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PROCEEDI NGS

Call to Order and Openi ng Renarks

DR WOOD: |If everyone would take their

seats, we are alnost ready to begin. Well, let ne

begin by welcoming you all to this committee to

di scuss over-the-counter use of Mevacor. | am

going to begin by asking the comrittee to introduce

thensel ves, and | guess we will start on this side,

over here.

DR RYDER  Steven Ryder, from Pfizer

Research, and | amthe industry representative on

the Endocrine and Metabolic Advisory Comittee.

DR WOOLF: Paul Wol f, Crozer Chester
Medi cal Center.

DR. BENON TZ: | am Neal Benow tz,
University of California, San Francisco, internal
medi ci ne, clinical pharnmacol ogy and nedi cal
t oxi col ogy, and Nonprescription Drugs Advisory

Commi ttee.

DR. CAPRIO | am Sonia Caprio, from Yal e

Uni versity, pediatric endocrinol ogist.

DR BLASCHKE: Terry Bl aschke, clinical

file:/l/l[Tiffanie/c/storage/0113NONP.TXT (5 of 406) [1/26/2005 10:48:37 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

phar macol ogy, Stanford University, on the NDAC
DR. CARPENTER: Thomas Carpenter,
pedi atric endocrinology at Yale, and a nenber of
the Endocrine and Metabolic Advisory Comittee.
DR. FOLLMAN: Dean Fol |l man, head of the
statistics group at NTAID, and a nenber of the
Endocri ne and Metabolic Advisory Conmittee.
DR. DAVI DOFF: | am Frank Davi doff. |
an internist and Editor Emeritus of Annals of

I nternal Medi ci ne. | am on NDAC.

DR. PATTEN: | am Soni a Patten. | am an

anthropoligist on faculty at McAllister College in

St. Paul M nnesota, and | am a consuner

representative on NDAC.

DR MCCLUNG | am Mke MCung. | aman

endocrinol ogi st from Portl and, O egon, on the

Endocri ne and Metabolic Advisory Committee.

DR, CLYBURN. | amBen dyburn. | aman

internist at Medical University of South Carolina,

and | amon the Nonprescription Drugs advisory
Commi tt ee.

DR. MAKRI'S: Susan Makri s. | ama
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toxi cologi st with the Environnental Protection
Agency, O fice of Research and Devel opnent.

DR CLAPP: Leslie Oapp, pediatrician
from Buffal o, New York, a nmenmber of NDAC.

DR. SHADE: David Schade, University of
Mexi co Endocrine Division, and menber of the
Endocri ne and Metabolic Advisory Conmittee.

DR. TAYLOR: | am Robert Taylor. | ama
clinical pharmacol ogist and internist at Howard
Uni versity, Washington, and | am a nenber of the
Nonprescription Conmittee.

DR SCHAMBELAN: | am Morri s Schanbel an,

fromthe University of California in San Franci sco.

I am an endocri nol ogi st and a nmenber of the

Endocri ne and Metabolic Drug Committee.

DR. WOOD: Al astair Wwod, | ama clinical

phar macol ogi st from Vanderbilt.
LCDR SCHAREN: | am Hil da Scharen and |
the Executive Secretary for the Nonprescription

Drugs Advisory Commttee, with FDA.

DR TINETTI: | am Mary Tinetti, fromYale

University, Internal Medicine and Geriatrics, and |
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am a Nonprescription Drugs Advisory Conmittee
memnber .

DR WATTS: Nel son Watts, endocri nol ogi st
at the University of Cincinnati, and nenber of the
Endocri ne and Metabolic Drugs Advisory Comittee.

DR NEILL: | amRichard Neill. | ama
fam |y physician on faculty at the University of
Pennsyl vani a.

DR. WERMAN. | am Maggi e W er man,
endocrinol ogi st, University of Colorado, and | am
on the Endocrine and Metabolic Drug Advisory
Commi tt ee.

MR SCHULTZ: | amJim Schultz and | am
just a patient representative.

DR. SNODGRASS: | am Wayne Snodgr ass,
clinical pharmacol ogy and nedi cal toxicol ogy and
pediatrics at the University of Texas Medical
Branch, on the NDAC conmittee.

DR PARKS: | am Mary Parks. | am Deputy
Director, Division of Metabolic and Endocri nol ogic
Drug Products, with the FDA

DR. MEYER | am Bob Meyer. | am Director
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of the Ofice of Drug Evaluation Il, at the FDA

DR. ROSEBRAUGH: Curt Rosebraugh, Deputy
Director, Division of Over-the-Counter Drug
Products.

DR. GANLEY: Charlie Ganley, | amthe
Director of Over-the-Counter Drug Products, FDA

DR. BULL: Good norning. Jonca Bull
Director of the Ofice of Drug Evaluation V in the
O fice of New Drugs.

Conflict of Interest Statemnent

LCDR SCHAREN: | amgoing to read the
conflict of interest statenent. The follow ng
announcenent addresses the issue of conflict of
interest and is made a part of the record to
precl ude even the appearance of such at this
meet i ng

Based on the submitted agenda and all
financial interests reported by the committee
participants, it has been determ ned that all
interests in firms regulated by the Center for Drug
Eval uati on and Research present no potential for an

appearance of a conflict of interest with the
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foll owi ng excepti ons:

I n accordance with 18 USC 208(b) (3), ful
wai vers have been granted to the foll ow ng
participants. Please note that the follow ng
consul ting and speaking activities waived are
unrel ated to Mevacor and its conpeting products:
Dr. Mchael MO ung for consulting for the sponsor
and a conpetitor for which he receives |ess than
$10, 001 per year per firm Dr. Mrris Schanbel an
for consulting with a conpetitor for which he
recei ves | ess than $10,001 per year; Dr. Paul Wolf
for consulting with a conpetitor for which he
receives |less than $10,001 per year; Dr. Margaret
Werman for being a nmenber of the sponsor's and a
conpetitor's speaker's bureau for which she
recei ves between $10, 001 and $50, 000 per year from
the sponsor and | ess than $10, 001 per year fromthe
conpetitor; Dr. Nelson Watts for being an advisory
board nmenber for two conpetitors for which he
recei ves | ess than $10,001 per year per firm Dr.
Neal Benowitz for consulting with a conpetitor for

whi ch he receives | ess than $10, 001 per year and
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his spouse's stock in the sponsor which is sponsor
whi ch is between $5,001 and $25, 000 per year.

A copy of the waiver statenents may be
obtai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parklawn Buil di ng.

W would also like to note the Dr. Steven
Ryder is participating in this neeting as a
non-voting industry representative acting on behal f
of regulated industry. Hs function at this
meeting is to represent industry interest in
general and not any one particul ar conpany. Dr.
Ryder is enployed by Pfizer

In the event that the discussions involve
any other products or firns not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask, in the interest of fairness, that they address

any current or previous financial involvenment with
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any firm whose products they may w sh to conment
upon. Thank you

DR. WOOD: In case any of you missed it,
this is obviously an unusual neeting and | wanted
to begin with summarizi ng some of the issues here.

We are usually asked on NDAC to consider
the approval of over-the-counter products for the
treatment of synptons or diseases in patients where
i ndi vidual patients can identify their synptomatic
probl em and sel f-nedicate to treat that problem
Now, in such a setting the patient can expect that
they will derive benefit, usually synptonmatic
relief, fromthe product that shoul d be obvious to
the patient. Thus, the benefit to an individua
pati ent should be clear, and the individua
ri sk-benefit can be assessed both by this advisory
committee and, most inportantly, by the patient.
So, they can ask the question how bad is ny runny
nose, or how bad is ny headache, and does it
justify the risks that are outlined on the package?
The patient can also usually answer the question

did this nmedicine help, after they have taken it
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for some tine.

The use of statins OICis different.
justified faith in their efficacy and their
favorabl e risk-benefit profile is based on
popul ati on data show ng that popul ati ons who
recei ved these drugs and |owered their LDL do
better than simlar patients who do not. But
i ndi vi dual patients cannot fully assess their
| evel s of cardiovascul ar risk because is not a

synptom it is a statistical probability.

Additionally, they cannot fully answer the question

did this nedicine help that we tal ked about earlier

since they are practicing preventive nedici ne.
Thus, in contrast to our usual nodel,

neither we nor the patient will ever know the

i ndi vi dual patient who benefits froma statin,

that statin admnistered to them OTC or by

prescription. But, of course, we always know the

i ndi vidual patient who suffers an adverse event.

In other words, this represents a new nodel for
drug use, nanely, seeking group benefit while

trying to assess and, of course, minimze
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i ndi vi dual ri sk.

Now, | think understanding that dynam c
shoul d be the overriding issue in our
deliberations. It should informand direct our
di scussi ons on the decision about the OIC
indications and it was used by the agency in
devel opi ng the questions that we will attenpt to
answer | ater.

These questions are designed to force us
to discussion and to force us to cone to sone
concl usi on on whet her the benefits of OTC
| ovastatin to the group outweigh the risk to the
i ndi vi dual ; whet her individuals can identify
thensel ves as appropriate for therapy; and, very
importantly, conversely, whether we think that
i ndividuals at particular risks can be identified
and excluded from therapy; whether the method of
use, including all the self-screening and ot her
techni ques that we will hear exhaustively, | am
sure, about later are appropriate; and, finally,
whet her there are additional neasures that we think

are required to maxim ze the benefit and nminimze
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the risk to patients fromthis product.

So, these are unusual issues for us to
debat e on NDAC where we usually address synptonatic
treatnments, and that is why | wanted to try and set
the stage before we start.

Let's get right to the presentations.
Charlie, do you want to start?

Wl cone and Comment s

DR GANLEY: Before starting, | just
wanted to thank the nmenbers of both advisory
committees and the invited consultants for taking
time out of busy schedules to participate in this
two- day neeti ng.

I would also like to acknow edge the
efforts of the review staffs and project nmanagenent
staffs of both the Endocrine and OTC Division for
reviewing the information in a relatively short
time and hel ping to put together this advisory
committee. As always, we greatly appreciate the
efforts of the advisory and consultant staff who
make all the arrangenents to conduct these

meetings. | would also like to acknow edge the
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efforts of the sponsor to respond to our questions
in the review process in a very timely manner.

[Slide]

I don't think | can be as el oquent as
Al astair in sort of laying out the issue here, but
this is, indeed, a new nodel for an OTC drug. It
is designed to treat an asynptonmatic di sease, which
is not typical for OTC drugs. It requires
|l ong-termconpliance to obtain a benefit. It
requires laboratory nonitoring for the individua
to assess whether they have had a treatnent effect
and then sone benefit fromtherapy. But it also
requires a highly notivated individual to decide to
use the product in the first place according to the
product |abel for a |long period of tine.

[Slide]

Now, when | think what are the hurdles for
a drug conming to the OTC market, | usually divide
theminto two things: what are the issues rel ated
to the drug and what are the issues related to the
di sease? Let ne just touch on the drug-rel ated
hurdl es for OTC narketi ng.

The first is really that we have to make
some determ nation of the assessment of the

relative safety of the drug. What we nean by that
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usually is what are the events that we are
concerned about. Alnpst all drugs in the OIC

mar ket can be associated with serious adverse

out cones and generally we nmake efforts to try to
m nimze those; how often is this likely to occur,
and are there neasures that can be taken to help
decrease this occurrence.

For the drug under review for today, there
have been serious adverse events associated with
therapy, particularly the possibility of serious
muscle injury. There are sone questions regarding
what the risk is for liver injury. There also are
popul ations that may be at increased risk for this,
and can those individuals identify that they may be
at increased risk and nake a deci sion whether they
want to use the product? Included in that are
questions regardi ng underlying |liver disease or
i ndi vi dual s who have asynptomatic, undi agnosed

underlying liver disease. Pregnancy or use by
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worren of chil dbearing potential is an issue, and
al so potential for drug interactions which could
lead to a possibility of increased risk for serious
muscl e injury.

[Slide]

Now, the disease-related hurdles for OIC
marketing are that there are nmultiple steps for a
consunme to assess their eligibility for
self-selection to use the product. It requires
sonme nonitoring and know edge of their chol estero
levels. After initiating therapy, is there sone
change in risk, such as the addition of a new
medi cation, that may necessitate the individual to
make a decision that they should stop the drug or
talk to a physician? Most inportantly | think,
i ndi vidual s need to understand, if they are going
to use this drug, that they really need to take it
for long periods of time to derive sone benefit.

[Slide]

You are going to hear a |ot today about
consuner behavi or studies. Menbers of the

nonprescription commttee, or many of them-we have
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sonme new nenbers today--are quite familiar with
some of the term nology. W are going to make
every effort, and | think Merck will probably make
simlar efforts, to try to describe these studies
and what we tried to obtain fromthem

The first type of study is a |labeling
conpr ehensi on study, and these are sinply studies
where we attenpt to understand whet her an
i ndi vi dual can conprehend the information on the
| abeling. W use the results to adjust the
| abeling prior to an actual use study or prior to
mar keting the product. The results fromthese
studi es are not always predictive about behavior in
that the consuner understands the |abeling but
their behavior will be different in areal-life
setting.

Wthin the | ast several years we had an
exanpl e of this where we were reviewi ng a drug that
was clearly associated with significant risk of
drowsi ness, and there was clear warning on the
| abel suggesting that they not drive. 1In the

| abel i ng conprehension study the individuals
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understood this with greater than 90 percent

compr ehensi on but in the actual use study a half to
three-quarters of the individuals drove anyway. |
think what we lose in there is that people stil
have their lives and they have to go to work, or
they have to pick up their children, and you don't

get around that by just |abeling a product all the

time.

The other type of study is an actual use
study. | amnot going to go into great detail. |
think you will hear nore about this in Merck's and

FDA's presentations. There are two terns you
shoul d know, one is self-selection. Self-selection
is an individual making a decision whether they are
going to use the product. De-selection is when an
i ndi vi dual has already nade a decision to use the
product and they have to deci de whet her they need
to stop based on a lack of efficacy or the
potential for an adverse event.

[Slide]

The results of consuner behavi or

studi es--based on literacy and education we really
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cannot expect 100 percent success for all the

obj ectives, and we do devel op sone hierarchy of
priority in determ ning what are the npbst inportant
things that we are trying to get across. Al of us
here will have different thresholds for tolerating
behavi or errors. Laura Shay, in this afternoon's
talk, will gointo that alittle bit. It is really
dependent on the health consequence of the error.
For exanple, in the case of Mevacor or any other
statin, if an individual devel ops nuscl e tenderness
or pain in the muscles we would |like themto stop
If they don't stop they risk potential for serious
injury. |In those situations, we would expect
consunmers to really understand that concept.

The other question with these types of
studies is that they are not perfect studies. They
are done in settings that are not totally
consistent with how the OTC market works. So,
sonetines it is difficult to extrapol ate these data
to an OTIC popul ati on.

[ Slide]

The other thing | want to point out is
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that you are going to hear a |ot of different
anal yses today. The FDA discussion is going to
focus on the "according to | abel criteria" and
Merck will cover that in addition to multiple other
anal yses which | have listed here today. During
the presentations | think it is very inportant for
the coomittee to understand what analysis is being
di scussed and what the definition of that analysis
is. As far as the coimmittee is concerned, we don't
expect you to renmenber all these acronyns but we
are going to give you a quiz first thing tonorrow
nmorning to see if you do renenber them

[Slide]

Who is this product directed to? Wen you
think about this going into the OIC market the
obvi ous answer is it is the people with the
criteria on the proposed Mevacor |abel, but who nmay
actually use this? It could be any person who fits
the NCEP guidelines for treatnent. It could be
simply people who have an interest in their health
and in | owering chol esterol, fol ks who may eat

cereal because of the potential to decrease your
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chol esterol for exanple, or it could be the United
St at es popul ation

[Slide]

O her rel evant information--OTC drug
advertising is regulated by the FTC, not by FDA
This is inportant because advertising will |ead
consumers to look into using this product. During
the course of the actual use study, when the study
was advertised, there was sone direction given to
consuners that they could call an 800 nunber and
they shoul d know their chol esterol. But you can
i magi ne, through advertising wthout sone specific
details as to what you need to know or what the
risk may be, that you could include a nuch | arger
popul ati on.

The other issue is the econonic
inmplications of a switch. When considering a drug
for switch, FDA does not take econonic
consi derations into account during the decision
process. This doesn't just apply to OIC drugs; it
is also applicable to prescription drugs. So, the

cost of the drug is not an issue and insurance

file:/l/l[Tiffanie/c/storage/0113NONP.TXT (23 of 406) [1/26/2005 10:48:37 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

coverage i s not an issue.

So, with those remarks, | think | wll
send it over to Dr. Parks who is going to give
anot her introduction and give sone past history and
addi tional comments. Thanks.

I ntroduction, Regulatory History and

Overvi ew of Current Proposed OTC Program

DR. PARKS: Good norning, Dr. Wod,
menbers of the advisory conmittee

[Slide]

I will be presenting the regulatory
history of Rx to OTC switch for |ipid-lowering
drugs. M presentation will also provide you an
overvi ew of previously submtted applications for
nonprescription lipid-lowering drugs, including the
initial Mevacor over-the-counter proposal and its
deficiencies. | will provide an overview of the
current Mevacor application and, finally, | wll
present to you areas for consideration on this
current program

[Slide]

The first lipid-lowering drug proposed for
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nonprescription use was a bile acid sequestrant.
It was thought to be an ideal candidate for
nonprescription use, at least froma safety
perspective. There were two advisory comittee
meetings held on this application and the advisory
conmmi ttee nenbers concluded ot herwi se

As a result of the second 1997 advi sory
committee meeting, the FDA issued a guidance to
i ndustry on the over-the-counter treatnent of
hyperchol esterol enia. That docunent concluded the
foll owi ng: that hyperchol esterolema is a chronic,
asynptomati c condition requiring accurate diagnosis
and testing and, therefore, this condition should
remai n under the directed care of a healthcare
professional. 1In short, a recomendati on was nade
that drug treatnments for such a condition not be
sol d over-the-counter.

[ Slide]

In 1999 FDA received two applications
proposi ng the nonprescription use of a | ow dose of
two statins. Those statins were |ovastatin and

pravastatin, and their applications were presented
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at two separate advisory conmmttee neetings in
July, 2000.

[Slide]

The nedi cal OTC program back then proposed

the | owest dose of Mevacor for non prescription

use. This dose was 10 ng. The patient popul ation

targeted included nmen over the age of 40 and
post nenopausal wonen. Patients could not have a

hi story of cardi ovascul ar di sease, di abetes or

significant hypertension, and they should not be on

prescription lipid-lowering thera[y. The tota
chol esterol targeted was 200-240 and LDL
chol esterol of 130 or greater

[Slide]

The advi sory conmittee nenbers raised

several issues in this application. For efficacy,

it was noted that the sponsor did not incorporate

current treatnent guidelines. |In particular, no
treatnment goals were defined for the consuner.
addition, clinical benefit could not be

extrapol ated fromclinical outcones data for the

proposed dose of 10 ng and for the target
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popul ation. Finally, consumer conprehension was
poor in this program underscoring the conplexities
of treating hyperchol esterolema in the
nonprescription setting.

[ Slide]

The safety concerns raised at that
advi sory conmittee neeting were not necessarily
uni que to lovastatin but are actually found for
other drugs in this class. For nuscle, all statins
have been associated with rare cases of
rhabdonyol ysis. Lovastatin is netabolized by
cytochronme P450 3A4 isoenzyne. This is the enzyne
i nvol ved in netabolismof multiple drugs.
Consequently, they were concerned that
co-admnistration with potent 3A4 inhibitors m ght
i ncrease the risk of myopathy.

