additive effect either way is.
And | think we've heard that in general there's evidence,
and so far everybody has been willing to accept that
there's evidence and both conponents do add to the effect
of the conbi nation of drugs.

The data, as we've heard from Steve and from
Al an, aren't as conpelling as we usually expect to see, but
they're there. That doesn't nmean that they' re adequate or
i nadequate, but they're there. And Al an suggested, in
terms of the degree to which he's convinced, he's as
convinced as he woul d have been if he had seen one trial at
p | ess than .05.

Let's see if we can sort of narrow the answer
to that question, and let's hear fromthe voting nmenbers.
M ke?

DR. ARTMAN: What's the question, Jeff?

(Laughter.)

DR. BORER:. Fromthe neta-anal yses --

DR. ARTMAN: Ckay, so you want to answer 4.2.1
and 4. 2. 2?

DR BORER:  Yes.

DR. ARTMAN: | would agree with what Al an said,
that the | evel of confidence | have in this would be
conparable to a single trial at a p | ess than .05.

DR. BORER. Tom do you want to finalize your
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answer now, or do you want some tine to think?

DR FLEM NG Well, | think I've already said
the essence. |I'mvery confortable to say that the
contribution of pravastatin to the conbination has been
established by the standards of two studies at the .05
| evel .

The conbi nation of aspirin is where |I struggle
greatly. It's extrenely rare for ne to find nonrandom zed
data as adequately convincing. The basis that | have
judged in this case that it is is essentially built on, A
the fact that I think the evidence is adequately convincing
that aspirin, in the absence of pravastatin, is beneficial
according to the standards we woul d usually have for
strength of evidence; B, that the biological plausibility
that it would maintain that effect in the presence of
pravastatin because of different nechanisns of action is
rel evant; and, C, because the evidence that we do have,
flawed as it is because it's not fromrandom zed
conparative studies, gives us very favorable point
esti mates where the best judgnent that | can nake about
where the biases would be, in terns of selection factor as
to who got aspirin versus who didn't, and in terns of |ack
of adherence diluting differences, would if anything dilute
the estimates that we canme up with, which in fact does

appear to be what we're seeing when we | ook at these data
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fromthe aspirin versus nonaspirin. |It's the aggregation
of all that that provides nme a sense that this is adequate,
as incredibly rare as it would be for ne to arrive at that
conclusion in the absence of random zed conpari sons.

And |I'm not confortable, though, stating
numerically whether or not this is the sanme as one or two.
It's not nearly as convincing as what you would have if you
had had the data fromtwo random zed trials that provided
strong evidence of benefit. Nevertheless, it's ny sense,
for the reasons that |'ve given, that the aggregation of
this evidence is adequately convincing to conclude that
both el ements contribute to the conbinati on benefit.

DR. BORER. Dr. Kreisbherg?

DR KREI SBERG M answer is yes. | think the
preponderance of the data supports the fact that the
conmbination is better than either one al one.

DR. BORER: Are you as convinced as you woul d
be if we had two random zed controlled trials?

DR KREI SBERG Well, with the proviso to Dr.
Ni ssen about there are things in nedicine that make perfect
sense but are absolutely wong, the answer is yes, |I'm
satisfied wth the evidence.

DR. BORER. Beverly?

DR LORELL: The answer to 4.2 is yes. |

t hought the data was very conpelling that pravastatin plus
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buffered aspirin has a greater effect than either buffered
aspirin -- either aspirin -- not buffered, but aspirin --

or pravastatin al one.

And for the record, | will say that as a
nonstatistician, | cannot feel confortable answering .1 or
.2, but I will say that in this case, there were really two

things that | think nmade this neta-analysis conpelling to
me as a clinician, not a statistician.

One was that the neta-analysis involved a very
| ar ge nunber of patients who were quite well defined.

And the second thing is that |'m always nervous
as a nonstatistician when | hear a statistician use a
si ngl e neta-anal ysis approach to try and persuade ne of
sonmething. And | thought it was very valuable in the
anal ysis we heard today that there was an effort to
approach this neta-analysis dilemma fromthree different
nodel s.

So, the answer to 4.2 is yes. | can't answer
.1 or .2.

DR. BORER  Susanna?

DR. CUNNINGHAM | would also say that I'm
convinced that the pravastatin has a greater effect than
aspirin alone, and | al so cannot answer the subquesti ons.

DR. BORER. Yes. | think the question is a

little confusing in that it refers in 4.2 to the neta-
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anal yses. In fact, the neta-analyses really | think
properly refer to the pravastatin on top of aspirin rather
than the aspirin on top of pravastatin, which | think would
be hit in 4.3, but | think the answers have referred to
both, if that's okay.

And is it okay if we try not to answer 4.3. |
don't think any of us other than Tom can --

DR. LI PICKY: Fine.

DR FLEM NG Just a sinple answer. | find the
results fromthe nodels as qualitatively consistent.

DR. BORER.  Ckay.

| think for the record, then, everyone has
agreed that there is reasonable evidence that both
conponents contribute to the effect of the conbination with
varyi ng degrees of enthusiasm perhaps in general, |ess
t han woul d have been the case had there been two random zed
controlled trials to | ook at, each neeting the p | ess than
. 05 standard.

Let's go on to 5.0. Upon what basis was the
dose of buffered aspirin chosen for use in the fixed-dose
conbi nati on product? Do you consider this reasonabl e?

What alternative doses can you reconmmend? And should one
wait prior to approval on settling the question of buffered
aspirin dose?

Al an?
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DR HHRSCH: Do you want one or all three?

DR BORER  Just do all three.

DR HIRSCH. Well, | think the basis of the
choice of antiplatelet dose was retrospectively a
conbination of the primary aspirin trials, the antiplatelet
trialists collaboration, and other neta-anal yses and
obviously the clinical practice that was both valid in the
pravastatin trials.

Do | consider this to be reasonabl e?

Absol utely, acceptabl e and reasonabl e.

What al ternative doses besides the 81 and 325
would | recommend? | wouldn't. Those would be the
appropriate doses certainly in the United States market in
any case.

And should one wait prior to approval on
settling the question of buffered aspirin dose? 1| think
that in this real world, we have adequate data to be happy
with those two choi ces of doses.

DR. BORER: |s anybody unhappy wth that
answer? Steve is unhappy.

DR. NISSEN. Well, not conpletely unhappy, but
| nmust point out that there's an enornous neta-anal ysis,
just published within the | ast few days, fromthe Oxford
Group that shows that there is a higher risk of the 325

mlligram dose and that the dose that seenmed to have the
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best conbination of safety and efficacy was the 81 to 160
mlligramdose. So, it's brand new data. It wasn't
avai l abl e to the sponsor when all this was done, and |
haven't had a chance to fully analyze that manuscript, but
it ought to be at |east nentioned.

DR. TEMPLE: That depends a little bit on
whet her you want to |look at a particular dose that was used
in a particular setting or, like the collaborations have to
do, lunmp themall together. The current |abeling for
aspirin says you can do either of those things. Be ny
guest. And | think that's what we urge: cover the range
of doses that are used. There are sonme things where 150 is
t he recommended dose.

DR. HHRSCH: Just to cone back to the point,
our goal was to nake sure that were doses available, not to
fol |l ow anot her neta-analysis, another guideline. | think
t he sponsor has done that.

DR. BORER: | think in general then everybody
is happy with 5.0. W know how t he doses were chosen. W
think it's reasonable, no alternatives to recomend, and
with the caveat that was just nmade by Steve and anended by
Alan, we don't think it's necessary to beat this one any
further.

But 6.0. Upon what basis was the dose of

pravastatin chosen for the use in the fixed-dose
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conbi nati on? Do you consider this reasonabl e? What
alternatives can you reconmend, and should one wait prior
to approval on settling the question of pravastatin dose?

Keep in mnd, in answering this, that
putatively this is a conveni ence product. So, it doesn't
mean that everybody has to give this dose.

Al an?

DR HHRSCH: Yes. I'mcollecting ny thoughts
here.

We spent less tinme, | thought, than we m ght
have on the discussion of dose, even though we did
circulate there. So, this is a question which I would like
everyone to weigh in on.

The basis of the choice of dose | presune was a
conbi nation of the initial dose-response data the sponsor
had, the application of that in the PLACI, PLAC II,
REGRESS, LIPID, and CARE trials.