For hepatic concerns, all statins have
been associated with increases in hepatic enzyne
| evel s al though these | aboratory abnornalities
rarely result in serious clinical sequel ae.
However, all statin |abels recommend baseline |iver

testing and for sone testing is recomended
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periodically after initiation of therapy. The

sponsor had to address how an over-the-counter

product could be marketed when the prescription
| abel for that product had reconmendations for

routi ne bi ochem cal safety nonitoring.

Anot her issue raised was that clinica
studies for statins excluded patients with
underlying liver abnormalities, either clinically
di agnosed or chemically diagnosed. Consequently,
the safety of statins in patients with undi agnosed
liver disease had not been addressed.

Finally, all statins are |abeled as
preghancy category X drugs. This nmeans that the
drug is contraindicated for use during pregnancy.

[ Slide]

Since the July, 2000 advisory committee
meeting, several inportant events relevant to a
statin over-the-counter programnerit discussion
The first is that the 1997 gui dance to industry was
withdrawn in the year 2001 as it was apparent
during the 2000 advisory conmittee neeting that

there was potential public interest in making
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avai l abl e safe and effective therapies for the
managenent of hyperchol esterolema in a
nonprescription setting.

Second, and very nuch an integral part of
the Mevacor over-the-counter program was the 2001
publication of the National Chol esterol Education
Program ATP |11 treatnent guidelines
Recommendati ons made by the NCEP have established
the clinical practice guidelines for nanagi ng
dysli pi demi a over the past two decades. These
recent guidelines establish new risk categories,
new goal s of therapy, and were subsequently updated
in July, 2004 to reconmmend even |ower LDL treatnent
goals in patients with very high risk for a
cardi ovascul ar event.

[Slide]

A detailed discussion of the ATP 11
gui delines is beyond the scope of today's
presentation, but the publication of these
gui del i nes has been provided to all menbers of the
advi sory committee in the background packages.

Rel evant to this neeting is that the ATP
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I'l'l guidelines establish newrisk categories for
the treatment of dyslipidem a. These risk
categories identify the LDL chol esterol for which
drug therapy should be initiated. It identifies
the LDL chol esterol goal for which drug therapy
should be targeting. There are essentially three
cat egori es.

The first includes patients who have
establ i shed coronary heart disease or CHD ri sk
equi val ents. These are patients who have di abetes,
peri pheral arterial disease or clinica
mani f estati on of atherosclerosis. These patients
are at high risk for cardiovascul ar events. Their
10-year risk of having a cardiovascul ar event
exceeds 20 percent.

The second category includes patients who
have two or nore risk factors for heart disease
The NCEP definition for risk factors includes an
HDL that is less than 40, tobacco snoking,
hypertension, a famly history of early coronary
di sease and age according to gender. This category

of two or nore risk factors is consi dered
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intermediate risk for heart disease.

The third category are the | ow risk
category patients. These are patients who have no
or only one risk factor for heart disease.

VWil e the next two days we will enphasize
drug therapy for hyperchol esterolema, it should be
noted that the ATP Il guidelines are
recomendat i ons on a background of lifestyle
changes. The inportance of diet, exercise and
lifestyle nodification cannot be enphasi zed enough
in the nmanagenment of coronary heart disease.

[ Slide]

In the current programto be discussed
today the sponsor has proposed Mevacor
nonprescription therapy to the foll owi ng patient
popul ation, a primary prevention population wth
| ess than or equal to 20 percent 10-year risk of
coronary-heart di sease w thout underlying chronic
conditions that would conplicate consuner
sel f-managenent. The product | abel proposes a
consuner select a product according to the

followi ng: Males 45 years or older; females 55
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years or older. The age cutoff for wonmen is
i ntended to exclude all wonen of chil dbearing
potential in order to avoid inadvertent exposure in
pregnancy. The LDL chol esterol should be between
130 and 170, and consumers shoul d have at | east one
of the follow ng, snoking, HDL of |ess than 40,
famly history of early coronary disease and
hypert ensi on.

The intent of this particular product
label is that if a consumer can actually
sel f-sel ect appropriately on the first criterion,
that is, age according to gender, they
automatically have one risk factor for
coronary-artery disease. |If they then can
sel f-sel ect appropriately on the third criterion,
that is, having at |east one of the follow ng, they
will automatically have two or nore risk factors
for coronary heart disease. So, the sumary here
is that the target population is actually the two
or nmore risk category that | described in an
earlier slide based on the NCEP guideli nes.

The proposed dose for a nonprescription
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prescription |lovastatin is a fixed daily dose of 20
mg. There is no recomendation to titrate up or
down to neet treatnent goals.

[Slide]

The treatnent goal defined in this
popul ation is an LDL less of 130, and this is in
accordance with the NCEP gui delines. The NCEP does
define secondary goals for therapy, for exanple, if
a patient has hypertriglyeceridem a then non-HDL
m ght be a second goal of therapy. This was not
incorporated into the program however, it was
recogni zed that patients would need to actually
have fasting lipid profiles to followthis, and it
is also very conplicated for consumers to
under st and secondary goal s of therapy.

In order for consuners to actually follow
current treatnment guidelines, this proposa
requires that they know the foll ow ng things
Consuners need to know their baseline cholestero
val ues, and they need to know their chol estero
val ues while they remain on therapy. Consuners

al so need to know their baseline risk and changes
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in health status that might alter the risk-benefit
ratio of continuing |ovastatin 20 nyg.

[Slide]

You will hear fromthe sponsor monmentarily
how their clinical program addresses the
deficiencies noted in the July, 2000 advisory
conmittee neeting. For efficacy, the sponsor has
summari zed the LDL-lowering results of two
previously submitted clinical studies, EXCEL and
AFCAPS. They al so sunmari zed LDL-lowering results
fromthe actual use study submtted specifically
for this NDA. Based on these results, one can
expect on average a 24 percent reduction in LDL
chol esterol with the lovastatin 20 ng dose.

The clinical benefits of |ovastatin 20 ng
were extrapol ated fromthe AFCAPS study. This was
a 5-year placebo-controlled outcome study
eval uating lovastatin 20-40 ng daily, and the
primary endpoi nt was a conposite of unstable
angi na, nonfatal M and coronary-heart disease
deat h.

[Slide]

For safety, the sponsor approached these
i ssues by re-evaluating the EXCEL and AFCAPS

dat abase. These two studies provided | ovastatin
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exposure data fromclose to 10,000 patients. The
sponsor al so eval uated their gl obal post-marketing
saf ety database frommarketing until present. This
is approximately 17 years worth of marketing,
provi ding approximtely 27 mllion patient-years of
exposure. Although not on this slide, the sponsor
has also reviewed clinical trial safety data for a
simlar statin, sinvastatin.

[ Slide]

The concl usi ons from these databases, at
| east for nuscle and liver safety concerns, are the
following: The risk of nyopathy and rhabdomyol ysis
is extremely low, that the 20 ng dose, if |abeled
adequat el y and understood by the consuner, is an
acceptabl e dose for over-the-counter use. There is
little to no hepatic risk in patients with nornmal
hepati c function

The safety of lovastatin in patients with

asynptomatic liver disease, including vira
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hepatitis, was not addressed in well-designed
prospective studies. However, the sponsor has
submitted an abstract of a study in approxi nately
40 patients and a retrospective study using
| ovastatin and other statins in patients with
baseline elevations in liver enzynes. The results
of these studies and the rationale fromthe sponsor
as to why these data are sufficient to remove any
recomendation for liver nonitoring in a
nonprescription setting will be presented by the
sponsor.

G ven the small nunber of patients
eval uated in one study, the retrospective nature of
the other and the exclusion of patients with
certain liver diseases in that study, the FDA finds
these data problematic and difficult to concl ude
that patients with any formof asynptomatic liver
di sease can initiate lovastatin wi thout periodic
moni toring, at |east based on these data subnitted.

[ Slide]

Wth respect to pregnancy safety issues,

preclinical studies were conducted and revi ewed
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under the prescription NDA. You will hear fromDr.
Karen Davi s-Bruno the FDA' s concl usi on on
preclinical studies submtted to that NDA. This
product will retain its category X | abeling based
on the following: First, the FDA's interpretation
of these data and, second, based on agreenment or an
under st andi ng between the FDA and the sponsor that
the risk of continuing therapy with |lovastatin
during pregnancy outwei ghs any benefit and the drug
shoul d, therefore, remain contraindi cated for use
during pregnancy.

A greater concern is the use of lovastatin
in wonmen of chil dbearing potential who may
subsequently becone pregnant while on therapy. Dr.
Davi s-Bruno's presentation is to provide the
advi sory conmittee nenbers with background
informati on to assess whether the risk of
i nadvertent exposure during the first trinester of
pregnhancy has been adequately addressed. This is
particularly relevant as you hear the results of
the actual use study presented by Dr. Daiva Shetty

and the ability of wonen of chil dbearing potenti al
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to nake appropriate decisions on the purchase and
use of this product.

[ Slide]

Over the course of the day and a half, we
ask that you give consideration to the foll ow ng:
A critical outcone study of nonprescription
| ovastatin use is not practical, and an anal ysis of
AFCAPS/ TexCAPS does represent the best avail able
data to date for some estimate of clinical benefit
associ ated with over-the-counter |ovastatin 20 ny.

However, several caveats of extrapolating
fromthis database nust be kept in mnd. The first
is that this was a post hoc analysis and that sone
of the conparisons no | onger maintain the
conpari son of random zed treatnent groups. None of
the subgroups el ected by the sponsor fully reflect
the over-the-counter popul ation as AFCAPS i ncl uded
patients who were titrated to 40 ng and were al so
treated to a | ower LDL chol esterol goal. Finally,
| ong-term benefit observed with AFCAPS assunes
adherence to therapy in the over-the-counter
setting.

We nust al so renmenber that over tinme
changes in individuals' health status nay occur

These changes nmay result in a change in the risk
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classification for a patient such that nore
aggressive therapy is needed than what |ovastatin
20 ng m ght achi eve.

[Slide]

Many of the safety issues will be
addressed primarily through | abeling, and the
ef fectiveness of this approach is evaluated in one
si x-nmonth actual use study. Similar to the
ef ficacy concerns, the inpact of changes in health
status and the use of interacting drugs on the
safety of |ovastatin over-the-counter nust be
considered, particularly in the long term This
concl udes ny presentation. Thank you

DR. WOOD: Thank you very nuch. Let's
nmove straight on to Dr. Hemmal | 's presentation from
t he sponsor.

Sponsor Presentation
I ntroduction

DR. HEMMLL: Advisory comittee nenbers,
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guests, FDA staff, | amEd Hemnal |, representing
Merck Research Labs and Johnson & Johnson- Merck
Consumer Pharmaceuti cal s.

[Slide]

Today we will be discussing our new drug
application for nonprescription |ovastatin at a
dose of 20 ng a day, with the proposed trade nane
of Mevacor Daily, however, throughout today's
di scussions and in your witten background it is
referred to as Mevacor OTC. The indication we are
proposing for the OIC label is to help | ower LDL
"bad" chol esterol, which may prevent a first heart
attack.

[Slide]

As Drs. Ganley and Wod have noted, the
concept of an OTC |ipid-lowering drug and the
acconpanyi ng sel f-managenent systemthat we propose
represents an unparalleled challenge to the
consumer in the OTC world. But it also represents
an unparalleled opportunity to have an inpact on an
i mportant public health problemin the United
St at es.

Your predecessors on these comittees
reviewed an earlier version of this proposal, as

descri bed by Dr. Parks, for the 10 nmg dose, in
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2000, and they concluded that the benefit of the 10
mg dose was not sufficiently established with
regard to cardi ovascul ar risk reduction and,

al though the safety in an OTC setting was generally
accepted, there remai ned many questions, which Dr.
Par ks has noted and which we are prepared to

addr ess today.

Finally, the ability of the consuner to
appropriately sel f-di agnose and use the product
required further investigation and that is the
cornerstone of our subm ssion to be discussed
today, the CUSTOM st udy.

So, as noted, a few weeks after the |ast
meeting in 2000, in part notivated by those
di scussions, FDA did |lift the negative guidance
whi ch di scouraged devel opnent of
chol esterol -1 owering drugs for over-the-counter use
and this opened the door for a series of

constructive interacti ons between FDA and J&J- Merck
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for approving the OIC | abeling approach and the

designs and the objectives of additional consuner
research studies, which we have done, and we are

very appreciative of the gui dance we have received

[Slide]

Since that time, our devel opnent team has
conduct ed extensive research to establish and test

an i nproved approach to OTC chol esterol nmanagenent.

We have had i nput fromthe Food and Drug

Admi ni stration and outside acadenic experts in the

field of Iipid managenent and primary prevention of

cardi ovascul ar di sease. W have increased the

proposed dose to 20 ng and instituted a treatnent

to the LDL chol esterol goal approach for our
primary prevention target population that is

consistent with the nbost current clinica

gui del i nes established by the National Chol estero

Educati on Program

We conducted a sophisticated actual use

study, called CUSTOM in which over 3000 consuners

eval uated this OIC option in a naturalistic OTC

setting, and over 1000 consuners elected to
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purchase and use the product for up to 6 nonths.
Al this was part of a conprehensive consuner
education and support programwhich we will review
wi th you today.

[ Slide]

The overridi ng question which you have
been asked to contenplate today is can an OIC
option enabl e consuners to have a greater role in
the prevention of cardi ovascul ar di sease? |n order
to address the question we will exanine the OTC
target population and the labeling eligibility
criteria which all ow approxi mati on of that
popul ation. We will |ook at the role of the
Mevacor sel f - managenment system and, inportantly,
the role of the healthcare professional in
directing and encouragi ng achi evenent of
chol esterol goals and heart-heal thy behaviors
through a coll aborative care approach. Also, the
ability of consunmers to act in general accordance
with the Iabel. The criteria that are on the |abel
are intended to maxi m ze both benefit and safety in

the OTC environnent. And, we will |ook at the
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overal |l benefit-risk relationship for the
i ndi vidual and, nore inportantly, for the
popul ati on at | arge.

[Slide]

Qur presentation today will be that
following ny brief remarks Dr. Richard Pasternak
will discuss the rationale for OTC availability of
a statin drug in this target population and he wll
i nclude an overview of efficacy and safety of
| ovastatin. Then, Jerry Hansen will provide sone
i nsights generated from our extensive consumer
research and the devel opnent of the OIC
sel f - managenent system which is on display over
there and | invite nenbers of the committee, during
the breaks, to take a look at it and al so sone of
these exact same materials are in your briefing
docunents. After Jerry, we will have Bob Ti pping
who will review the results of our actual use
studies, with principal focus on the CUSTOM st udy
which tested the key el enents of the
sel f-managenent system Finally, Dr. Jerry Cohen

will conplete our presentation with the perspective

file:/l/l[Tiffanie/c/storage/0113NONP.TXT (44 of 406) [1/26/2005 10:48:37 AM]

44



file:////ITiffanie/c/storage/0113NONP.TXT

of a preventive cardiologist, and the potenti al
public health inpact of increased access to a

statin in a consuner-friendly |ipid managenent
system

[ Slide]

The followi ng slides outline our
consul tants whom we have here with us, with
expertise in several topics, who are here today to
provi de additional perspective on sone of the
questions which may arise during your deliberations
over the next two days. Rather than read through
the entire list of nanes, we have provided a
complete list of these experts, in handouts printed
on yel | ow paper, at your seats.

So, that concludes ny introduction. |
woul d now like to introduce Dr. Richard Pasternak.
Dr. Pasternak is a former nenmber of the National
Chol esterol Education Program gui del i nes panel and
co-aut hor of several associated publications, and
we are really proud to have himnow as part of our
Merck clinical research team He will reviewthe
rational e behind over-the-counter Mevacor.

Rati onal e for OIC Lovastatin

DR PASTERNAK: Thanks, Ed.

[Slide]
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Good norning, |adies and gentlenen,
menbers of both panels, the FDA and guests. | am
Ri chard Pasternak. Prior to joining Merck this
past Septenber, | spent 22 years at Harvard Medica
School in cardiol ogy and preventive cardi ol ogy and
that provided me with the kind of opportunities and
privileges to participate in sone of the activities
that Ed Hemwal I just nentioned.

[SIide]

G ven ny own strong and | ong-term i nterest
in preventing heart disease, | amdelighted to be
here today to share with you the rationale for
consumer access to an over-the-counter statin
option. | believe that Mevacor OTC can further our
current efforts in cardi ovascul ar treatnent through
i nproved col | aborati on between heal t hcare
prof essional s and the consumer, resulting in a
potentially significant expansion of prevention of

heart disease in America. | recognize that this
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is, as Dr. Wod pointed out in his opening renarks,
a very novel pathway that is being proposed and
that there a nunber of inportant and very tricky
i ssues to consider in the next two days. But, by
the end, | hope that when you | ook at the strength
and wei ght of the evidence you will agree that the
benefit and risk arithmetic strongly favors an
option for consumers to have access to OIC Mevacor.

The rationale | plan to review today is
conpel ling and straightforward. It begins with the
problem the enormty of the current cardiovascul ar
public health burden in the United States today in
whi ch huge treatnent gaps continue to exist. Next,
I will outline the proposed Mevacor OTC target
popul ation and the well-known product efficacy and
safety information of |ovastatin 20 ng. Finally,
wi || conclude by discussing the potential for
Mevacor OTC to actually inmprove public
cardi ovascul ar health, both directly and
indirectly, through increased consumer awareness
action.

[Slide]

The problemis clear and known to everyone
in this room Cardiovascul ar di sease is the nunber

one cause of death and disability in the United
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States today. |If something is not done it wll

continue to be our greatest health problem The

annual nunber of coronary heart disease events is

over a mllion per year, with an acconpanying
enor npus econom ¢ i npact.

As shown in the graph at the bottom of

this slide, with our aging popul ation our situation

is only going to continue to worsen. In fact, with

our current systemit is projected that over the
next 50 years the incidence of coronary heart
di sease will double to nearly 30 nmillion

[Slide]

It is well-known that reducing chol estero

is one of the nost inportant actions that we can

undertake to reduce the risk of heart di sease, and

I could have chosen a nunber of different figures

to illustrate this but I have taken this figure

fromour ATP Il update which depicts a log |inear

rel ati onship between LDL chol esterol and the
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relative risk of coronary heart disease. There is
a well -known and wel | -accepted rel ati onshi p between
| owering LDL and risk reduction, such that for each
one nmilligrandeciliter change in LDL chol estero
there is roughly a one percent change in risk. New
information now also tells that the | ower the LDL
chol esterol, the lower the relative risk even down
to levels bel ow 70 ng/dL.

[ Slide]

So, are we nmeking progress in battling
this disease? Wll, despite our know edge of the
i mportance of chol esterol reduction, we have not
been very successful at the population level. In
fact, over 15 years of advances in treatnent
strategi es and gui delines we have produced really
mnimal, if any, novenent in the average total
chol esterol in the United States popul ation. CQur
national public health goals, as outlined in
Heal t hy Peopl e 2000, have not even net a relatively
modest goal. And, current data suggests that the
relatively unanbitious goal for Healthy People 2010
is also in jeopardy.

[ Slide]

Way? Well, there are many reasons for

this problem One of the major reasons is that
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there are mini mum nunmber of individuals actually
being treated with chol esterol -1 oweri ng therapy.

In 2000, the NHANES data showed us that while we
were doing a pretty good job of getting individuals
tested for their cholesterol, in fact less than a
third to a fifth of people with el evated

chol esterol levels were actually treated, and here
I don't nean treatnent with drug therapy only; this
is treatnent with either diet or drug therapy.