And do | consider this to be reasonabl e? Yes,

t hat's reasonabl e because that's the database we're
presented in the meta-anal ysis.

The hard part is when we get to 6.2 and 6.3
when we're asked what alternatives can you recomend.
suspect there will be sone diversity of opinion.

When you | ead the question, Jeff, and say it's

a conveni ence dose product, actually there's no need to
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recommend alternatives. W're asked for a single dose
based on the clinical trials for conveni ence and we can
stop. But | do suspect that the panel nmenbers will want to
di scuss the potential for alternative doses in the prava
arm as well as in the aspirin arm though many may not
want to go there.

"1l charge ahead and go to 6.3. Should one

wait prior to approval on settling the question of

pravastatin dose? | think not, but | bet you there's
diversity of opinion. | could justify that if you'd Iike.
DR. BORER | think we've said that the choice

of the dose was based on the fact that that was the dose
that was used in the prevention trials, and it was
reasonabl e.

There could be alternatives. | don't know if
we want to discuss this at this point. There could be, but
this is being suggested as a conveni ence product for people
who cone to the conclusion that this is the dose that ought
to be used.

Yes, Beverly.

DR LORELL: Had there not been the preanble in

the text before that question, | would have answered 6.1
yes. | think there's reasonable logic as to why 40
mlligrams were chosen. And for the answer to 6.2, what

alternatives would you recommend, | would say none.
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But | amconcerned that in fact in the text
preanbl e in paragraph 2 that you read was the comment t hat
generally that nmeans that a full range of dosing strengths
of each individual entity should be available for the
conbi nati on product, thereby providi ng conveni ence, but not
i nfluencing sel ection of dosing or dosing regi nens of
i ndi vidual entities. So, with that preanble to guide us as
menbers of the commttee, | would say 6.2 probably does
nmerit sone discussion, and the alternative | would
recommend woul d be including consideration of also 80
milligrams with the two options for aspirin. | don't
understand the logic for offering a range of aspirin and
not offering a range of titration of Pravachol, unless it
is the intention to argue that it doesn't nmatter what your
LDL is.

DR. BORER: That issue that you just so
beautifully outlined is the sum and substance of question
8.0, and so perhaps, with your perm ssion, we'll wait until
8.0 and discuss that nore fully because | think this is
really, so to speak, the heart of the matter. |Is that
okay, Ray?

DR. LI PI CKY: Sure.

DR. BORER. 7.0. Assum ng that you have
concl uded sonet hi ng about the strength of evidence that

pravastatin and buffered aspirin should be taken together
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and that the doses to be available in the fixed-dose
conbi nati on product are appropriate, what is the strength
of evidence that a fixed-dose conbination product, taking a
single pill, has increased clinical benefit with respect to
taking two pills not necessarily together?

To clarify that further, should we require
better denonstration of additional benefit provided by
conveni ence, and what kind of denonstration would be
better?

Al an, do you want to start out?

DR. TEMPLE: Jeffrey, we really have never
asked people to show that. It doesn't nmean we coul dn't
change our view, so it's worth listening. |It's ny belief
that it would not be easy to do in a controlled trial
setting where people tend to be conpliant. You'd have to
establish so | oose a setting that people could just ignore
the drugs they're supposed to take. | wouldn't say that's
not possible, but there's not a lot of track record on it.

DR. HRSCH: But you asked the question.

DR. TEMPLE: Yes. | probably tried to cross it
out .

(Laughter.)

DR LIPICKY: Yes. It has to be put in
context. The assunption was you were going to cone to

di fferent conclusions in sone of the questions above than
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you did and that then you would not be able to assert that
you knew that the two ingredients contributed to the effect
or that you had nore major reservations than you did.

So, the crux of the argunent, in part, that was
made by the conpany was that conpliance was the benefit
here, that this fixed-dose conbination -- they didn't think
you' d reach the conclusion that they had shown A plus B is
better than A or B -- offered conpliance advantages. And
there was absolutely no data regarding conpliance at al
for this fixed-dose conbination. So, this question was
witten to find out whether you want data to support your
judgnments. It probably is out of place now since you
answered the questions above in a different fashion.

DR HRSCH: | think it's still in place.

DR, TEMPLE: Well, it's still pertinent to the
end ganme where you're going to worry about the fact that
t hey may not know how to stop it properly before surgery, a
perfectly legitimte question, and maybe the potential for
better conpliance --

DR, LIPICKY: Well, okay, fine.

DR. TEMPLE: -- certainly not the docunentation
of good conpliance m ght be part of what you think in it.
But ordinarily in other senses we don't really ask that
guesti on.

DR LIPICKY: But in fact | guess the
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presentation di sturbed nme because what was shown for this
general know edge that conbinations are better for
conpliance was a total of four trials. So, | don't think
it is general know edge or that you can assune that taking
one pill instead of two | eads to better conpliance. And
so, it's sort of pertinent to the question of if that were
i nportant, what do you think we shoul d have seen

DR HHRSCH: Can | rephrase the question a
little bit because | think this does nerit sone di scussion
based on everything |I've heard fromthe panel? | think the
| ead-in to this whole discussion was obvi ously conveni ence
and conpliance. So, the question I'd phrase is, when does
per cei ved conveni ence, really driven | think by patient
demands we all hear, actually work for or against a
percei ved or denonstrated, | should say, health benefit?

I n other words, does having a conveni ence product per se,
whi ch m ght potentially inprove conpliance with one or two
drugs, work for or against hitting the endpoint ultimtely
of a decreased cardi ovascul ar risk?

DR LIPICKY: | guess the discussion should be
woul d you require seeing data that there is sonething to
that. The question is totally out of context now So, the
subparts are: would conpliance data be enough, or would
you need to have body counts?

DR HHRSCH: So, just as ny friend Tom
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occasionally tells us how we m ght best think about the
statistical considerations, |I'd like to just throw sone
i deas out there for the panel to consider because the
sponsor did and | found them i ntri guing.

There are a | ot of hypot heses about why this
m ght be a good thing, and the ones | |isted were things
Ii ke potentially adherence to guidelines because people
woul d actually take their aspirin, for exanple; perhaps use
of the correct dose because it would be fornulated
correctly; perhaps a decreased pill burden and again a
greater daily conpliance. There were nmany others, but |
think all of these are basically conjecture at this point.
There is not adequate data, having read those primary
references as well, to suggest that we achieve that in this
particul ar popul ation with these particul ar products.

So, with that in mnd, when | thought of these
guestions, | actually did think that we're going to be
faced with many potential conbinations. Fromthis very
data set, we could | ook at beta-bl ocker pravastatin in the
future. W could look at "prilstatin.” This is a large
data set. There are nmany conbinations that would be very
benefi ci al .

But before I'"'mhaving to face this as a panel
menber, | actually would like to see sone additional data,

and | was thinking of a conpliance study, Ray, but that may
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be unreasonabl e.

What does everyone el se think?

DR. BORER. Are there any other opinions? Dr.
Krei sberg?

DR KREI SBERG Well|, there's another el enent
to this and that is cost, which we haven't discussed and
maybe we can't discuss. But aspirinis dirt cheap and it's
about a penny a day for those people that take it. And
we' re tal king about a conbination now, and when you
consi der that 80 percent of the deaths occur in people over
the age of 65 and they have Medicare, the paynents that
they have to make for these nedications beconme crucially
i mportant.

So, one of the questions that | have in my mnd
is what is the intent of the sponsor with regard to this
preparation because if it turns out that a drug like
pravastatin will, in the near future, will be a generic and
will be allowable with a $10 co-paynment through nost health
pl ans, but this product is not a generic and it requires a
$25 co-paynment or a $35 co-paynent with the plan, then what
is that going to do for the proposed adherence rate that
we're contenpl ating woul d be of benefit to this type of
conbi nati on?

DR TEMPLE: It's not that that's not a

perfectly cogent question, but I think we don't consider it
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FDA's province to do that.

DR. BORER: Should we require denonstration of
addi ti onal benefit froma conveni ence study? | don't know
that we need to spend a lot of time on this, but does
anybody have any thoughts that they want to share here?

Bl ase?