This isn't due to lack of available therapy or
insufficiently aggressive guidelines.

[Slide]

In fact, our guidelines recormend that a
great nunber of individuals should, in fact, be
treated. This figure shows estimates of the nunber
of Americans recommended for treatnent by the ATP
Il guidelines. Roughly 25 million people are at
hi gh risk or already have heart di sease and are in

need of secondary prevention therapy. There are
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al so roughly 11-18 nmillion individuals at noderate
risk in need of primary prevention

[Slide]

Today, |ess than half the people who
adverse event in the high risk group are actually
being treated, representing a major gap. More
i mportantly however for our discussions here, an
even snall er nunmber of people who are at noderate
risk are actually being treated, with an esti nated
60- 70 percent treatnment gap

[Slide]

Most of the focus of prescription therapy
has been, and this is appropriate, for the
secondary prevention group. W certainly propose
that that continues. So, what we do propose today
is for you to consider the addition of an OTC
statin option to help increase appropriate
treatnment in the noderate risk primary prevention
group, a group, according to the ATP I
gui delines, in need of nmore and specific attention

[Slide]

Now t hat we understand the problem and
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have identified a group in which an OTC option

m ght play a positive role, it is inmportant to
clearly define a target population that is, one,
consistent with the NCEP guidelines and that, two,
can benefit from over-the-counter statin use.

[Slide]

You have already heard a brief outline of
this fromDr. Parks and time doesn't pernmit me to
go through ATP Il guidelines in detail. You do
have this in your background package. But for
those of you not fanmiliar with the format of the
ATP guideline, let ne take a nonent to wal k through
the | ayout.

The horizontal rows here are organi zed
around four designated risk groups. |In fact, the
nmoderate risk group that Dr. Parks referred to is
really divided into two. Each colum then lists
the specific LDL goal; the level of LDL at which
therapeutic lifestyle change is recomended for
initiation; and the | evel at which drug therapy
shoul d be considered for initiation in each of the
four risk groups.

In keeping with the guidelines, we are
proposing the primary target of OTC should be those

at noderately high risk, with two risk factors and
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a 10-20 percent 1-year Framinghamrisk with LDL
| evel s greater than 130, thus, qualifying for drug
t her apy.

In addition, however, we believe it is
appropriate to consider OTC treatnment for the group
|isted as noderate here. In fact, when we on the
NCEP panel recognized the benefit of this group,
the cutoff level for consideration for drug therapy
was driven, in large part, by pharnmacoeconon c
consi derations. Throughout our presentations today
we will refer to the proposed OIC target
collectively as the noderate risk popul ation

[Slide]

It is inmportant to understand how this is
actual |y approached in an OIC | abel. 1In
consultation with the FDA, we considered and found
it inpractical to have consuners actually cal cul ate
their Fram ngham 10-year coronary heart di sease

ri sk score, sonething, unfortunately, nost doctors
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don't even do. Therefore, our OIC | abel approach
utilizes a surrogate for the Fram ngham

cal culation. The OIC | abel includes people with
el evated LDL chol esterol above 130 who have two
risk factors, such as age or famly history, and
al so includes the NCEP treatnment goal of LDL |ess
t han 130.

It is inportant to point out that the
proposed OTC | abel directs treatment within the
context of a comprehensive chol esterol managenent
approach, not just drug therapy. Consumers are
encouraged to include |ifestyle changes such as
di et and exercise before and during use of the
product. The Mevacor OTC program al so includes a
conpr ehensi ve sel f-nmanagenent systemto reinforce
these lifestyle changes. Mst inportantly, the OIC
system was designed not to be solely reliant on
self-care. At the center of the OIC system as you
will see, there is a collaborative care approach
taken that encourages heal t hcare professiona
i nteraction throughout.

[Slide]

The nost critical element of OIC
consideration is the proven efficacy and safety of

| ovastatin 20 ng. Statins as a class have a
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| ong- st andi ng and, as you have heard,

wel | - docunment ed history of efficacy and safety.
Literally hundreds of thousands of patients have
been studied in controlled clinical trials, and
hundreds of mllions of patient treatnent years
have been accunulated in the nore than 17 years
since these products have been on the narket.

[Slide]

The accepted efficacy and safety of this
class was sunmarized in a joint statenment issued on
behal f of the Anerican Coll ege of Cardi ol ogy,

Ameri can Heart Association and National Heart, Lung
and Blood Institute, in which | was privileged to
participate. | won't read the statenent in its
entirety but the key point is that statins, as a
class, have clearly proven benefit and are
extrenely safe, with a | ow frequency of adverse
events in conparison to the very | arge nunber of
patients receiving these drugs.

[Slide]

This slide illustrates the depth and
breadth of clinical trial experience with statins
across all risk groups fromthe very high secondary
prevention at the top of this pyram d where

individuals in the trial had an over 50 percent
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10-year risk of heart attack or cardiac death, down
to the bottomof the pyramd, the large primary
prevention base that was studied in the | andmark
AFCAPS/ TexCAPS trial, a trial which showed benefit
of lovastatin in a patient population all the way
down to roughly a 6 percent 10-year risk of M or
cardi ac death.

[Slide]

I nportantly, these studies showed that
regardl ess of the popul ation studied in conconitant
risk, there was a significant and sinilar magnitude
of relative risk reduction from25 to 50 percent in
all these studies.

[Slide]

Simlarly, other endpoint studies have

al so shown that significant relative risk reduction
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is al so achieved across different |evels of
baseline LDL, and | have applied some of the trial
data to the earlier slide that | used. In fact,
with the addition of data fromthe Heart Protection
Study, which was anal yzed after ATP 11l in 2001, we
see that relative risk reduction and, therefore,
treatment benefit occurs at LDL |evels below the
2001 ATP Il cutoffs for considering drug therapy.
HPS was, in fact, one of the trials that led to the
2004 updat e.

[Slide]

Turning to lovastatin specifically, there
is a well docunented benefit. There are two mmjor
mega-trials that include over 15,000 patients, as
you have heard. The EXCEL study was a 48-week
efficacy and safety study with up to 80 ng daily of
| ovastatin. The AFCAPS was a 5-year outcones trial
studying lovastatin 20-40 ng in a primary
prevention OTC-|ike population. At 20 ng LDL
reduction is in the range of 20-25 percent; HDL
i ncreases of 6 percent and concomitant total

chol esterol decreases were seen. Inportantly in
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the AFCAPS trial, a 37 percent reduction in a first
coronary event was seen in this noderate risk
popul ati on study.

[Slide]

Here the AFCAPS data is displayed with
respect to its primary endpoint in a relative risk
plot. The first line here represents the tota
AFCAPS cohort denonstrating the 37 percent risk
reduction that | just nmentioned. Although, as was
poi nted out by Dr. Parks, direct nmeasurement of a
benefit in an OTC target population is not
possible, we are able to at |east | ook at subsets
of AFCAPS that allow an estimati on or approxi mation
of how risk reduction in an OIC popul ati on ni ght
| ook.

[Slide]

This next group is such a subgroup. It is
a subset of the total cohort which achieved the OIC
goal of less than 130 ng/dL and, again, a simlar
degree of risk reduction is seen.

[Slide]

Seen here is the subset within AFCAPS in
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this post hoc analysis that strictly neets the
proposed OTC | abel eligibility criteria and
received only 20 ng of |ovastatin throughout the
five years. O course, the confidence intervals
are broader because the population is smaller. But
it seems clear that there is a simlar risk
reduction that is achieved with 20 ng of |ovastatin
in the OIC eligible population as in the entire
cohort. There are honbgeneous results across these
di fferent subgroups.

[ Slide]

G ven the proven efficacy of |ovastatin,
let's turn our attention to the critical discussion
of the safety of lovastatin. As the first approved
statin in 1987, |lovastatin does have extensive
i n-mar ket safety experience with, as has been
menti oned, 17 years of data for a total of nore
than 27 mllion patient treatnent years.

The clinical data to support safety again
i ncl udes AFCAPS and EXCEL with daily doses from
20-80 ng. You will see that there is a wi de safety

margin for lovastatin 20 ng with safety data up to
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40 ng conparabl e to pl acebo.

[ Slide]

Let's exami ne the potential concerns,
first looking at the liver. Lovastatinis
generally safe regarding the liver. W do
recogni ze that currently all statin | abels suggest
basel i ne and npbst suggest periodic LFT nonitoring.
Qur current know edge regarding liver safety,
however, has evolved. W know that asynptonmatic
noderate el evations of |iver enzynmes are seen with
all statins and, in fact, are seen with virtually
every lipid-lowering agent. The elevations are
dose and potency dependent. They are often
transi ent and resolve with continuing therapy.

I nportantly, there has been no denonstrated
associ ation or causality with permanent |iver
di sease with statins.

As you have seen in the background
package, we believe that liver enzyne testing is
not necessary and is, therefore, not being proposed
for the 20 ng dose in the OTC | abel - defi ned

popul ation. W are clearly prepared to address any
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questions fromthe commttee and have experts
available to respond to this inportant issue.

[ Slide]

Looking at the lovastatin clinical data,
this tabl e exam nes cases of consecutive ALT
el evations exceeding three tinmes the upper limt of
normal. As you can see, LFT abnornalities by this
definition with lovastatin 20 ng are exceedingly
rare in both the EXCEL and the AFCAPS trial, and at
20 ng not statistically significantly different
fromwhat was seen in the placebo groups.

[ Slide]

To anal yze the potential safety concerns
outside of the clinical trials environment in the
mar ket pl ace, we refer to Merck's worl dwi de adverse
experience system The WAES dat abase is conpri sed
of spontaneous reports of adverse events in a
post - marketing experience. It is voluntary
reporting system Reports are often inconplete and
dependent on the term nol ogy of the reporter and
are not by case definitions. It includes al

reports i ndependent of perceived causality. O
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course, because of the way the data is collected,
it can't provide incidence rates.

[ Slide]

Fromthis data set we can see that, as
expected, the number of WAES reports of acute liver
failure associated with lovastatin is very | ow
During the nore than 27 million patient treatmnent
years there have been only 25 reported cases of
acute liver failure and upon outside expert review
none of these cases could be clearly attributed to
| ovast ati n.

[ Slide]

Turning to nuscle safety, while nuscle
pai n synptonms do occur occasionally, actual nuscle
toxicity is extrenely rare with | ow dose statins
It occurs with all statins and fibrates, and it
occurs particularly when these two are combi ned
Si nce nuscle pain synptons usually occur prior to
actual muscle toxicity, this potential side effect
is often recogni zable by the patients. Patients
recover when the drug is stopped and progression to
rhabdonyolysis is rarely seen at any dose.

[ Slide]

Goi ng back to EXCEL and AFCAPS data, this

tabl e di splays the frequency of CPK el evations
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greater than 10 tinmes the upper limt of nornal.
Again, we do not see statistically significant
di fferences between placebo and lovastatin in
either the 20 ng or the 40 ng doses. Both EXCEL
and AFCAPS show | ow nunbers and a very |ow rate.

[Slide]

Wil e the definition of myopathy and
rhabdonyol ysis is evol ving and soneti mes confusing
because it is used differently in different
settings, using the definition shown here in these
studies, there is additional data that with | ow
doses there is no evidence of an increased risk of
rhabdonyol ysis. Across both trials there was a
total of three reported cases of rhabdonyolysis for
both 20 ng and 40 ng of lovastatin, one in the
| ovastatin-treated group and two in the placebo
group. The one case with lovastatin in AFCAPS
occurred post surgically in a patient being treated

for prostate cancer. The patient had been taken
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of f lovastatin before surgery.

[ Slide]

Post - mar ket i ng experience al so shows the
rarity of rhabdomyolysis directly related to
| ow- dose | ovastatin. Again, out of 27 mllion
patient treatnment years with |l ovastatin, there have
been a total of 336 spontaneous reports of
rhabdonyol ysis. This equates to a reporting rate
of approximately 1/100,000 patient treatnent years,
and 158 of these reports occurred wi thout the use
of a potentially interacting drug, and while not
all reports indicate dose, 41 of the events were
reported to have occurred with lovastatin 20 ng.

[ Slide]

As previously stated, the potential for
nmuscl e concerns does increase when |ovastatin is
used in conbination with certain potentially
interacting drugs. Therefore, the OTC | abel takes
a conservative approach by instructing consunmers to
talk to a doctor or a pharmacist if they are taking
any prescription nedication, listing potentially

interacting drugs on the package insert and in
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correspondi ng educational materials. Wth regard
to these potential drug interactions, strong CYP3A4
i nhibitors can increase plasna |evels of certain
statins and their active netabolites. But a key
question for you to consider is whether this
increase translates into conparable increases in
synptomati c nyopathy at the proposed OTC dose.

[Slide]

The AFCAPS trial, interestingly, actually
hel ps us address this concern since the study was
conduct ed before we knew details of the potenti al
concerns with 3A4 inhibitors and co-adm nistration
in AFCAPS was actually allowed. Even in this kind
of worse-case exanple we see simlar numnbers
bet ween groups for mnuscul oskel etal adverse events,
defined either broadly or narrowy, when we conpare
| ovastatin-treated patients and pl acebo patients.
Thus, while co-administration of a CYP3A4 inhibitor
may increase the relative risk of adverse events
the absolute risk appears to remain extrenely | ow

[SIide]

From t he spont aneous reports WAES dat abase
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we see that there have been 178 reports of
rhabdomnmyol ysis with interacting drugs. Since cases
of co-adm nistration with fibrates, in this case 96
of these 97 were genfibrizole and cycl osporine, are
likely to be patients for conditions already under
the care of a physician this concern for OTC usage
is primarily with niacin and strong CYP3A4
inhibitors. There are 34 reports of rhabdonyol ysis
with niacin and 28 reports with strong CYP3A4
inhibitors. Approximately two-thirds of these
cases include dose information and only 29 of the
total of 178 were reported with the 20 ng use.
Therefore, the data supports the concl usion that
the clinical consequences of drug interactions with
| ovastatin 20 ng are unlikely given the strong
clinical trial evidence, given the extensive
i n-mar ket use over the last 17 years, and given the
OIC |l abeling instructions that, as you will see,
are effective in guiding consuners away from
concomtant usage of potentially interacting drugs.
[Slide]

Al so regarding safety, as detailed in your
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background package, there is the regulatory
pregnancy | abeling category for prescription
| ovastatin. This has already been noted by Dr.
Parks. Since their initial approval, all statins
have been desi gnated pregnancy category X. This
original classification was due to the non-specific
findings in animals observed at nmany nultiples of
the therapeutic dose. Against this background,
since there is no benefit to treat wonen with
elevated |lipids during the relatively short period
of pregnancy, all statins have been assigned the
category X labeling to contraindicate use in
pregnancy. Even though there has been no clear
signal from animal or human data, the proposed
Mevacor OTC | abel contains strict warnings of "do
not use if you are pregnant or breast feeding."
There is data supporting the safety of |ovastatin
in pregnancy and we are fully prepared to address
any questions fromthe committee and have experts
avail abl e to provide the proper perspective on this
i mportant topic.

[Slide]

Therefore with respect to both efficacy
and safety, lovastatin has a very strong product

profile in support of OTC use. There is
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significant benefit that has been denonstrated for
the proposed OTC popul ati on on drug, clearly, both
in terms of cholesterol-lowering efficacy and in
terns of CHD risk reduction. Lovastatin has a very
| arge safety database denonstrating a wi de margin
of safety at the proposed OTC dose. Potenti al
risks will be further mnimzed by effective
consuner-friendly |abeling and educati on.

[Slide]

So, even though there is an appropriate
target population in need of treatnent and a
positive product profile, is there really a
consumer need for an OTC statin option--a question
you will need to consider carefully? Qur research
tells us that there is demand for an OTC option
In the survey carried out this past year by the
Nati onal Lipid Association, the details of which
are also in your background package, they found

that conpared to five years ago the nmajority of
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consuners are now nmeki ng nore health decisions on
their own and, inportantly, 72 percent of

chol esterol concerned consuners surveyed said they
were interested in | earning nore about an OTC
statin option.

In another survey fromthe Nationa
Consuner League, three out of four consunmers at
nmoderate risk and not taking prescription therapy
said they prefer an OIC option for health
preventi on.

Furt her proof of this interest can be seen
by the fact that consuners al ready purchase nore
than a billion dollars worth of heart health OTC
products yearly. That includes everything from
suppl enents like garlic and vitamin E to foods that
claimheart-healthy effects, such as oatneal and
orange j ui ce.

Finally, as many of you in this room know,
earlier this year the U K approved nonprescription
Zocor, sinvastatin, 20 nmg for over-the-counter
consumer use

[Slide]

Finally, let's consider how this OIC
option can hel p address the public cardi ovascul ar

health problemthat | outlined for you at the
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begi nning of my presentation.

[Slide]

Looking at the distribution of tota
chol esterol anong the U.S. popul ation aged 45 and
greater, we see that, |ike nmany biol ogic functions,
there is a bell-shaped curve. Unfortunately, the
peak of this curve is hovering around an el evated
| evel clearly greater than the desired chol estero
| evel delineated by ATP |11

[Slide]

VWhat we are suggesting is that the Mevacor
OIC option provides us with a unique opportunity to
have an increased focus and consuner involvenent in
a conprehensive chol esterol managenent programt hat
is ideally capable of achieving a | eftward shift of
this curve, in fact, a targeted popul ati on approach
to CHD preventi on.

[Slide]

To conclude, today we have seen that there
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is an enornous and grow ng cardiovascul ar public
heal th probl emthat has not been adequately
addressed. A key concern is the |arge noderate

ri sk popul ati on which deserves preventive treatnent
but is achieving relatively little focus from our
current nmedical system W believe that the weight
of the evidence indicates that this problemcan be
i mproved with Mevacor OTC, a drug that has proven
to be appropriate for OIC fromboth efficacy and
safety standpoints. There is clearly strong
consuner interest in this OIC option, giving us the
potential to greatly inprove public cardi ovascul ar
heal t h.

[Slide]

The key question that remains is can a
consuner appropriately use Mevacor OTC in an OTC
setting? The remainder of the presentation today
will focus on that inportant question and | would
like to now turn the podiumover to M. Jerry
Hansen, Vice President of New Product Devel opnent
and Consuner Research, to begin the discussion.
Thanks very much for your attention.

Mevacor OIC Sel f - Managenent System

MR, HANSEN. Good norni ng.

[Slide]
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Today | will be review ng the Mevacor OTC
| abel and sel f-nmanagenment system It is imnportant
to note that the exact |abel and system!| will be
di scussing were fully tested in the CUSTOM use
trial which is why it is inmportant to review them
prior to the presentation of the CUSTOM dat a.

[Slide]

As was stated, the key issue today is
whet her consuners can play a greater role in
chol esterol managenent. To that end, we have
studi ed over 34,000 consumers over a nunber of
years in the followi ng areas, consuner
under st andi ng, including attitude and behavi or;
| abel devel opment and conprehensi on; devel opnent of
the sel f-managenent system and the actual use
studies. | will discuss the first three areas and
Bob Tipping will follow nme with a review of the use
studi es focusing on the CUSTOM use tri al

[Slide]

Qur first step in devel oping the | abel and
systemwas to gain an in-depth understandi ng of
consuners who are likely to take action as a result
of the OIC availability. The denographics of those
interested is fairly representative of the U'S

popul ation. They are older, which is consistent
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with the proposed | abel, but incone, race and
education levels are very simlar to U S. averages.
What is nost interesting is that while denographics
are representative, their attitudes and behaviors
regarding their health are very different.

[ Slide]

These people are extrenely active in their
own health care and believe in the idea of
preventing di sease. They are nore likely than the
general popul ation to be know edgeabl e on health
i ssues; to diet and exercise; to take aspirin for
heart health; and to take vitam ns and suppl enents.

[Slide]

Despite their high involvenent in their
own care, they al so have strong relationships with

their doctors. Over 80 percent see their doctor at
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| east once a year. Over 70 percent have had a
chol esterol test in the past year, and about 80
percent have di scussed chol esterol with their
doctor. A good way to characterize those
interested is that they are notivated, health
consci ous consumers.

[Slide]

So, with this high involvenment in their
health care and their doctor, why not prescription
therapy versus OTC? Well, an inportant finding is
that these people have a general reluctance to
prescription therapy and prefer instead to nake
lifestyle changes or to use OIC nedi ci nes.

[ Slide]

Good evidence of this as it directly
relates to OTC statins cones froma recent study
conducted by the National Consumer League. The
sanpl e i ncluded people at noderate risk for
coronary heart disease but who were currently
untreated with statin therapy. This chart shows
that there is a strong preference and greater

|'ikelihood of action with OITC. This group is three
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times nore likely to consider taking an OIC
recomending it to a famly nenber or friend, and
seeking nmore information about it than a
prescription.

[Slide]

This slide outlines the reasons why the
same popul ation prefers OTC. On this graph the OTC
preference is in yellow and the preference for Rx
is in blue. This preference is driven both by
practical reasons, such as better convenience
because it is easier to buy and easier to keep
taking every day but, nore inportant, provides
further attitudinal insights. Wen asked to
describe a chol esterol prescription user versus an
OIC user, they generally feel that a prescription
is for someone who is sick and that an OTCis for
someone who is healthy |ike themnsel ves.

[Slide]

So, incorporating this consuner |earning,
we desi gned the Mevacor OIC sel f-managenent system
to be far nore than just a pill in a box. So, the

| abel and support program we have devel oped t hrough
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rigorous testing over several years offers support
and education that is unprecedented for an OTC
product. The process we enpl oyed i ncl uded
designing a programthat is consistent with
treatment guidelines but is al so understandabl e by
consuners. We incorporated iterative consuner
feedback fromthose likely to use, and then

devel oped | anguage and nmultiple tools to ensure we
ef fectively communi cated key nessages. Finally,
the program of fers a conprehensi ve approach to
clinical management, including addressing lifestyle
changes such as diet and exerci se.

[Slide]

Heal t hcare professionals play an inportant
role in consunmers' OTC decision process. Data
shows that for any OTC product, for no matter how
long it has been on the market, consuners usually
consult a healthcare professional before using it.
Nearly 80 percent of consuners say that a doctor's
recomendation is very inportant in their decision
about whether or not to purchase an OIC for the

first tine, and 64 percent say a pharnacist's
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recomendation is very inportant. It is not
surprising then that nost consumers interested in
Mevacor OTC will do so in partnership with their
heal t hcare professional. |In fact, over 80 percent
claimthey will talk to their doctor before using.
A key el ement of our program therefore, is to
facilitate and encourage this interaction.

[ Slide]

Because t he package |l abel is at the core
of Mevacor OTC, our first step was to create a
| abel that effectively communi cates. The | abel and
support materials are in your background for your
review and, as Ed stated, the entire systemis over
there, at the side of the room that you can review
during breaks.

The key | abel nessages include an OTC
target consistent with NCEP guidelines. This was
approxi mated on the | abel by targeting those with
an LDL between 130 and 170. It is also for nmen 45
years and ol der and women 55 years and ol der. And,
the user should al so have one additional risk

factor. These include positive famly history,
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snoki ng, | ow HDL and high bl ood pressure

[ Slide]

Peopl e who have |iver disease, are
preghant or breast feeding, or allergic to
| ovastatin should not use the product. There are
al so strong nmessages for those at higher CHD risk
to not use and to see their doctor about possible
prescription therapy. Finally, there are clear
saf ety warni ngs about potential drug interactions
and nuscl e pain.

[ Slide]

Agai n, taking a conprehensive approach to
chol esterol managenent, the |abel instructions
i ncl ude encouraging lifestyle changes and
chol esterol testing. Before using you nust have
tried diet and exercise to reduce your chol esterol,
and had a fasting cholesterol test within the past
year. Users are also instructed to test their
chol esterol at six weeks to see if they reach goal
If they do, they should keep taking Mevacor OTC
daily, test at |east once a year and continue to
di et and exerci se.

[ Slide]

As stated earlier, we believe Mevacor is

not purely self-care but a collaborative
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partnership with healthcare professionals. So, the
| abel strongly encourages this interaction by
telling users to consult with their doctor or their
pharmaci st if they have any questions. Exanples
include that if someone does not reach their LDL
goal they should talk to their doctor because OIC
may not be enough for them They should also talk
to their doctor if there is any change in their
health, and talk to their doctor or pharmacist if
they start any new prescription therapy.

[Slide]

Label conprehension testing was conducted
to ensure clear comunication. The methodol ogy
included testing in a representative sanple and in
low literacy and et hnic subgroups. Again, the
| abel used was the identical |abel used in the
CUSTOM trial. The study enpl oyed both correct and
correct/acceptable scoring, with acceptable
generally referring to checking with the doctor.

[Slide]

The full results of the |abe
conprehensi on studies will be presented by FDA but,
in summary, the label results were very strong,
with over 80 percent or nore correct/acceptable for

nmost measures and 90 percent or nore
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correct/acceptable for key safety nessages. The

| abel, therefore, is very effective at

conmuni cati ng key nessages across all groups and

al so effectively comruni cates that consuners shoul d
ask their healthcare professional if they have any
questi ons.

[Slide]

So, once we had a cl ear understandi ng of
the potential users and had devel oped an effective
| abel , we went on to devel op the Mevacor
sel f - managenent system The goal of the system was
to provide additional information and tools to
rei nforce key | abel nessages and to enphasi ze
lifestyle changes. In devel oping the system we
i ncorporated feedback from external experts,

i ncl udi ng professional organizations, key opinion
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| eaders and consuner behavi or specialists. W

| earned that consuners like to receive information
in different ways so we offer nultiple nmethods of
delivering information to appeal to these different
|l earning styles. Inportantly, all elenents of the
system are part of our proposed NDA | abeling and,
therefore, will be required in the marketpl ace.

Li ke the label, the system!| wll describe was al so
fully tested in the CUSTOM st udy.

[Slide]

In the CUSTOM study the sel f-nmanagenent
i ncludes three najor health conponents,
pre-purchase, in-store and post-purchase. But
importantly, the program strongly encourages
heal thcare interaction through first |ooking at
pre- purchase assi stance.

[ Slide]

The nobst comon way that the consumer will
| earn about Mevacor OTC is through advertising. In
this advertising there will be extensive
conmuni cati on and education, including the

i mportance of knowi ng your chol esterol nunbers and
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hi ghlighting that OTC is not right for everybody.

To help consuners determine if it is right for them

the programw || offer eligibility assistance by

directing themto their doctor or pharnmacist if

they have any questions. It also offers access to

trained product specialists who will be avail abl e,

toll-free, to answer questions about Mevacor and
rel ated services such as chol esterol testing.

[Slide]

The next step a consuner is likely to take

is to visit a store to learn a little nore about
the product. So, let's reviewthe in-store
assistance we will provide. |In-store assistance

i ncl udes extensive support in the pharmacy.

I nportantly, we are proposing that Mevacor be sold

as a pharnmacy care OTC. To support this, we wll

be providi ng extensive pharmaci st and staff

training. W wll also provide enhanced retai

communi cation including interactive tools that wll

support the | abel
[SIide]

I will now tal k about each of these in
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nmore detail. Pharmacy care OTC is a new approach
devel oped by the American Pharnmaci sts Associ ation
and ot her key pharnmacy groups. The goal here is to
provi de expanded support for nore novel Rx to OTC
switches by facilitating greater interaction

bet ween pharnmaci sts and consuners.

The features include that nmanufacturers
will voluntarily distribute the product only in
stores with a pharnmacy; that it be available on the
open shelf with current OTC products and not behind
the counter; that pharmacist intervention is not
required but strongly encouraged; and there is an
expansi on of supportive services such as
chol esterol testing and counseling.

[ Slide]

As | stated, we will be providing
unprecedented i n-store education and support for
Mevacor OTC. Here is an exanple of a novel store
shel f device we have devel oped and tested. It
hi ghl i ghts two deci sion processes including
information for first-tinme buyers primarily, should

you take it, and repeat buyers, wi th nessages
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regarding getting to goal. It also offers extra
tools such as tear-pads and eligibility wheels.
These directly support the | abel but allow people
to answer questions in a nore interactive way.
Finally, the shelf conmunication strongly

encour ages di al ogue with the pharnmaci st which
further supports the concept of pharmacy care OTC.

[ Slide]

Now we wi |l review post-purchase
assi stance. This includes prograns and tools to
support the consuner after they purchase the
product and take it to their hone.

[Slide]

Post - pur chase assi stance incl udes
materials in the package, including an educationa
brochure; package insert Q8A; a quick start guide;
and incentives for chol esterol testing.

[ Slide]

Regardi ng chol esterol testing, this is a
very inportant component of the Mevacor OIC system
Qur toll-free nunmber and our website offer

assi stance on obtaining chol esterol nunbers and

file:/l/l[Tiffanie/c/storage/0113NONP.TXT (84 of 406) [1/26/2005 10:48:38 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

where to get tested. We will also be offering in
each box a high value coupon toward the six-week
chol esterol test.

W have | earned that doctor-directed
chol esterol testing continues to be where nost
consuners prefer to be tested. However, other
testing options are beconing increasingly avail able
including tests in the retail setting, walk-in
clinics, and at hone.

[Slide]

Anot her inportant part of post-purchase
assi stance i s the ongoi ng adherence program This
includes a toll-free hotline and website,
educati onal video and American Heart Associ ation
cookbook, ongoing newsl etters, postcards, and
e-mai|l reminders

[ Slide]

This is how the adherence program works.
It is custom zed to correspond to the date the user
started taking the product. This ensures that the
message is relevant to themat that point in their

therapy. For exanple, the first three nonths focus
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on eligibility and treatnment to goal, while later
communi cati on focuses on diet, exercise, long-term
adherence and health professional interaction

[Slide]

Wil e not a requirenent, mpst consuners
interested in Mevacor OTC want to and will partner
with their healthcare professional while using.
Therefore, we have structured the systemto
encourage and facilitate this.

[Slide]

To support this interaction, the program
encour ages ongoi ng di al ogue concerni ng any
questions regardi ng Mevacor OIC including testing
and nonitoring. The program also includes a risk
referral programfor those who are identified at
hi gher risk and then directs themto their doctor
for possible prescription therapy.

[SIide]

Here is an exanpl e of one of the
doct or/ pharmaci st tools. |In each package will be
two cards, a doctor card and a pharnmacist card

Users can fill out the inside of these cards with

file:/l/l[Tiffanie/c/storage/0113NONP.TXT (86 of 406) [1/26/2005 10:48:38 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

i nformati on such as when they started taking
Mevacor and list any other medications they may be
taking. The doctor can then add this infornmation
to the patient chart and the pharnacist to the
medi cati on record

So, as | have shown, the Mevacor OTC
sel f - managenent systemis conprehensive and offers
the tools for a consuner to self-manage their
chol esterol. However, each el enent of the program
al so strongly encourages heal thcare professiona
i nteracti on as needed.

[ Slide]

In summary, those likely to take action as
a result of Mevacor OIC differ fromthe genera
popul ation, with these people being highly
nmoti vated and heal th conscious. The
sel f - managenent systemoffers nulti-faceted and
unpr ecedent ed support to reinforce key | abe
messages and was designed to drive interaction with
heal t hcare professionals. Both the |abel and the
support systemwere subnmitted as proposed NDA

| abeling and, therefore, will be required in the
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mar ket pl ace. W have further denonstrated the
feasibility of executing this conmtment in the
mar ket pl ace with key partners including retail,
pharmacy and testing conpani es.

[Slide]

Finally, if approved, we commit to
ext ensi ve post-marketing surveillance to nonitor
actual use in the marketplace and we will use this
data to nodi fy our program as necessary. That
concl udes ny presentation. | know we are schedul ed
for a break now

DR WOOD: Let's just go straight on to
Robert Ti pping's presentation.

MR. HANSEN: Dr. Wod, | do just want to
warn you that this is about 30-40 m nutes and gets
nmore technical.

DR. WOOD: That is okay.

Actual Use Study Results

MR. TIPPING Thank you, Jerry and good
morning to nmenbers of the advisory commttee and
representatives of the FDA

[Slide]

I am Bob Tipping, a director in the
clinical biostatistics departnment of Merck Research

Labs. Today | will share with you sone of what we
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have | earned about how consunmers use Mevacor OTC

and t he sel f-managenent systemthat you have just

heard about.

The data | will present today addresses

three key questions about consumer behavior: WII

the Mevacor OIC sel f-managenent system al | ow

consuners to nmake appropriate initial decisions

about the use of the product? WII they be able to

sel f-manage the potential safety issues over tinme?

And, will they be able to self-manage their
chol esterol over time and obtain benefit?
[Slide]
To address these questions | will be
showi ng you data fromthe | arge behavioral trial

call ed CUSTOM the Consuner Use Study of OIC

Mevacor. It is inportant to realize that CUSTOMi s

a large trial, over 3300 participants and 800, 000

data itens. Gven the tinme constraints of this

meeting, | will not be able to show you all of the
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data. Instead, | will focus on those results that
address the key questions about consumer behavi or.

[Slide]

Let ne briefly review the CUSTOM st udy
design. Participants were recruited using TV,
print and radi o advertisenents. Ads did not
i nclude specific eligibility criteria. The ad
campai gn included ads designed to comruni cate to an
ethnically diverse popul ati on and included a
toll-free nunber for interested individuals to cal
for an appoint nent.

[Slide]

Study sites were set up to sinmulate an OIC
retail environment. This included a shelf display
and drug package consistent with marketplace pl ans.
CUSTOM was an all-coners study. Al participants,
regardl ess of their label eligibility, were able to
make a purchase decision. Participants revi ewed
the |l abel and the other in-store conponents of the
systemto assess if Mevacor OIC was right for them
They were allowed to leave and return later if they

felt they needed nore information. The option to
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purchase a chol esterol test was available. Study
site nurses were trained to act as pharnmaci sts and
coul d answer questions but did not vol unteer
assi stance unl ess asked by the partici pants.
Interested participants were required to purchase
study drug.

[Slide]

After making the initial purchase
deci sion, participants were followed for six nonths
of sel f-gui ded behavi or and product use with
m nimal intervention. Visits were not schedul ed.
Participants returned to the site at their own
initiative to purchase additional drug or a
chol esterol test. Behavior around obtaining a
foll owup chol esterol test following treatnent to
the goal messages and new nedi cal conditions and
prescriptions was observed.

[ Slide]

Basel i ne and end of study |ipid val ues
were collected from partici pants who purchased the
study drug in a way to have mnimal inpact on

partici pant decisions. These lipid values allowed
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us to assess the lipid-lowering effect of
|l ovastatin 20 ng a day in an OIC setting.

[ Slide]

At the end of the study eligibility
i nformati on was collected. Participants were asked
about new prescriptions, new nedical conditions and
adverse experiences. Infornmation about diet and
exerci se and the reasons for inappropriate
deci sions were al so coll ected.

[Slide]

A post-study survey was conducted in a
subset of users to obtain additional information
about specific behaviors.

[ Slide]

You have seen this slide a few mnutes ago
when Jerry Hansen presented the Mevacor OTC
sel f - managenent system All elenents of the system
were evaluated in our CUSTOMtrial. The system
enphasi zes a col | aborative care approach, designed
to support sel f-nanagenment whil e encouragi ng
interaction with healthcare professionals. In

fact, we will present data denobnstrating that
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consumers will seek out these partnerships with
doctors and pharmacists in the OIC setting.
[Slide]
The anal ysis of behavi or evi denced
deci si ons about the purchase and use of Mevacor

OrC. The analysis carefully considered

interactions with healthcare professionals. The
| abel contains nunerous nmessages about talking with

your doctor or pharmacist. [Information about these

interactions was coll ected and was an i nportant

factor in determning the appropriateness of use

decisions. W also wanted to docunent the positive

impact that this systemhad in creating new and

mai ntai ni ng exi sting relationships with healthcare

professionals. Finally, we collected information

from participants about their diet and exercise
habits while on Mevacor OIC

[Slide]

Turni ng now from study design to the
CUSTOM study results--

[Slide]

Before we get into actual behaviora
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results, it is inmportant to understand how
participants flowed through our study and to
i ntroduce the various popul ations to be discussed
further into the presentation. 1In response to
study advertising, over 11,000 individuals called
our toll-free nunber. O that group, 3316
schedul ed an appoi ntnment and traveled to one of the
study sites. This group, called the eval uator
popul ation, reviewed the | abel and the other
i n-store conponents of the system and nade a
deci si on about the purchase of Mevacor OIC, 2111
peopl e decided not to purchase the drug and a
little over 1200 did choose to purchase. The
purchasers split into two main groups, those who
purchased but did not go on to actually use the
drug and a group that actually began to use the
medi cation. Finally, there was a subgroup of 398
uses who participated in our post-study survey.

[Slide]

This slide presents a brief overview of
t he denogr aphi cs of the eval uator popul ation, and

59 percent were nen. They had a nmedi an age of 53
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years. As nentioned earlier, the recruitnment ads
were designed to reach an ethnically diverse

popul ati on and we were pleased to see positive
results fromthis, as evidenced by a 28 percent
mnority participation rate at this stage of the
study. Twel ve percent of the eval uator popul ation
was classified as low literacy based on the results
of a validated adult literacy questionnaire called
the REALM test.

[Slide]

Bef ore di scussi on of behavior, and
specifically behavior that resulted in the
potential for an increased safety risk, it is
important to provide a summary of the actual safety
results fromthe use of lovastatin 20 ng in an OIC
setting. There was only one serious drug-rel ated
event, an allergic reaction to |lovastatin. One
death occurred in the study. A 50 year-old man
died of a stroke that was judged probably not
related to study drug. There were no serious
drug-related nmuscle or liver events. No new safety

i ssues were identified and |ovastatin was generally
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safe and well tolerated by this population in a
simul ated OTC environnent .

[ Slide]

To better understand consuner behavi or
regardi ng the Mevacor OTC | abel, it is helpful to
think about the | abel elenents as falling into one
of four quadrants. The top and the bottomrows of
this table contain | abel elements for the initial
and t he ongoi ng use deci sions respectively. The
| eft colum consists of specific safety warnings
and the right-hand colum contains | abel benefit
criteria.

[Slide]

Saf ety warni ngs, summarized here, guide
appropri ate behavior fromconsuners with these
conditions or situations so as to mnimze the
potential for a safety concern.

[ Slide]

Benefit criteria target an appropriate
popul ati on based on their age, presence of
additional risk factors and know edge of their

conplete lipid profile including triglycerides and
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HDL. As mentioned earlier, these criteria were
witten to be readily understood by the consuner
whil e allowing an approximation of eligibility
according to ATP Il treatnent guidelines

[ Slide]

It should conme as no surprise that many
users in CUSTOM were not 100 percent conpliant with
each and every elenment of this multi-factorial
| abel. A strict interpretation of the CUSTOM
results along these lines can be viewed as a |ess
than positive outcone, but if one sees some
distinction between these | abel elenents; if one
believes that a "do not use if you are preghant"”
war ni ng shoul d be evaluated at a different |eve
than a specific age or lipid value cutoff; if one
bel i eves that people should have the option to nmake
their own personal benefit assessment, then the
CUSTOM results will denmonstrate that consumers can
be capabl e partners in the managenent of
chol esterol and heart health.