DR CARABELLO | don't think we should because
| think that ultimately the sponsor bears that burden. |If
it turns out that the drug is easier to take and that
people like it and use it nore, then it will be used. And
in fact, if that's not the truth, then the drug will die on
the vine and it won't be a consideration.

DR. BORER. W don't have conpliance data, and
| think speculating about it probably isn't going to be
very useful at this point.

But let's get on. The last two questions |
t hink are where the action is.

8.0. Howlikely is it that the availability of
a fixed-dose conbinati on product woul d encourage
i nappropriate use of the doses of any of these drugs?

This was the issue that Beverly was getting at
earlier and it's what we danced around all day. W heard
data from Dr. Pedersen and fromthe sponsor, and | think
this is where we really want to concentrate our discussion.

Al an?
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DR HHRSCH: Do you want us to take these one
by one or again the whol e packet?

DR. BORER: Take them toget her.

DR. HIRSCH:. I nappropriate use of buffered
aspirin for primary prevention. | think the risk is very
| ow.

| nappropriate use of a dose of 40 mlligranms of
pravastatin. Actually | ow

| nappropriate use of a dose of 325 mlligrans
buffered aspirin. | think equally | ow.

And the same thing for 8.4.

DR BORER. |I'msorry. W were given these 8.1
through 8.4. | want to expand a little bit.

DR. H RSCH. Ckay.

DR. BORER: | nappropriate use of a dose of
pravastatin. | don't care what the dose is. If only one
dose is offered, is it likely that the practice pattern
will be that the drug is not used in the way that it
ot herwi se m ght be used?

DR HIRSCH: Yes, | think there's a real chance
of that.

DR. BORER: Does anybody el se want to talk
about that? Steve?

DR. NISSEN. Yes. I'mtroubled by this, and

let me see if | can help.
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First of all, I do think that there is a
noderate risk of inappropriate use of buffered aspirin, and
| think Susanna really was the first to point this up. And
| hadn't really thought about it, but the nore |'ve thought
about it and heard from ot her people, I am concerned that
peopl e undergoi ng both m nor and maj or surgical procedures
may accidentally -- nmuch nore likely accidentally -- be
given aspirin as part of a fixed-dose conbi nati on.

And what's inmportant for us to understand is
that aspirin is not a conpletely benign drug, that it has
very serious consequences in the wong circunstances.
Therefore, when you put it together in a fixed-dose
conbination, | do think you increase the |ikelihood that
either the patient or the physician will be unaware of the
fact that they're taking a potent antiplatel et agent and
that sonmeone will forget about that in a circunstance where
the patient may be harmed. So, |'ve got to give that at

| east sone credence.

Simlarly, because the dose of 40 mlligrans of
pravastatin, according to current guidelines -- this speaks
to medical practice -- is unlikely to get, in nmy opinion

the majority of patients to the recommended goals, then
t hi nk that encouragenent of use of this fixed-dose
conmbination will, in fact, increase the probability that

sone patients will be undertreated with respect to their
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['ipids.

So, | would also say -- and we can skip the
dose issues -- that both for pravastatin and for aspirin,
there is noderate risk here that the agents will be given

i nappropriately when here in the fixed-dose conbi nati on.
And the nore rel evant issue then is how does that risk
equate with the benefit that m ght accrue fromthis
conbination, and | will speak to that a little bit later.

DR. BORER. Beverly?

DR LORELL: | agree with what was just said.

DR. BORER. M ke, go ahead.

DR. ARTMAN: | would just like to get back to
the issue of inappropriate use of buffered aspirin for
primary prevention, and | raised it earlier and got pooh-
poohed a little bit. But | disagree with Alan. | really
think that there is that risk, and | think there's a | ot of
controversy about the use of aspirin for primary
prevention. | don't think it's been proven, and | think if
this fixed-dose is approved, | can see a big canpai gn and
the detail people talking up this conbination for secondary
prevention, and oh, by the way, you know pravastatin is
approved for primary prevention as well. And | think
there's going to be a lot of leak and a | ot of bleed over
to that, and that concerns ne as well as these other issues

that Steve and Beverly have raised as well.



© 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

197

DR. BORER: | agree with what everyone has said
here, and | would |ike to add just one additional point. |
think that over and above the other aspirin issues that
have been raised, aspirin may not be the appropriate drug
for every patient who requires a platelet active agent.