[ Slide]

So, will consunmers make appropriate
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deci si ons about starting to use Mevacor OTC?

[Slide]

From t he popul ati on of 3316 who eval uated
the product, there were 2111 who chose not to
purchase. An additional 64 purchased the product
but nmade a decision not to begin taking it. There
were 659 people who began to use the product in
compliance with both the | abel safety warnings and
benefit criteria.

[Slide]

Taken together, this totals 86 percent of
t he popul ati on who cane to one of the sites and
eval uated the product.

[Slide]

There were an additional 109 participants
who began to use the product despite a | abel safety
warni ng that was relevant to them Let's |ook at
each of these groups nore carefully.

[Slide]

Conmi ng back to the study popul ation slide,
I will next show you data from 2111 non-purchasers
and the 94 purchaser non-users.

[Slide]

This group of evaluators who chose not to

purchase the product provides strong evi dence that
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the |l abel and the other in-store conponents of the
system are di scouragi ng i nappropri ate people from
usi ng the product. Seventy-nine percent of this
group indicated that they were not interested in
buyi ng Mevacor OIC. Nearly two-thirds of this
subgroup stated that they believed Mevacor OTC was
not right for them

[Slide]

The group of 94 who purchased but did not
go on to actually use the drug includes 64 people
who actually left the site with Mevacor OIC. The
majority cited that "my doctor advised nme agai nst
using it," or "I learned it was not right for ne"
as a reason for not using the drug. These results
provi de strong evi dence that the post-purchase
conponents of the systemare further discouraging
i nappropriate use of the product.

[Slide]

Returni ng again to our popul ation slide,
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100
wi Il next show data fromthe 1059 peopl e who
actual |y began to use Mevacor OIC, and rem nd you
that we are still addressing the first of our three
key questions, will consuners make appropriate
deci si ons about starting to use Mevacor OTC?

[Slide]

The target behavioral goals established
for the CUSTOM study were based on information from
| abel conprehension studies. Typically, a level of
80 percent is regarded as a reasonabl e benchmark
for correct and acceptable answers for each of the
i ndi vidual |abel elenents. Qur pilot conprehension
studi es of the CUSTOM | abel showed that nost of the
i ndi vi dual | abel el enents were understood by 80
percent or nore of those tested and, nost
importantly, the key safety warnings were
under stood by nore than 90 percent. W know t hat
| abel conprehension results do not always predict
behavi or, but we decided to apply the sanme 80
percent benchmark in eval uation of our behavior
data, an even nore rigorous test because it

required being correct on all |abel elenents
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101
collectively, not just individual criteria.

[Slide]

I ndeed, for the safety criteria 90 percent
of the CUSTOM users denonstrated correct behavior
around all |abel safety warnings jointly, exceeding
the 80 percent benchmark and consistent with the
| abel conprehension results for the individua
saf ety messages.

[Slide]

Correct behavior according to the multiple
| abel benefit criteria was not as high. It was 66
percent of the users closely adhering to the
benefit criteria. Taken together with the | abe
comprehensi on results that exceeded 80 percent for
these el ements and the excellent behavi or around
the | abel safety warnings, this suggests that
consuners are understanding the | abel and are
appl yi ng nore individual judgnment on the benefit
criteria before beginning to use Mevacor OTC

[Slide]

Looking jointly at all safety and benefit

criteria for the initial decision to use, which was
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a prespecified hypothesis of CUSTOM this
translates to 55 percent of the users behaving in a
fashion consistent with all |abel elenents. This
nunber is obviously driven by the | ow adherence to
the | abel benefit criteria and is roughly the
product of the 90 percent and the 66 percent.
Let's now explore the behavior within each of these
bars nmore fully.

First, let's ook at the safety warnings
directed at the initial use decision. Recall that
90 percent of all users exhibited behavior that
completely net the | abel safety criteria and 10
percent who did not conply with the | abel safety
war ni ngs. This 10 percent corresponds to 109 of
our users.

[Slide]

Recal |, this was an all-coners study.
There was good representation fromall of the
saf ety deci sion areas anmong our eval uator
popul ati on, the orange bars.

[Slide]

There were very few people with these
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conditions who went on to actually use Mevacor OTC
wi t hout speaking to a physician. There was no use
by pregnant wonen. Use by people in the other four
categories was | ow and there were no serious
drug-rel ated nmuscle or liver events anong them

[Slide]

The difference between the nunmber of the
eval uators represented in the orange bars with
these conditions and the nunber who chose to use
Mevacor OTC, the yellow bars, provides strong
evi dence that the safety warnings directed at the
initial use decision are effectively discouraging
i nappropriate purchase and use of Mevacor OTC

[Slide]

Now let's look nore fully at the benefit
criteria directed at the initial use decision
These are | abel elenents referring to age, |ipids
and CHD risk factors. Recall that 66 percent with
behavi or that nmet or closely net |abel benefit
criteria and the 34 percent who did not conply with
the benefit criteria--that 34 percent corresponds
to 357 of the user popul ation

[Slide]

But 72 percent of this group, based on

their risk factors and their 10-year risk for

file://ll[Tiffanie/c/storage/0113NONP.TXT (103 of 406) [1/26/2005 10:48:38 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

104
coronary heart di sease, should be considered for
i pid-l1owering therapy according to ATP |1
gui delines. Let's now | ook at the specific |abel
benefit criteria that cause people to fall into
this 34 percent group.

[Slide]

Ei ghteen percent of users did not know
their conplete lipid profile. However, results
fromthe study-mandated baseline |ipid exam
i ndi cated that 93 percent of them had el evated
lipids, a neasured LDL at or above 130 or a tota
chol esterol of 200 or nore. Fifty-one percent of
this group did not know their conplete lipid
profile but they did know their total chol estero
value. This group had a nedi an LDL chol esterol of
165. So, while they did not neet the strict |abe
criteria, they are still very likely to obtain
benefit fromlipid-Ilowering therapy.

[Slide]

Si xt een percent of the users had
self-reported triglycerides of 200 or higher. The
| abel advi ses consunmers with triglycerides greater
than or equal to 200 not to use the product unless
directed by a physician. This is to mninize the

potential for use anong people with possible
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met abol i ¢ syndronme since they may require nore
personal i zed medi cal care. However, results from
t he study-mandated baseline |ipid exam showed t hat
92 percent of this subgroup al so had el evat ed
lipids, with a nedian total cholesterol or 253 and
a nmedian LDL of 146. Nearly three out of four had
self-reported triglycerides | ess than 400. So,
again, while they did not neet all of our
conservative label criteria, they are still very
likely to obtain benefit fromlipid-I|owering
t her apy.

[Slide]

El even individuals indicated they woul d
substitute Mevacor OTC for their prescription
chol esterol -1 oweri ng medi cati on wi thout consulting

their physician. This represents just one percent
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of our user population and a very snall percentage
of the 609 eval uators who reported on being on Rx
|'i pid-1owering therapy.

[Slide]

Finally, there were 70 individuals, or 7
percent of our users, who were at higher CHD ri sk.
They reported having coronary heart di sease, having
had a prior stroke or being diabetic and chose to
use Mevacor OTC wi thout speaking to a physician

[Slide]

Among the eval uators, there were 570 who
reported having coronary heart disease, a prior
stroke or diabetes. Mre than 70 percent of this
group chose not to purchase Mevacor OIC.

[Slide]

However, 167 of them did choose to use
Mevacor OIC and 97 of this group did it after
consulting with a physician. That |eaves 70 hi gher
risk users fromthe earlier slide who began to use
Mevacor OTC without speaking to a doctor.

[Slide]

However, 26 of these 70 did have a
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physi cian interaction at sone point during the
study. Combining these 26 with the the 97 who
consul ted a physician prior to using Mevacor OTC
this totals 74 percent of this group who had an
interaction with their doctor pronpted by the
Mevacor OTC sel f- managenent system

[Slide]

Finally, it is inmportant to note that 80
percent of this 70 had el evated lipids, and
two-thirds of themwere not on |ipid-Iowering
therapy at the time they chose to start taking
Mevacor OTC

[Slide]

Now | et nme sunmarize the results you have
just seen and address the first of our three key
questions, will consumers nmake appropriate
deci si ons about starting to use Mevacor OTC? From
our popul ation of evaluators, there were 2111 who
eval uated and chose not to purchase. An additiona
64 purchased the product but nmade a subsequent
decision not to begin taking it. Finally, there

were 659 people who began to use the product in
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conpliance with both the | abel safety warnings and

the benefit criteria. Taken together, this
represents 86 percent of the popul ation that cane
to one of the study sites and eval uated the
product. There were an additional 109
participants, representing just 3 percent of all

those who eval uated the product, who began to use

Mevacor OIC despite a | abel safety warning that was

relevant to them The behavi or of these 109

i ndividual s created the potential for an increased

safety risk, however, there were no serious
drug-rel ated nmuscle or liver events anobng
t hem - good evi dence that consunmers can select to
use Mevacor OTC appropriately.

[ Slide]

Returning to the key questions, | will

address both the second and the third questions

together for a nmonent since they are both directed

at the ongoi ng use decisions. Wile decisions
about initial use are inportant, even nore
i mportant are deci sions regardi ng ongoi ng use

because only those who use the product |ong-term
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are going to gain a clinical benefit or place
thenselves at a potential safety risk.

[ Slide]

WIl the systemall ow consuners to
sel f-manage the potential safety risks over time?
From our popul ati on of 1059 users, there were 366
who actually experienced a new nedical condition or
got a new prescription, thus providing an
opportunity to eval uate behavi or regarding the
| abel safety warnings for ongoing use. O these
366, 94 percent made a deci si on about ongoi ng use
of Mevacor that was consistent with the |abel.
Only 6 percent nade a decision that was
inconsistent with safety warnings directed at
ongoi ng use deci si ons.

[Slide]

WIl the systemallow consuners to
sel f-manage their chol esterol over tinme and obtain
a benefit? Again, fromour popul ation of users, 74
percent obtained a followup chol esterol test or
had di sconti nued Mevacor OTC prior to the six-week

time point directed in the label. O those users
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who did get a followup test, three out of four
followed the | abel directives regarding the LDL
goal. Finally, there was an inpressive 21 percent
reduction in LDL.

[Slide]

Agai n, based on | abel conprehension study
results, we eval uated deci sions about ongoi ng use
agai nst the prespecified 75 percent benchmark

[Slide]

CUSTOM denonstrat ed behavi or around al
| abel safety warnings for ongoing use jointly to be
94 percent. As with the safety warnings for the
initial use decision, this exceeded the target
benchmark and was consistent with | abe
conprehensi on results for the individual |abe
el ement s.

[Slide]

As with the initial use decision, fewer
adhered to the | abel benefit criteria, with 53
percent of the user popul ation closely adhering to
benefit criteria for ongoing use decisions. Taken

together with the conprehension results for the
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| abel benefit elements and the excell ent behavi or
around the | abel safety warnings, this again
suggests that consuners are understanding the | abe
and are nmeking their own personal benefit
assessnent for the continued use of Mevacor OTC

[Slide]

Conmbi ning all safety benefit elenents for
t he ongoi ng use deci sion together which, again, was
a prespecified hypothesis of CUSTOM we see that 50
percent of the users behaved in a fashion
consistent with each and every | abel el enent.

Again, this is no surprise given the results from
the | abel benefit criteria, and is the product of
the 94 percent and the 53 percent.

[Slide]

Now | et's explore behavior wthin each of
these bars nore fully. First, let's |ook
specifically at the safety warnings directed at the
ongoi ng use decision. Here is the 94 percent
exhi biting behavior that conpletely met the | abe
safety criteria, and the six percent who did not

conply with the | abel safety warnings. That six
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percent corresponds to 21 individuals fromthe user
popul ati on.

[Slide]

There were 693 of the user popul ati on who
did not experience a new nedical condition or get a
new prescription during the study. That |eaves 366
who di d experience a new nedi cal condition or a new
prescription and exhibited a behavior that could be
eval uat ed agai nst the | abel safety warnings for
ongoi ng use. The three bars to the right represent
the nunber of users with each of these events.

[Slide]

And 270 of the 366 reported a new
prescription during the study. Only two were for a
potentially interacting nedication where the person
did not informtheir physician about taking Mevacor
OIC as directed on the | abel; 161 reported a new
medi cal condition while in the study and only three
of these were of concern. As discussed earlier,
there was the individual who had a stroke and died
before he could reveal to his physician that he was

taki ng Mevacor OTC. One individual was diagnosed
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with coronary-artery di sease and did not inform her
physi ci an about the use of Mevacor OTC, and one
i ndi vi dual was di agnosed wi th di abetes and, again,
failed to informhis physician about use of Mevacor
OIC. Sixty-three reported an unexpl ai ned nuscl e
pai n during the course of the study. Al but 16
di sconti nued Mevacor OTC or spoke with a physician
about this.

[Slide]

Now | et ne summarize the results you have
just seen that address the second of our three key
questions, will consunmers be able to self-nmanage
the potential safety risks over tine? Fromthe
popul ati on of 1059 users, there were 693 who did
not experience a new nedical condition or get a new
prescription during the study. An additional 345
experi enced and event and rmade a deci si on about
ongoi ng use that was consistent with the | abe
safety warnings. Taken together, this represents
98 percent of the user population. There were 21
participants, representing just tw percent, of al

those who used the product who continued to use
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Mevacor OTC despite a | abel safety warning that was
rel evant to them The behavior of these 21
i ndividual s creates the potential for an increased
safety risk, however again, there were no serious
drug-rel ated nmuscle or liver adverse events anong
t hem - good evi dence that consuners can nanage
potential safety risks over tine.

[ Slide]

Turning nowto the third and final of the
key questions, will the system allow consumers to
sel f-manage their chol esterol over time and obtain
a benefit? This question addresses behavi or around
| abel benefit criteria directed at ongoi ng use
deci sions. These are | abel elements directing
consuners to get a follow up chol esterol test at
six weeks and conply with the LDL goal nessage.

[ Slide]

And, 666 of our 1059 users, representing
63 percent, obtained a cholesterol test during the
study. An additional 11 percent discontinued the
study, many for an appropriate reason, before the

six-week tine point directed in the label. This
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totals 74 percent of our user popul ation nmaki ng an
appropri ate deci sion about getting a foll ow up
chol esterol test.

[Slide]

Looki ng specifically at the 666
i ndividuals or the 63 percent of the users who got
a followup cholesterol test, 75 percent of this
group foll owed | abel directives regarding the LDL
goal nessage. This was |argely conposed of
i ndi vi dual s who achieved an LDL | ess than 130 and
made the decision to continue using Mevacor OIC

[Slide]

Addr essi ng anot her conponent of the third
question, how did the results of CUSTOM an
uncontrol |l ed, open-label study, conpare to what is
known about the lipid-lowering effects of 20 ng of
| ovastatin in controlled clinical trials?

[Slide]

In the CUSTOM trial a 25 percent reduction
in LDL was observed in a subset of individuals who
i ndicated they were fasting both at the baseline

and end of study neasurenents. Looking at the
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entire study cohort, regardl ess of fasting status,
a 21 percent reduction in LDL was observed. These
results conpare very favorably with the |arge
controlled clinical trials, AFCAPS and EXCEL, both
showi ng a 24 percent reduction in LDL with the 20
nmg dose of |ovastatin.

[Slide]

Turni ng now to data about consumer who
persisted with nedication, before | present the
results let ne rem nd you that CUSTOM was not
designed to be a persistence study. |In fact, one
of the goals of CUSTOM and of the Mevacor OTC | abel
is to correctly influence people who shouldn't be
taking the product to stop taking it. Wth that in
mnd, let's |ook at the CUSTOM persi stence dat a.

[Slide]

Si xty-two percent of the user popul ation
were persistent with therapy through six nonths of
the study. An additional 17 percent discontinued
Mevacor OIC for an appropriate reason, such as not
reaching an LDL goal, being advised by their

doctor, or learning that Mevacor OTC was not ri ght
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for them Taking these together, 79 percent of our
user popul ati on made an appropri ate persistence
deci sion regardi ng Mevacor OTC. This is consistent
with results froman earlier use trial of
|l ovastatin 10 ng. |In that study 72 percent were
continuing with nmedication at six nonths and 49
percent were still on therapy at 18 nonths. These
nunbers conpare very favorably to what we know
about persistence with prescription statins.

[Slide]

Finally, what do we know about the
sel f-managenent systemand its ability to direct
consuners to rmake appropriate decisions about diet
and exercise habits? A MEDFICTS dietary assessnent
questionnaire was given to the user popul ation at
baseline and at the end of the study. This
val i dated instrunent provides a score to determne
if an individual is on an AHA step-one diet or the
nmore restrictive AHA step-two diet. Not only did
nmore individuals nove to the stricter step-two diet
by the end of our study, but the nunber of users

who are not on either of the AHA diets decreased
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from 17 percent to 11 percent.

[ Slide]

Now | et nme sunmarize the results you have
just seen that address the third of our three key
questions, will the systemall ow consuners to
sel f-manage their chol esterol over tinme and obtain
a benefit?

[ Slide]

From our popul ati on of 1059 users, 74
percent obtained a followup chol esterol test or
di sconti nued taking Mevacor OIC prior to the tinme
directed on the label. O those users who did get
a followup test, 75 percent of themfollowed the
| abel directives regarding the LDL goal. Finally,
there was an inpressive 21 percent reduction in LDL
chol esterol --agai n, good evi dence that consuners
can manage their cholesterol over time and obtain a
benefit.

[Slide]

Movi ng now to an inportant question about
the ability of the systemto pronote consuner

interaction with healthcare professionals, CUSTOMV
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provides information froma variety of groups to
address this question.

[Slide]

O the people who eval uated the product at
the site but chose not to purchase, 22 percent of
themreported that they did, in fact, talk to their
doctor before naking this decision. Physician
interactions were reported by 57 percent of our
user popul ation at sonme time during the study and,
finally, as | mentioned earlier, nearly three out
of every four of our higher CHD risk users had an
interaction with a doctor as a result of this
st udy.

[Slide]

I n conclusion, the Mevacor OIC
sel f - managenent system di scourages i nappropri ate
use of the product.

[Slide]

The majority of consuners who choose to
use Mevacor OTC will be appropriate for
sel f-managenent. They will gain a clinical

benefit, as evidenced by substantial LDL
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reductions, and nost inportantly, will be at
m ni mal safety risk.

[Slide]

Lastly, beyond the direct pharnacol ogic
effect of the nedication, the Mevacor system will
have i nportant public health benefits that include
an increased |l evel of interaction with healthcare

provi ders and a general inprovenent in heart health

awar eness and behavior. That concl udes ny
presentation. Thank you for your attention. |

think it mght be time for a break now?

DR WOOD: Right. It sounded like a plea,

right! Why don't we take a break and be back,
ready to start, at 10:15?

[Brief break]

DR WOOD: We will just wait one nore
m nute so people can take their seats.

Medi cal Perspective and Concl usi ons

DR COHEN: M. Chairman, nmenbers of the
committee, representatives of the FDA, ny name is

Jerry Cohen, and | ama full-tinme academ ci an and

cardiologist at St. Louis University. | spent
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nearly ny entire career in preventive cardi ol ogy.