Cl opi dogrel is approved for certain, specific situations.
Most peopl e who receive an antiplatelet drug like aspirin
or clopidogrel require or should receive or do receive
lipid-nodifying therapy in the formof statins. |If a
conbi nati on product is available that has aspirin attached
toit, I'"'mconcerned that in sonme, admttedly small,
segnent of the popul ation, the nore appropriate drug, which
m ght be cl opidogrel, won't be used in favor of the |ess
appropriate drug because of the convenience of giving the
aspirin together with the otherw se necessary statin. So,
| would just add that to the mx, but other than that, I
agree with what's been said here.

Bl ase?

DR CARABELLO  Just to reiterate what | said
earlier, we have no idea what the sudden w thdrawal of the
statin agent prior to surgery mght do, and so one can
easily foresee the cunbersone nature of w thdraw ng the
aspirin part of the product and continuing the statin part
of the product by prescribing a single agent. | doubt that
anybody would do that. And while |I have no know edge t hat
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the wi thdrawal of statins m ght be dangerous, it's open to
guestion. So, that does concern ne.

DR. BORER: Just to put this in proper
perspective w thout noving beyond where we are here, right
now t he sponsor is proposing co-packaging, in which case

the issue of stopping aspirin independent of pravastatin

woul dn't be a big issue, it wouldn't be a big deal. But
you asked us to consider a pill that has both of themin
it. You didn't tell us about the formof the pill. |Is the

aspirin part sonething that could be broken off? O are we
goi ng beyond, in tal king about that, where we should be
goi ng?

DR LIPICKY: | can't answer the question.
Clearly aspirin is not going to be in half and prava in the
other in your single tablet.

DR FIEDOREK: Yes. W're still working on the
formulation for that, but it will be a conbination tablet.

DR, LIPICKY: But you're not going to put
aspirin in one half and prava in the other.

DR FI EDOREK:  No.

DR. BORER: No, okay.

So, | think the general sense here is that we
have real concern about the range of doses that's avail able
for this product because of the various reasons that have

been rai sed, because of the |likelihood that this sel ection,
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this range that's been offered, will potentially adversely
affect clinical practice.

DR LORELL: | think that there was al so the
separate concern rai sed about packagi ng a potent
antiplatel et agent with another drug.

DR TEMPLE: W need to understand this because
these are probably the reasons you may give a particul ar
opinion. So, it would be very hel pful if we understood
those. Let nme tell you what | understand.

You haven't addressed the question of whether
| abeling could overconme this and you m ght want to think
about that.

But one mmj or concern was that having two
together really makes it difficult to stop one of them and
you can think of quite bad consequences if people don't
realize they' re supposed to stop their aspirin prior to
surgery and you're not sure that stopping the whole
conbination is the right thing to do. So, | understand
that part. That's pretty clear.

I"'ma little foggy on the dose thing, unless
you just don't believe people will do it, which m ght be
your explanation. This is going to be |abeled as if 40
mlligrams is the right dose, you can add t hem together.

So, you nust suspect that that will not, in fact, happen.

DR. BORER: Yes.
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DR TEMPLE: | assune that's the reason

DR BORER | think fromthe discussion that
we' ve had around the table during the day, that would be
t he presunption.

DR TEMPLE: Just let nme continue. The first
one, you mght think of ways to | abel around that, but
you' d be suspici ous about whether they'd work, | inagine.

This one, is this susceptible to appropriate
| abel ing injunctions, you know, be sure you get the right
dose, not everybody needs 40. O is that just not a
possi bility?

DR. BORER. W can ask everyone around the
table their opinion. M opinion is that the |abel really
won't mtigate that potential problem

St eve?

DR. NI SSEN: Bob, the evidence -- and agai n,
this is an area that | happen to be an expert in -- is that
nost patients end up on the dose of statin that they're
started on, that unfortunately, despite all of our efforts
to get people to titrate, they tend not to titrate. So, ny
concern is that to the extent that this will happen, the
i nconveni ence to the physician and the patient of having to
stop the conmbination, switch to a different statin and then
co-admi nister aspirin will be enough of an inpedi nent that

nore patients will not be titrated to goal than would be