[Slide]

I want to start off by telling you that a
number of years ago, when | first heard about the
possibility of OIC statins, | was skeptical about
the notion and | had nmany questions. | amsure ny
initial skepticismand the questions | had then are
simlar to ones that you may have today. Your key
questions probably include sonmething like the ones
that are shown on this slide

[Slide]

First, is there really a need for an OIC
option? Can't we just do a better job of what we
are already doing, using the current treatnent
nodel ? Secondly, is Mevacor 20 ng really safe
enough for OIC use? Third, can consumers nanage
chol esterol effectively with an OTC product ?
Fourth, will OTC therapy divert consuners froma
physician's care and fromheart-healthy lifestyle
practices? Finally, why should we do this? What
is the overall benefit-risk ratio of Mevacor OIC?

These are all inportant questions and you

file:///l[Tiffanie/c/storage/0113NONP.TXT (121 of 406) [1/26/2005 10:48:38 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

122
have just seen conpelling data that addressed each
of these questions individually. But in the end,
for me, it was the totality of the evidence taken
toget her which clearly convinced nme that OTC
| ovastatin therapy poses not only a niniml and
acceptable risk, but also, as we will see, has the
potential to provide an enornous public health
benefit. In other words, there is a highly
favorabl e benefit-risk ratio. So, let's reviewthe
evi dence.

[Slide]

The first question is shown here again on
this slide. |Is there really a need for an OIC
statin option? Well, conversely, we mght ask why
not solve our problemby putting nore effort into
the current system of physician and patient
education and build an even greater awareness of
the chol esterol problemand the benefits of Rx
therapy? And, why not just continue to get nore
aggressive with our national guidelines?

[Slide]

This is a slide you have al ready seen and,
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as you have heard, despite our best efforts and the
creation of the National Chol esterol Education
Program 20 years ago, we have not nade nuch
progress, particularly in the noderate risk primary
prevention group. As Dick Pasternak has shown us,
cardi ovascul ar disease is still by far our nation's
nunber one killer and a huge treatnment gap exists,
somewhere between 6-15 mllion Anericans. Wth the
agi ng of our population, this will only get |arger
in the near future

VWiile there are a lot of reasons for the
treatnment gap, the major relevant factor to our
di scussion today is that many untreated people are
reluctant to take prescription therapy. As you saw
earlier, with the availability of OTC statins many
of these sane people are nore likely to take
positive action with an OTC product.

[ Slide]

The next question is of utnost inportance,
is Mevacor 20 ng truly safe enough for OIC use?

[ Slide]

| believe the answer is clearly yes.
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Mevacor has an excel |l ent and proven safety profile,
especially at this | ow dose. W are not talking
about a newy devel oped or newy rel eased conpound.
W are not awaiting the results of another study.
Lovastatin, as the first FDA-approved statin, has a
proven track record of safety with nore than 17
years in market experience. This equates to nore
than 27 mllion patient-years of treatnment. As we
have seen, Mevacor has a safety profile reasonably
simlar to placebo at up to twice the proposed OTC
dose.

If the product is safe at this dose, is
chol esterol too conplex for consuners to acconplish
on their owmn? After all, high cholesterol is a
chronic, asynptomatic condition and it has been
said that this is sonmehow different fromthe way
OIC products are presently used by consuners.

First, let me say that the treatnent of
chronic asynptomatic conditions is not a new
concept for OIC products. Consunmers have been
taki ng OTC products for such conditions for many

years. In fact, over 35 nillion Anericans are
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currently using cal ci um suppl enents every day to
prevent osteoporosis. Approximately 26 mllion
peopl e use | owdose aspirin for heart health, with
a quarter of those doing so on their own. This is
an interesting observation given the fact that both
aspirin and Mevacor have proven cardi ac benefits,
and both are anbng the standards of care. Yet, the
risk of having a serious adverse event with
| ow-dose aspirin is actually greater than it is
with |ovastatin 20 ng.

Per haps the nost rel evant exanple to the
di scussion today is that over 14 mllion Amrericans
are currently using heart health suppl enents, nany
of which are of questionable safety and
benefit--questionable safety and benefit. So, if
the concept of OTC therapy for chronic asynptomatic
conditions isn't new, how strong is the evidence
that consumers can sel f-nmanage their chol esterol ?

[Slide]

This slide rem nds us of the key data that
we just saw fromthe CUSTOM study, as well as the

data fromtwo previous actual use studies with OTC
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| ovastatin. There is a strong consistency in the
findings here. A vast majority, about 90 percent,
had pretreatnment total chol esterol val ues of
greater than 200 ng/dL. Only a small ninority were
already taking a statin at the tinme of the OIC
purchase. Most inportantly, consuners did very
well with regard to our concerns about safety.

Wth safety labeling in mnd, between 90-97 percent
appropriately selected the product. In addition,
about two-thirds appropriately selected, in
accordance with the | abeling, for benefits.

Now, not everyone behaves strictly in
accordance with the | abel, but these data represent
what is likely to happen in the real world, and
that is what this OIC study, the CUSTOM study, was
all about, getting a real-world experience. Wat
is remarkable here is the consistency of the data
which, | mght add, supports prior observations
showi ng that the large mgjority of consuners do
appropriately self-select for nanagenment of their
chol est erol

[Slide]

But how does this conpare to the current
state of prescription care when | ooking at the

results of statin therapy? Wen considering the
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benefits of an OIC statin, all of the paraneters
shown on this slide--obtaining chol esterol goal,
appropriate persistence with therapy, and an
average LDL chol esterol reduction--are, at the very
| east, conparable to, if not better than what was
seen in the Rx popul ation

This may be surprising, or perhaps not so,
when considering the fact that self-selected OIC
users are different fromand nmay be nore health
consci ous and notivated than many prescription
users. Wiatever the reason, we can clearly see the
nost i nmportant bottomline outcomes which are the
key determ nants of coronary heart disease
prevention. Persistence of therapy and the
magni tude of the LDL chol esterol reduction conpare
very favorably to the prescription experience.

[ Slide]

But no matter how appropriately consuners

manage this condition, it is not intended to be a
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substitute for or to take the place of traditiona
health care. So, we nust ask will OTC divert
consuners from physician care and from
heart-healthy lifestyle practices? It is an
i mportant question. And, it is inportant for us to
renenber that the Mevacor OIC program was desi gned
to do just the opposite. It was designed to
encour age consumer interaction with their
heal thcare providers in order to receive
appropri ate therapy, whether that therapy be OTC
for those at noderate risk or prescription
medi cation for those at higher risk

[Slide]

This slide shows the system worked. Not
only did the majority of users, as shown in the
m ddl e bar graph, consult heal thcare professionals
about their OIC use, 22 percent of the people who
didn't even purchase the product consulted a
physi ci an or doctor or a healthcare provider as a
result of the OTC program Al so of considerable
i nportance, three out of four higher risk consuners

interacted with their healthcare providers as a
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result of the OTC experience. These data clearly
demonstrate that Mevacor OICis not an isolated
sel f-care product but is conplenentary care which
encourages interaction with healthcare
pr of essi onal s.

[ Slide]

As shown in this slide, consuners do not
get conpl acent about their heart-healthy behaviors
as a result of taking Mevacor OTC. More than 90
percent maintained or inproved their heart-healthy
lifestyles of diet and exercise, confirmng that
Mevacor OTC did not distract consunmers fromthese
i mportant interventions. Any of you who saw t he
headl i ne story today in "USA Today" about the new
di et guidelines can see that diet and exercise are
bei ng enphasi zed nore than ever.

[ Slide]

So, | think we can say that there is a
clear need for OIC statins. There is an acceptable
safety profile and there is denonstrated
appropriate and effective consuner behavi or w thout

di version fromother heart-healthy practices. But
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in the final analysis what is nost inportant,
considering all OTC users--all--is the overal
benefit-risk ratio.

[Slide]

In answering this question let us first
see how Mevacor OTC can narrow treatnment gaps. OTC
can directly increase the nunber of noderate risk
i ndividual s treated. Although these are rough
estimates, our analysis shows that an approxi mate
4-5 million noderate risk individuals will likely
seek OTC treatnent. Thus, by focusing on this
noderate risk group, the treatnent gap
substantial ly narrows.

In addition, not estimated here, we also
know that there will be some noderate risk
i ndi viduals who will be seen by their physicians
and put on prescription therapy as a result of
hei ght ened awar eness of their chol esterol problem
steming fromthe OTC program

[Slide]

Li kewi se, in the high risk group there

will be an estimated 1-2 million people who will
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conmmuni cate with their doctors and possibly be put
on prescription therapy as a result of the OIC
program Finally, in terns of this bar graph, we
al so know fromthe CUSTOM data that, while not
ideal, there will be sone usage of the OIC product
in this higher risk group. Wat are the
consequences of such use? Conpared to otherw se
taking no action, which surveys suggest is the
usual outcone, | would submt to you that this is a
favorable result--a very inportant recognition.

The overall effect of OTC statin
availability is narrowing of the treatnment gaps for
bot h the noderate and higher risk groups. Now, OTC
statin therapy is not a panacea for the entire
treatnment gap and it will not fix all the problens.
But it is also very conpatible with our current
efforts which may be increased in terms of the
ef fectiveness of Rx and any subsequent change in
the guidelines. These are not nutual ly exclusive
types of intervention. However, as shown, it wll
substantially reduce the size of the gap by

reaching a portion of the at-risk popul ati on which
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is not currently being reached.

[Slide]

Now | would |ike to consider the
popul ation shift in the distribution of LDL
chol esterol which will occur as a result of OIC
Mevacor. This slide displays the distribution of
basel i ne LDL val ues, shown here in blue, anong the
CUSTOM user s.

[Slide]

The overlay, now shown in yellow, shows
the end of study, and this is the CUSTOM actual use
data, with LDL | evels achieved. Together, they
clearly denonstrate the classic leftward shift in
the LDL distribution. This is a direct effect of
Mevacor OTC. G ven the strong positive graded and
continuous relationship between LDL chol esterol and
ri sk, as was shown by Di ck Pasternak in an earlier
slide, this neans that nearly all users wll
potentially benefit by a reduction in coronary
heart di sease risk. Think of that!

[Slide]

It is of interest to note that this goa
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of shifting the population curve is not a new
concept. In fact, over ten years ago the expert
panel of the National Chol esterol Education
Program Dick Carleton's panel, published these
curves that show the potential conplenentary and
additive benefits of an increased focus on primary
prevention to our current treatnent efforts.

The blue line here is the chol estero
distribution at that tinme which has not changed
much since 1991. The yellow dotted |ine projects
the effects of treatnment per the then existing ATP
guidelines if they were widely applied. And, the
orange dashed |ine shows how the conpl enentary
effect of a 10 percent decrease in cholestero
further shifts the curve, and this is simlar to
what we have just observed with OTC Mevacor in the
CUSTOM data set that | showed you with the blue and
yel | ow bar graphs.

[Slide]

Finally, and nobst inmportant, is the
proj ected overall benefit of Mevacor OTC.

Utilizing the CUSTOM risk distribution and assum ng
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a conservative coronary risk reduction of 25

per cent - - AFCAPS/ TexCAPS actual |y showed a 37
percent overall reduction--for every one nillion
consuners taking the product, we can expect to
prevent between 25,000 and 35,000 coronary events
over the next ten years. Gven the strong safety
profile, the overall benefit-risk ratio is clearly
hi ghly favorabl e.

It was in recognition of this fact that
our colleagues in the U K approved the use of an
OIC statin last year. They got it; they saw the
benefit in terms of the benefit-risk ratio being
hi ghly favorable. The tinme is ripe for this
i mportant OTIC option to be available to consuners
in the United States. Many consuners are
concerned, informed and notivated and are al ready
active in terms of their own health care. W
shoul d provide themw th better and safer options
than what is currently available to them OTC. Wth
agi ng of our population, nowis the nost opportune
time to nmake possible an OIC stain option

In closing, we have asked oursel ves nany
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questions that at first glance seem new and
potentially challenging. But when we | ook at the
strength and totality of the evidence we al so see
that we have a great opportunity for reducing the
burden of cardi ovascul ar di sease.

M. Chairman, nenbers of the commttee, ny
hope is that today we can |ook at the totality of
the evidence and reconmrend approval of Mevacor OTC
to reduce the huge burden of cardi ovascul ar di sease
in the United States. The challenge is before us,
but so too is the opportunity. Thank you for your
t hought ful consi derati on.

Questions fromthe Commttee

DR. WOOD: Thank you, and thanks to the
sponsor for sticking so well to the tine. Let's
take about 30 ninutes of questions fromthe
committee, or less if we run out, and then we wll
nmove on to the first of the FDA presentations after
that and before lunch. Questions fromthe
committee? Neal?

DR. BENOWTZ: | actually have a | ot of

questions but | will just start with one to |let
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ot her people have a chance. One of the issues that
is really inportant for over-the-counter
medi cations is the patient's capacity to understand
benefits versus risks. This is sonething that we
deal with in practicing nedicine as well, and one
of the things that is always an issue is when you
tal k about relative risk changes in primary
preventi on.

You nmay be tal king about a 35 percent
reduction of risk, but |ooking at the data that are
presented, it really is looking at a 2 percent or
2.5 percent change in absolute risk over six years.
Nowhere do you really tal k about absol ute changes
inrisk, and | think that is an inportant question
for a patient. They have to know that 25 people
have to take this nedicine for six years, at a
m ninmum to prevent one event. It is true that
there is great popul ation benefit, but when we are
tal ki ng about individuals there needs to be some
consideration to give an individual the informtion
to nmake a benefit-risk appraisal. You did talk

about absolute risk for safety issues, but you
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didn't talk about absolute benefits.

So, | would just like to hear someone
address the question of how do we really give the
patient the proper information to nmake an
intelligent risk-benefit analysis.

DR WOOD: Who wants to take that?

DR HEMMLL: | will at least start. |
guess what you are asking is to sonehow al so
include in our education and support naterials nore
expl anations of what really is nmeant by a reduction
inrisk for heart disease. 1In this case we are
talking in the real mof 25-50 percent, depending on
whi ch study you | ook at and the patient popul ation
That is certainly possible. In fact, that would be
sonet hing we would be nore than willing to put in
the right perspective for patients so they woul d
understand that, and make that as part of their
deci si on.

DR WOOD: | think what he is asking is if
you have a simlar percent reduction in relative
risk across different popul ations, the absolute

risk will be reduced differently in the |ower risk
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group. |s that what you are getting at, Neal ?
DR. BENOW TZ: Exactly. In secondary
prevention it is easier because the absolute

benefit is great. But the debates in primary

prevention have al ways been the snmall absolute risk

benefit.

DR WOOD: | think that is the question
DR. PASTERNAK: Just to anplify it--thanks
for the question and it is an inportant question

There are a couple of responses to that. First of

all, people nmake those choices--low risk or

noderate risk people nmake those choi ces every day

when they decide to go running, when they go on a

diet, when they take an aspirin. So, people are
capabl e at sone |evel of naking that kind of

deci si on.

Second of all, as Dr. Cohen showed at the

very end, we think there really is a substanti al

benefit to this popul ation, and the nunber needed

to treat--and we can di scuss whether the right

nunber is 28, 38 or 48--is actually a fairly

favorabl e nunber in terms of preventing an event.
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It is conparable to the nunber that is needed to
treat that is seen in sone of the secondary
prevention trials.

Finally, you are correct that | focused on
relative risk, but nmy principal aimin discussing
that was not to obscure the | ow absolute risk but
to nake it clear to everyone that the relative risk
reduction is consistent across a w de variety of
popul ations, a wide |evel of risks. |t has been
said by sonme that there is no benefit to this and
t hi nk understandi ng and conparing relative risks is
a way to get at understanding that.

DR WoOD: Dr. Wol f?

DR. WOOLF: | have a question for M.
Hansen. You have a very el aborate display that
will be in the pharnacy for the patient to decide
to go on Mevacor OIC or not. Are there other
nodel s that have been previously used in the
pharmaceuti cal industry that have hel ped to guide
the patient to the appropriate or inappropriate use
of a drug? If so, what are they?

MR. HANSEN: To be honest, this is
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unprecedented, and this programthat we have put
toget her has gone to nore lengths to help the
consuner out, both with the healthcare professiona
and to do it on their own, than anybody has done in
the past.

I think the exanple of the one that got
the cl osest was snoking cessation products. It was
mandated in their NDA that they did have support
materials. There were audi o tapes avail abl e and
there was a support programthat they could enrol
in, and enrollnment in that was fairly high.

I think the other precedent with snoking
cessation is that there was a comitnent that
snoki ng cessation products not be sold in
conveni ence stores, and that conm tnent--even
though it was ten years ago--is still being upheld
today. So, in essence, those two are the cl osest
but obviously we are breaki ng some new ground.

DR WoOD: Dr. McCung?

DR. MCCLUNG | want to cone back to the
i ssue about the absolute risk and benefit. The

absolute risk nunbers have a tine el enent, or at
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| east the nunmber needed to treat has a tinme el enent
init. W have been told about the two percent
reduction in absolute risk and the retrospective
popul ation that would have net the criteria for
OIC, but that was over a five-year interval of
tinme. And, the absolute risk for the side effects
was described in the CUSTOM study over a six-nonth
interval of tinme.

If I have done ny math correctly, if there
is a 2 percent reduction in absolute risk over 5
years, that is 0.2 percent over half a year. And,
we are told that the incidence of nuscle synptons
in the CUSTOM st udy was 60/1000 patients or 0.6
percent, and that 16 of those patients had nuscle
synptons and conti nued therapy, which is an
i nci dence of 0.16 percent, not very different from
the absol ute benefit that woul d be derived.

So, | concur strongly that we ought to
make sure that we conmmuni cate what the absolute
risk and the absolute benefit is, and to put it in
the context that not only physicians can

understand, which is often not the case, but
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certainly to put it in a perspective that patients
can under st and.

DR WOOD: Dr. Watts?

DR WATTS: | would like alittle nore
i nformati on about the patient interactions in the
CUSTOM trial, or the subject interactions. 1In the
reading material | think there was nmention about
the tinme involved, but | would like a better
expl anation of how nuch tinme each individual spent
trying to master the material in the package
insert, and also a little nmore information about
the circunstances at the testing center. W were
told that there was a display set up, but we are
not told whether that really matches the
surroundi ngs that a patient or prospective buyer
woul d be in with conpeting products, other people
passing through, distractors that mght interfere
with their attention span to the material they are
expected to naster.

DR. WOOD: Does sonebody want to respond
to that?

DR. HEMMLL: Well, | understand your
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question to be along the Iines of howrealistic was
the pharmacy setup in the CUSTOM study at the study
sites. There were, in fact, store front settings
instrip mlls. They were set up to appear as if
they were operating pharnacies but, of course, when
one wal ked in, it was clear that they were not an
operating pharnmacy but they had sinmul ated shel f
setups and the consuner was asked to actually go
and evaluate the material as if it were on the
shel f with nock other products next to it. But it
was not a fully functioning pharnmacy.

Al t hough we have done other studies in
pharmaci es, some of the questions that we tried to
answer in these various studies caused us to do
different things in design and this was clearly a
sel f-sel ection and then an ongoi ng use study.
Therefore, we elected not to do this particul ar
study in working pharmacies. But we did try to
mnmc that experience. But in all of these
studies--and | think FDA recogni zes tha--you can
only get so close to creating the true, natura

envi ronnment when you are also doing a study that is
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conducted under IND with all the appropriate
regul ations that go along with that.

DR. WATTS: The other part of the question
was the amount of tinme the average subject spent
reading or trying to conprehend the package insert
mat eri al

DR HEMMLL: W did not record that
anount of time. Again, they had as much tine as
they wanted. They not only had the package to | ook
at on the shelf with the shelf display--the sane
one that is shown here--and interact with those
materials but there are tear-pads that they could
renove, go home and get further information. So,
in fact, a lot of people, as Bob Ti ppi ng expl ai ned,
actual ly went hone and cane back | ater, either
after having consulted with a physician or gotten
their number sonmehow and returned. So, in sone
cases the anount of tine they had to consider the
product was several days. |In other cases they nmade
the decision within several minutes and probably,
you know, an entire range within that.

DR WOOD: Dr Tinetti?

DR. TINETTI: My question relates to
di scussi ons that have taken place concerning the

saf ety and benefit in an elderly popul ation, which
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I will define as greater than 75, given the little
data that exists in your studies. As | |ooked at
it, in the AFCAPS/ TexCAPS, the exclusion criteria
was age over 73. The average age was upper 50s to
|l ower 60s. It looked like in the actual use study
there were also very few very elderly people. So,
wi t hout evidence of either benefit or safety in
this age group, how confortable do you feel ?
Particularly, these people have nultiple
co-existing conditions. It is clear they are a
target audi ence for you because it was mentioned
several tinmes this norning that the aging
popul ation is one of the inportant reasons to push
forward with this.

And a rel ated question, | haven't heard
much di scussion, or in the materials, about the
softer, if you will, nore subjective adverse
outcones related to statins that always anecdotal |y

have been di scussed--depressive synptons, nild
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cognitive changes. | was just wondering what
di scussi ons and concerns have been raised in those
ar eas.

DR. PASTERNAK: Well, both those questions
are inportant. You are correct, in the
AFCAPS/ TexCAPS trial nost elderly were not
included. | think our answer to that is that if
one | ooks across all of the clinical trials at
subgroups such as they exist, the elderly group has
aresult that is consistent in ternms of relative
risk, often greater in terns of absolute risk
reduction than younger groups.

The two trials that addressed the nost
el derly include PROSPER, a study of pravastatin,
and the Heart Protection Study, a study of
simvastatin. They were specifically designed to
| ook at that question and in those, including the
age groups you just nmentioned, there was a highly
statistically significant benefit that was
honogeneous with the results in other groups.

So, | think that the weight of the

evi dence for statins in the elderly is that
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relative risk is consistent and the absolute risk
is often even greater because the absolute risk in
that population is very high

I amnot quite sure of the answer to the
other question. Ohers on the panel mght wish to
respond but, you know, statins have been | ooked at
for a long, long tinme now One of the points of
our ACA/ AHA/ NHLBI statement in 2002 was to try and
review all of these other notions that statins
m ght sonmehow be doi ng sonething el se that people
need to worry about, whether it is something
important |ike cancer or other |ess inportant
i ssues. As you probably know, there are al so those
who are arguing on the other side, that they are
useful. | think npbst of those observational kinds
of | ooks have not borne out in either direction and
we have to stay focused on what we know t hese
t hi ngs do.

DR WOCD: Frank?

DR. DAVI DOFF: Yes, | am having
considerable difficulty interpreting the CUSTOM

study, as interesting as it is, because it seens to
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make the assunption about user eligibility based on
several criteria that are on the product |abel and
that are widely accepted, but it does not take into
account other prinmary prevention strategies that
are easily available to people and are w dely used,
in particular | ow dose aspirin.

So, I will limt ny question to that,
which is were data collected on how many peopl e
were taking | owdose aspirin in the CUSTOM st udy?
Because from what we have seen of the data with
| ow-dose aspirin, it reduces risk over the |onger
termby just about the sane anpbunt that statins
would in a primary prevention setting. Albeit,
aspirin does have certainly its own risk profile,
which is another issue, | just have difficulty
knowi ng what the actual risk and, therefore, what
the actual benefit would be for people who enter
this trial or who took OTIC statins in the
mar ket pl ace because we really don't have an idea of
what their risk status is if we don't know if they
wer e taking | ow dose aspirin.

As a related sub-question, are there data
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on potential marginal benefit for taking statins in
addition to | ow dose aspirin? Because there nmay
be, in which case that woul d be encouragi ng, but
there may not be.

DR. HEMMLL: There are a | ot of questions
within that one question. Yes, we do have the
i nformati on on who took | owdose aspirin in CUSTOM
and we can get to that in a mnute. But | think
the | arger question revolves around the conconitant
use or the additional benefit with regard to taking
| ow-dose aspirin and a statin. | would like to
i ntroduce Dr. Tony Gotto, who is willing and able
to conment on that particul ar topic.

DR. GOTTG | am Tony CGotto, from Wil
Medi cal College. W recorded the participants in
AFCAPS/ TexCAPS who were taking aspirin. W didn't
differenti ate between whether it was | ow dose or
regul ar aspirin, but just aspirin use. In
virtually all of the secondary prevention trials
with statins there has been a high use of aspirin,
in the CARE study about 80 percent, and that is

about typical for the secondary prevention studies.
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There was significant aspirin use in AFCAPS/ TexCAPS
as well. This group was very active physically and
there was a major enphasis on lifestyle changes for
all of the participants in this study with group
sessions, and we hamrered away at diet and
exercise, and these were very heal th consci ous
individuals. | think they certainly qualitatively
rem nded nme of the description of the typical OTC
patient. But all of the statin trials have shown a
benefit on top of aspirin use, on top of beta
bl ocker use, ACE inhibitor and various other things
that are controlled for. And, |ow dose aspirin has
not been approved by FDA yet, has it, for primary
prevention?

DR PEARSON: | would like to comment. |
am Tom Pearson, fromthe University of Rochester
I had the opportunity to chair the American Heart
Associ ation primary prevention witing group which
endorsed the use of |owdose aspirin for the
primary prevention of heart disease.

Part of the issue directly related to the

question is that, in fact, in January was presented
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an anal ysis | ooking at randoni zed, controlled
trials of a statin, pravastatin, with the
observational armof aspirin use. This was
presented as part of a presentation to the FDA
advi sory group on netabolics. The suggestion is
that there is at |least an additive effect and very
possi bly a synergistic effect which you could, in
fact, bring into a variety of mechanisnms to explain
that. But it is at |least additive, and sonme of our
statistical friends would suggest it is even
synergi sti c.

DR WOOD: Thanks.

DR. SCHAMBELAN: My question gets back to
the sel f-managenment system and the specific issue
of the pharmacy interaction. |Is the plan not to
mar ket this OTC product in conveni ence stores and
supermarkets in which there is not a pharmacy? |Is
that going to be specifically interdicted? It
seens |like a lot of educational materials would not
be available in that kind of a setting, and that is
certainly where a | ot of OIC products are sold.

MR HANSEN: Yes, we are clearly
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recomrendi ng that this be sold in stores with a
pharmacy only and no ot her outlets.

DR. WOOD: Dr. Snodgrass?

DR. SNODGRASS: | will just ask one
question. It relates to the risk-benefit ratio
considerations and that is, what is the risk of not
bei ng eval uated by a physician? That is basically
my question. | realize they attenpt to involve
heal thcare professionals in this but it seens to ne
that there are a nunber of causes of so-called
secondary dyslipi dem as, besides di abetes and
thyroid, obstructive liver disease and rena
failure. | don't know that patients who will have
some of these conditions or sone degrees of them
will be aware of this. | think there is also the
i ssue that those persons in your study who knew
enough to know about their chol esterol may, of
course, have had sonme interaction with their
physi ci ans so you nmay have sel ected away fromthose
who would less likely have this know edge.

DR WOOD: Someone want to take that?

DR. COHEN: Yes, thank you for the
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question. | can understand the first part of it
but help nme if | amnot answering quite the
question that you asked afterwards.

If we | ook at the benefits of this program
overall, it really necessitates, in ternms of proper
use, that the person knows sonething about hinself
or herself with regard to the | abel. |Indeed, the
CUSTOM study showed exactly that. So, soneone who
has never seen a physician, who doesn't know their
bl ood pressure--they know whet her they snoke, they
know their age and they could qualify just on that,
and the famly history, and not have any ot her
medi cal know edge except that they don't know their
I'ipids which, of course, is part of the |abeling
t here.

So, | think in this situation if soneone
took it wi thout knowi ng what their cholesterol is,
again, you would have to cone back to a hi gh enough
ri sk patient who woul d benefit regardl ess of what
that was. And, we can pick a nunber, whether it is
hi gher or |ower or exactly what we woul d expect as

an average, and this m ght happen over a period of
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time with other people being involved and not
knowi ng their chol esterol

If you shift their curve to the left, then
I think we will see, as Dick Pasternak showed on
his slide, a reduction in risk estinmtes based on
the LDL reduction that will be achieved using the
Mevacor OTC product. The issue is, is the safety
there for that person who is unknown, and | think
fromthe data that we have seen here this norning
that the safety is there. So, that benefit-risk
ratio for that person who has not seen a physician,
who has not been evaluated is still favorable |
think. Certainly, hopefully, he or she will see a
physician nore |ikely because of the result of
reading the | abel, being in the program
recogni zi ng the inportance of knowi ng these data
and getting foll owup than they woul d have perhaps
otherwi se. Does that address your question?

DR WOOD: Can | just followup on that
question? It seens to me that there is an
underlying assunption that is sonewhat untested and

probably wong. That is, the conparison for OTC
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| ovastatin that should be nade i s one agai nst
physi cian care which is 100 percent perfect--

[ Laught er]

--and that is what | mean by probably
wong. How do we know it is probably wong? Well,
the first way we know it is wong is that al nost
the only way that soneone can get a cholestero
measured in this country is by going to a
physician. So, alnpbst by definition and goi ng back
to Dr. Snhodgrass' question, the population that you
have studied has to be a popul ati on of patients who
have failed to receive adequate chol esterol contro
in spite of being seen by a physician.

Then, the second part of the question
relates to toxicity and follow ng the warnings.
Again there is an unspoken assunption, which is
also | think probably wong, and that is that if
patients, indeed, saw a physician the warnings
woul d be clearly followed explicitly and
absolutely. And, we know fromlots of data--you
know, just think of three drugs that have been

wi t hdrawn, Bacyol, Resulin and cisapride--in each
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of these cases there were explicit warnings on the
drug |l abel and in each of these cases, and in the
case of Resulin particularly, we knowthat only a
tiny percentage of patients were follow ng the
specific nonitoring warnings that were out there.
So, | was a bit surprised that you all didn't
address that in the presentation.

DR. COHEN: Well, let me just come back to
your first point, and that is that these are
patients who nmay have seen a physician and the
physician didn't act appropriately. W don't know
that. 1In fact, the physician may have acted quite
appropriately in the sense that they assessed the
ri sk, they recogni zed high chol esterol, and perhaps
wanted to recommend an Rx therapy. What is unique
about this population is that it is an OTC-driven
type of popul ati on where they say, you know, Rx is
for a sick guy. | ama healthy person. | am
concerned that my cholesterol is too high. | wll
conti nue doi ng what ever, including buying other
heart - heal thy suppl enents.

So, | think these people may be in the
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system They nay be seeing their physician and we
have data to show that. But, in fact, | think they
are, for whatever reason, not follow ng through in
terns of an Rx or not getting an Rx in the first

pl ace, perhaps rel ated outcone the healthcare

system
DR. WOOD: There is another response.
DR. HEMMLL: | do want to acknow edge
your comments, Dr. Whod. |In fact, we are not

trying to conpare to the healthcare systemhere. |
think in one of the earlier slides that Dr. Cohen
showed, we did pretty well according to what is
currently in the literature about managenent of
statin therapy, certainly not worse.

DR WOOD: | just wanted to be polite!

Dr. Fol |l man?

DR. FOLLMAN: Yes, | would like to discuss
the issue of potential under-dosing with the
over-the-counter strategy for Mevacor. First, Dr.
Cohen had a slide, | think it was 181, which showed
the distribution of baseline LDL levels. | have a

copy of that here, and | was counting up the
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percentages greater than 170 and it | ooks |ike
about a third of the patients in the CUSTOM st udy,
with all the scrutiny, etc. that was involved in
that study, had LDL |levels which are not in
accordance with the | abel and they woul d probably
be better off being seen by a doctor and getting
optinmal statin dosing and therapy. So, there is
this concern about potential under-dosing at the
poi nt of purchase.

Anot her thing has to do with the potentia
under-dosing over tine. So, if you |look at the
| abel at the back of the box or some of these
brochures, etc. that you have, there isn't really
mention made, as far as | could tell, of the
i mportance of getting LDL tests, say, every year
So, the way this is being nmarketed or proposed is
chronic treatnment. So, you just keep using it
presumably forever. So, for a person |ike that who
is going to continue to use it and not recognize
that his LDL is creeping up past 170-200, or
sonet hing, seens to me an error of omission in the
| abel .

So, two issues about under-dosing, one at
the time of purchase and then concern about upward

drift which won't be recognized by the |abel, or
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encouraged to be discovered by the | abel

DR. PASTERNAK: Dr. Hemwall is going to
have a comment about the last part of that with
respect to the | abel, but we obviously would have
loved it if everybody who had an LDL over 170 had
nore potent LDL-1owering than was avail able from 20
mg of lovastatin. But, remenber, these are people
who didn't get any other therapy.

I have heard a lot, not only in the
context of thinking about this but kind of on the
street, about the potential under-dosing with 20 ng
of lovastatin. Renenber a couple of things. First
of all, there is this 1:1 relationship that for
every mlligranmideciliter LDL lowering there is one
percent change in risk. So, while it is not the
optimal risk lowering that a very |arge dose of a
very potent statin in a very high risk popul ation
wi || achieve, renenber, we saw on the average 20-25

percent LDL |owering and that is associated with a
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substantial relative risk reduction of roughly 25
percent. So, it is true that greater degrees of
risk reduction are possible, but this is still a
very inpressive degree of risk reduction and
certainly conparable with the kinds of things
people try to do every day to inprove their risk

In terms of the LDL test, | think it is
the same sort of comment. We would have been
delighted if everybody had behaved appropriately--a
comrent that is kind of consistent with Dr. Wod's
a monent ago. Wen in other settings we have
tested how physicians do with respect to LDL
monitoring, there is that sane problem So, it is
not optimal. It is not optimal in this population
and it is not optinmal in the standard of care these
days.

DR. HEMMLL: | just wanted to nake sure
we gave a conplete response to the question with
regard to the nessages that are in our materials
for ongoing nonitoring not only of your
chol esterol --and the | abel specifically says if you

have reached goal get your chol esterol tested once
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a year--but it also says that one should be on the
| ookout for any change in their health condition
and that they should see their doctor for any
change in those conditions. W actually measured
that in CUSTOM W had peopl e, as Bob Tipping
poi nted out, develop diabetes that didn't go to
their doctor during the course of the CUSTOM st udy.

Anot her feature of the support and
managenent systemis the ongoi ng comunication that
goes on well beyond, into the future, where they
wi Il be receiving comunications and regul ar
messages within the materials. | urge you all to
ook at the materials that are in the box that we
provided for you. Also the newsletters that come
on a periodic basis when one opts into the program
all encourage that retesting and the continual need
to reeval uate your health status and the need to
see a doctor.

DR WOOD: Dr. Watts?

DR. WATTS: The success of the programis
in large part dependent on the patient's accurate

know edge of their chol esterol |evel to know
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whet her they are appropriate to initiate their
therapy, and their followup cholesterol level to
know whet her they are reaching goals. Wat |
haven't gotten a clear picture of, though it may
have been woven into all this, is information about
the validity of patient self-reports of their lipid
results, both for the initial assessnment of whether
they are appropriate candi dates for OIC Mevacor and
for subsequent studies to know whether they are
meeti ng goal

MR. HANSEN: This is going to be a tag
team because | amgoing to first start with the
general popul ati on know edge of chol esterol nunbers
and the ranges because that is inportant if this
product is approved in the general market. Then
Bob Ti pping will cone up and show you exactly the
peopl e in CUSTOM who did know their nunbers and how
accurate were they in those self-reported nunbers
because we did test at the end of the study. So,
if I could have slide 1938?

[Slide]

This is in the general population. W did
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the study this year, and it shows a coupl e of
things. First of all, awareness of tota
chol esterol nunbers was virtually 100 percent and
that is why it is not on the chart. Then, what you
will see is the subfractions of LDL, HDL and
triglycerides.

There are a couple of things on the chart,
first of all, the know edge of these terns--and
this is just know edge of the terns--has increased
over time but it is certainly higher for total
chol esterol than the subfractions but we are making
progr ess.

Now | would like to go to slide 1943
because this is getting closer to hone. This is
actual ly do people know their own val ues?

[Slide]

This, again, is on an ongoi ng basis and we
will show you trends. So, this is total
chol esterol and can peopl e describe their own
chol esterol ? For the nost part, their tota
chol esterol --over 90 percent can describe it. Only

28 percent can give you a specific nunber but 91
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percent can describe it as either being high,
borderline high or nornmal

[Slide]

If you go to the next slide, you will see
that there is a drop-off on LDL but still pretty
good nunbers. Less know their specific nunber but,
agai n, they have heard fromtheir doctor or know
for thensel ves and they can describe it as either
bei ng high, borderline high or nornal.

Now, the real key question is how did
peopl e in CUSTOM who said they knew their range do
conpared to their actual values, and Bob Ti pping
will show that.

DR. WOOD: Well, the other question, going
back to nmy point, is presumng they heard from
their doctor that that is nornmal, that may not fit
with the criteria fromthe panels. Do we know
that? Do we actually know t hat when a patient says
their cholesterol and their LDL is normal that that
means that they don't fit the treatnent criteria as
dictated by the various recomrendati ons?

MR. HANSEN. |If we don't answer your
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question we will cone back, but | think what Bob is
going to show is that people were able to describe
either their exact nunber or whether it was in a
range of either normal, high or low Then we went
back and | ooked at those nunbers and he will tel
you how well they were able to match those up. |
think that will get to your question but, if not,
will clarify.

MR TIPPING Thanks, Jerry. Before
descri be sone nunbers for you, let ne just rem nd
you a little bit of the design where behaviora
deci si ons were based on an individual self-reported
val ue but we did obtain the baseline actua
measured values so we were able to address the
question of what is the accuracy or the validity of
t hat .

Wth our user popul ation, we had 660
i ndi vidual s who reported that they knew their val ue
and then we were actually able to obtain the
basel i ne value, and for 76 percent of themthose
two val ues agreed with regard to the ranges
descri bed.

DR WOCD: Dr. Schade?

DR SCHADE: Yes, | have a question. | am

having trouble finding the information, and it may
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be nme, but ny question is about diabetes. |
understand this may not be the direct popul ation
bei ng targeted but they actually represent a huge
risk for atherosclerosis, but as | understood it
fromthe presentation earlier this norning, the
| abel ing or the package insert is going to state
that if you have di abetes you should not take this
drug. Is that right or am| confused about that?
How are you actually handling a case when a patient
knows they have di abetes?

DR. HEMMLL: Yes, that is one of the
messages right in the main part of the | abel, that
you are not to take the drug if you have diabetes,
wi thout first checking with your doctor. So, it is
not a contraindication but it is a statenent that
says that you need to talk to your doctor if you
have di abetes. 1In fact, we hope that if they find
out that they do, they nmay need nore conprehensive
care than sinply an OTC

DR. SCHADE: Yes, that would be of concern
to ne only because | can see a rush of patients
comng in, pointing to nme, saying that they cannot
take this statin and, by definition, other statins.
It would be worrisonme to the patient as well. | am

concerned about that.
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DR. HEMMLL: Well, that is a good
concern, and | would want to take that into
consideration with the teamas far as perhaps even
putting nore of that information in the educationa
mat eri al s about the inportance of having your
lipids treated and to see your physician. It is
not that it is a bad thing if you are a diabetic to
take a statin, but nore that you should be doing it
in collaboration with your physician.

DR SCHADE: Yes, | think sone nore
expl anation is needed because nbst of ny patients
who have di abetes read sonet hing and they
imredi ately think it contains sugar, or something,
because all these cold nedicines and everything
el se contain that same statenment and | get |ots of

calls when a patient gets a cold--can | take this,
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this and this? And, inappropriately, they end up
not taking something that would hel p them

DR. HEMMLL: That is good advice. W
woul d want to factor that into our naterials.

DR. WOOD: That is a good point. Dr.

Car penter?

DR. CARPENTER: Goi ng back to your earlier
description of a lot of this process, challenging
or raising new approaches to how we structure the
par adi gm of practicing preventive nedicine, |
consider that a great deal of obstacles and certain
patients' access to various nedications is cost. |
just wondered if anyone has specul at ed whet her
i nsurance coverage for statins would change with an
over-the-counter designation and if that woul d have
any inpact on getting this to the people of concern
in contrast to using it as a prescription

DR WoOD: Well, it my well do but |
think it is probably not the renmit of the comittee
to address the financial issues, however
controversial that mght be, unless the FDA wants
us to address that.

DR MEYER | would say it is to the
degree that the issue of the overall benefit to the

popul ati on has been rai sed, which also isn't
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strictly our purview. | think it mght be
interesting to hear the answer to the question

DR. WOOD: To rephrase the question, wll
it be covered under insurance? |s that the
question?

DR. CARPENTER: Is there any infornmation
to indicate that with a change to over-the-counter
status it would substantially affect availability
because of |ack of insurance coverage?

DR WOOD: And | would extend the
question, and would it result in other statins
bei ng taken off coverage for Rx?

MR. HANSEN: This was a key concern of
ours because the goal of our programwas to
actually get people into the system and get on
either OIC or prescription therapy if possible.

So, we actually went out and did a study, an
i ndependent study with Towers Parent that was

published in The Journal of Managed Care Pharnacy,
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in Novenber, and the results were pretty
interesting. W had a good representation of nost
of the | arge managed care organi zati ons and they
have covered over 100 nillion lives, and the
findings were that they view chol esterol as very
different than they do allergy or heartburn, like
with the recent switches of Caritin and Pril osec,
that cholesterol is for nore serious treatnent.
They al so recogni zed, as we showed in the treatnent
gap, that nost of the treatnent today is with the
hi gh ri sk people with higher dose statins. So,
they really don't feel like they would be capable
of down-shifting or downstream ng those consuners
because that woul d be bad medicine and, in fact,
they may be liable for that. So, we do not see any
evidence that there will be any major changes in
formul ary.

The only bal anced statenent | will give to
that, however, is that if a person did cone in and
they were appropriate for the OIC | abel and were
not on prescription |lowering at the tine, nmanaged

care said, hey, there is not a problem As |long as
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they are appropriate for OIC, they can try that
product and if they don't get to goal, certainly,
we woul d put them on prescription therapy--so, a
cl ear delineation between the person who is on an
Rx today. No, we are not touching those people.

In the future, if they fit the OTC profile,
potentially.

DR. SCHWARTZ: Sandy Schwarts, University
of Pennsylvania. | have been advisor to sone of
the PBMs and to sone of the nedical insurers
regardi ng Medi care coverage deci sions. You have to
be careful. They nmake their own coverage
decisions. But | think it is safe to say that an
OIC preparation woul d not be covered by current
pl ans, but also that it alnobst certainly would not
affect the other current statins on therapy because
of the dosing differential for treatment targets.
For exanple, even PPls, people who require higher
doses of PPlIs can still get coverage under al nost
every insurance plan in the country while you can
get | ow dose PPls over-the-counter.

DR WOOD: Dr. Neill?

DR. NEILL: | have a couple of questions.
Several of the speakers have nentioned the

treatnment gap for these noderate risk patients, and
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| aminterested in data, if you have it, that | ooks
at all 11,000 callers, of whom 3300 were eval uated,
and in those groups how many were treat nent
eligible and how nany were already on treatnent pre
and post CUSTOM? |n other words, | am | ooking for
evi dence of efficacy that this sel f-nmanagenent
program does what you suggest that it would do when
it is OTCin this CUSTOM study. Then |I have a
second question after that.

DR HEMMLL: Well, the first answer is
fairly simple. W did not collect that kind of
information fromthe callers regarding their
denogr aphics or the type of information that you
are | ooking for.

DR NEILL: As a famly doctor that takes
t hese phone calls when advertisenents end up on
television, | am anxious to know for those 7000 or
6000 patients that did not present to be eval uated,

what was the enticenment for the 3000 that did, and
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what was the dissuasion for those that did not?

DR. HEMMLL: Well, again, this may be in
part an artifact of doing a study where you don't
have a pharmacy in your |ocal neighborhood which
woul d carry the product in the real world. So, in
the seven geographic areas in which we conducted
the study, each had two sites. Here, in the
Washi ngton Beltway area, we had a site | believe in
the Silver Spring area and one up--there is a
northern side and a southern side and | can't
remenber the exact cities. W can get that.

But the point was that a | ot of people
realized, once they nade the phone call, that they
m ght have to either travel to a study site or they
deci ded that there was sonething that was
i nconveni ent for themand they didn't want to
participate. They weren't given very nuch
information, as per FDA working with us on the
protocol--not to explain to thema | ot about the
study, other than that it was, indeed, a study; it
was not somnething were you were actually purchasing

a retail product. Although they were also told
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that they would have to purchase the product and
that may have di ssuaded a | ot of people who thought
they were going to get free nedicine.

DR WOOD: You have a second question?

DR. NEILL: | will hold it till later.
Thanks.

DR WOOD: Dr. Cdyburn?

DR. CLYBURN: W heard a | ot about the OTC
popul ati on and how they are interested in
prevention and not necessarily wanting to
acknow edge that they have any chronic illness like
hyperlipidema. Are we going to facilitate their
denyi ng that they have hypertension, obesity and
hypergl ycem a by putting medi ci nes over the counter
to treat hyperlipidem a?

DR. WOOD: It sounds |like perfection is
the eneny of the good, right?

DR. HEMMLL: | amnot really sure
understand the question. Could you repeat it,
pl ease?

DR CLYBURN. We spent a lot of tine

hearing about the OTC popul ati on bei ng different

file://ll[Tiffanie/c/storage/0113NONP.TXT (174 of 406) [1/26/2005 10:48:39 AM]

174



file:////ITiffanie/c/storage/0113NONP.TXT

175
than the regul ar popul ation, and that they are
unwi | I'ing or don't want to acknow edge any chronic
illness, are nore interested in prevention. Are we
going to nake them feel good about thenselves with
over-the-counter nedications and allow themto deny
other illnesses?

DR. HEMMLL: No, | don't think that is
the case but | think Jerry Hansen, who has done an
awful lot of the consuner research and has a better
under st andi ng, nay be able to address that
quest i on.

MR. HANSEN. This is a tough question
because it has kind of enotional behaviora
insights involved with it. So, | amnot exactly
accurate but | think | can say, after talking to
30, 000 consuners over the past seven years, | can
probably get pretty close. Hypertension and
di abetes are viewed very differently by a consumner
than is high cholesterol. | think you have
probably all seen that in your practices.

The burden that high chol esterol has that

those other ones don't is that diet and exercise is
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usually tried first and if you don't succeed, that
is considered a failure by the patient and
oftentimes by the doctor as well. So, this is a
situation where the patient really doesn't want to
admt they failed or admt that they are sick and
would like to try an internediate step in between,
whereas we don't see that with hypertension or sone
of the nore serious conditions |ike diabetes.

DR WoOD: Dr. dapp?

DR CLAPP: M interest is in the |abeling
of the product with regards to women who are under
55. Apparently, the reason that it has a pregnancy
X categorization is because of the risk to the
fetus to wonen of childbearing age. In this
regard, the product is being nmarketed for wonen who
are over 55. | amnot sure if there is clarity on
the package with regards to the reasons that wonen
under 55 should not take the nmedication. Since
that doesn't seemto be addressed, should that be
listed in terms of "do not use if you are a wonan
of childbearing age," rather than a woman who is
pregnhant or | actating.

DR. HEMMLL: Yes, | think we can probably
add additional |anguage to the |abel in that

regard, but it is inportant to recognize that the

file://ll[Tiffanie/c/storage/0113NONP.TXT (176 of 406) [1/26/2005 10:48:39 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

177
reason that this drug is category X is because
there is no benefit to treating a woman during the
short term of pregnancy for lipid |owering, and
there is an equation which goes into category X
And, if there is no benefit whatsoever, then even a
smal | amount of risk renders it to be
contraindicated and that is why the statins are
category X, because there is no benefit to treating
hi gh |ipids during pregnancy.

But the Il abeling question is a good one.
In fact, other OTCs have al ready adopted that. As
you well know or many of you may well know, the
NSAI D cat egory of drugs, which enconpasses quite a
few of the OIC products, do have concerns about
di sruptions in the pregnancy or harmto the fetus
with regard to inhibition of prostaglandin
synt hetase and all over-the-counter NSAIDs carry
specific | abeling warnings about not using the

product in the third trinmester with that exact type
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of | anguage which you suggest. So, certainly,
there is roomto strengthen the nessage in the
Mevacor | abel beyond just do not use if you are
pregnant or breast feeding.

DR. CLAPP: Then ny question to you is
additionally that if the reason for under 55 is
because of concern of pregnancy--

DR. HEMMLL: No, the 55 is according to
the NCEP guidelines as a risk factor. One of the
risk factors is age for heart disease, 55 for wonen
and 45 for nen. The paradigmis know your [ipids,
between 130 and 170, and have two additional risk
factors, and you autonmatically have one of those
risk factors by having the age for men or wonen.

DR CLAPP: So, then teasing out the risk
to the unborn fetus, should there be sonething
specifically noting that wonen of chil dbearing age
shoul d avoid this nedicine because of the risk to
the fetus, unless they are prescribed the
medi cati on by a physician?

DR, HEMMLL: | think the nessage woul d be

nmore along the lines of if you are planning on
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becom ng pregnant you should not be taking this
drug. The data that we have so far, and we woul d
be happy to go into nuch nore detail, is that the
risk to the fetus, as seen in clinical outcones, is
very much simlar to what would normally be a
category C drug but, in fact, if a woman is
i nadvertently exposed in an uni ntended pregnhancy
the risk to the fetus is very small

DR WOOD: Could | make a suggestion--this
is obviously a very inportant topic--but that we
hold this until after the next presentation which
is going to address this directly, and then we can
cone back to it in detail if we want? Dr. Parker?

DR. PARKER: M question is about the
| abel conprehension study. M question is whether
or not it is adequate. M understanding is that
there were 696 patients and that over half of them
were under the age of 45, and | ess than 10 percent
of themwere over 65. | guess | have a little
trouble with that. |If the purpose of the | abel
conprehensi on study is to assess whether or not the

| abel is adequately conprehended, the target
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popul ation for users is really small in that. So,
I would Iike soneone to address that.

I understand fromthe slide presented that
| ooked pretty good, greater than or equal to 80
percent had acceptabl e responses on the measures.
What about those that were incorrect, and was that
data used in redevel oping the |abel so that it was
nmor e adequat el y understood? How was the data from
the | abel conprehension used in CUSTOW?

DR. WOOD: Sonebody want to address that?

M5. LEVY: M nane is Stephanie Levy, and
I run the | abel conprehension studies. |f you
could just ask me your questions one by one, | wll
be happy to try to answer them

DR PARKER: Could you address the
adequacy of the study, nunber one--696 patients,
|l ess than half of themin the target age--excuse
me, half of the participants in the | abe
conpr ehensi on study were under the age of 45.

M5. LEVY: Yes, we designed this study in
conjunction with advice fromFDA. It was designed

to be a representative sanple. However, we did
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feel it was inportant to supplenment for |ow
literacy groups, but it was felt to be inportant to
i ncl ude people who were not in the target group to
confirmthat they were not appropriate to use the
product as well. In ternms of wormen under 55, we
did have 254 wonen in the study of that age group

DR. PARKER: So, 255 [sic] wonmen that
woul d not be users of the drug were tested on their
ability to conprehend the label. |Is that correct?

MS. LEVY: That is right, because
conmpr ehensi on i s supposed to test anobng the people
who can use the product, do they recognize that,
and anong those who can't use the product, can they
recogni ze that as well

DR PARKER. \What was the performance on
the | abel conprehension study of understandi ng your
eligibility based on your age al one?

MS. LEVY: | can show you information that
shows the self-selection anong that group of women,
but we don't have data that links that that is the
reason but, certainly, we have self-sel ection anpng
that group of wonen, if you would |like to see it.

DR. WOOD: | think the question is, is
there an age-related difference in the

conprehensi on study. |s that the question?
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DR. PARKER: Did these peopl e understand
the | abel well enough to be able to deci de whet her
or not they are age eligible?

MS. LEVY: Could | have slide 1751
pl ease?

[Slide]

These are the self-selection scores, both
men and wonen in the different age groups. W
| ooked at correct/acceptabl e scores and al so
correct and acceptabl e separately. You can see
anong the wonmen under 55 years old, and there were
254 of them 92 percent got a correct or acceptable
score; 76 percent conpletely correct saying that
they could not use the product.

DR PARKER  Thank you.

DR. WoOD: | know we have nore peopl e who
want to ask questions. | just want to be sure
have covered everybody at |east once. 1Is there

anyone who has not had a chance to ask a question
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and wants to ask one that | mnissed?

[ No response]

Then let's go to Dr. Md ung.

DR MCCLUNG | want to cone back to the
differentiation--this is an easy question, by the
way, that has a specific answer--in the jargon we
have heard today, the OTC versus the Rx guys, one
of the strong justifications for having Mevacor be
over-the-counter is that patients would accept an
OTC medi cation nore than a prescription nedication
Let me ask exactly how that question was asked
where you got those answers. Was is asked "woul d
you prefer to have a prescription or
over-the-counter renedy for your heart health
progranm?” O, was the question asked "if
| ovastatin was avail abl e over-the-counter and by
prescription, would it nmake a difference in your
sel ection on the basis of lovastatin availability
in those two ways?"

If you conpare a prescription drug and an
OIC drug, you have described that people who want

OrfC things don't want to see thensel ves as sick
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The other distinction is that patients see
over-the-counter preparations as being natural and
safer in sone ways than chem cal prescription type
drugs. So, to conpare prescription drugs with
over-the-counter preparations like vitamin Eisn't
quite the same as conparing the acceptance of a
specific product, in this case lovastatin, and a
prescription versus in an over-the-counter
circunstance. So, can you describe actually how
you asked the question to derive the data that you
presented to argue that over-the-counter
availability would increase the interest anong
those who might choose to take it?

MR. HANSEN: Yes, let's | ook specifically
at slide 58 if that answers the question. |
believe it has the exact wording of the question

[ Slide]

So, what the National Consuner League did,
because this was a concern of theirs as well and
they wanted to understand what is the magic of OTC
they went out and asked people who were untreated,

either at potential or known noderate risk to
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t hensel ves, which of the products you would nore
likely take action wth.

The further description of this was that
they are exactly the same product, exactly the sane
dose. The only thing that differs here is the
distribution of the product. So, here are the
results that you see, which one would you rather
consi der taking? Again, this was 20 ng Mevacor or
the equivalent, whether it is OIC or Rx<. You can
see that 3:1 they would nuch nore likely take
action with an OIC than a prescription, which is
the basis for our being resistant to Rx versus OTC
So, that is exactly how the question was worded and
exactly how it was put into perspective, that this
is exactly the sane drug, the only thing that
differs is how you get it.

DR. MCCLUNG Does that assune that the
cost is the sane? Many people with prescription
drugs are paying $15 for an Rx drug and they are
payi ng whatever it is for an over-the-counter, so
did that nake any financial assunptions?

MR, HANSEN: | can't remenber whether in
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this exact survey they did put a price around it or
not. W have had ot her surveys however where we
put a price range, and we have certainly not
finalized the price for Mevacor, but in the range
of 75 cents to a dollar a day, just to put it into
perspective. And the nunbers you see there are
very consi stent across studies, that people, in
that price range for an OIC, would prefer--at |east
the person we are targeting, would prefer to try
Orc first versus Rx.

DR. WoOD: Dr. Wol f?

DR WOOLF: To ne, the CUSTOM study is a
pi votal study so | would like to get sone nore
i nformati on about exactly how it was conducted,
sort of the nuts and bolts.

In the simulated pharnmacy, what was the
role of the nurse/pharmacist? Did this individua
provi de guidance if asked; provide gui dance without
bei ng asked? What exactly did this person do?

Secondl y, what was the cost to the
participant for the drug, and how does the cost

conpare to what it is likely to cost in the
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mar ketplace if it were approved for
over -t he-counter use?

MR, TIPPING Your question was in the
CUSTOM study desi gn what was the role of the study
site nurse that was acting as a pharnmaci st, and
what was the cost of the nmedication. The study
site nurse was there to answer questions but was
specifically instructed not to vol unteer any
information. So, the participants could interact
with themin a couple of fashions. They could ask
a specific question about the | abel and they would
get an answer to that specific question. O, they
could initiate, of their own accord, a ful
eligibility--is this product right for me? At that
poi nt the nurse would take themthrough all the
eligibility criteria.

The second part of your question had to do
with the cost of the product. It was $15 a box.

DR WOOLF: And how does that likely
compare to what it would be if it were marketed?

MR, HANSEN. Again, we haven't finalized

the price. It is certainly within the range of
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what we charge in the marketpl ace

DR WOCD: Dr. Watts?

DR WATTS: W have heard a | ot of
i nformati on about the patients who self-selected to
use Mevacor OTC, but | don't recall hearing nuch
about the patients who deci ded not to use Mevacor
OrC, and that information mght be helpful in
getting some idea of how effective this approach
woul d be in nmaking inroads to this treatnent gap.
So, | would like to know, if possible, what
percent age of those who chose not to take the drug
woul d have been candi dates for the drug, that is,
the proper age, the proper LDL chol esterol and
other risk factors.

DR. HEMMLL: Wile we are getting that
slide, | think Bob is going to have an answer for
you, but we don't have as conplete information on
the people that were evaluators as we do on the
peopl e that were users. W have sone information
on sone eval uators who went through an eligibility
assessnent but our information is |ess conplete on

them just because that was the way that we were
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abl e to mai ntain hands-of f on naki ng sure they nade
the decisions on their own.

MR TIPPING Thank you for that question
It had to do with the people who didn't purchase
the product. Right? If | could have the slide
that we just tal ked about?

[Slide]

I amglad to get that question because we
feel that this is a very inportant group too. |If
you recall fromny presentation, there were over
2000 of these individuals who took the tine to cone
to the site and do an eval uation of the product and
then chose not to purchase.

They broke out in this fashion: 438
i ndi cated that they needed nore information and
they left the site and didn't come back. There
were 1673 of the 2111 who decided not to purchase.
O that group, applying all the label criteria--age
and everything--98 percent of themwere ineligible.
In fact, if you cone down a little bit nore, there
is 64 percent that is a subset of the 1673 and it

is an inportant subset because they specifically
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said they don't think Mevacor OTC is right for
them So, in this subset virtually each of them
was found to be ineligible by some conponent of the
| abel .

DR. WOOD: Dr. Taylor?

DR TAYLOR. For your product to be
ef fective over the long haul, a high degree of
compliance i s needed and you have shown in your
CUSTOM t hat you did get some fair results. | am
curious, did the individuals know that they were in
a study? For exanple, did they sign a consent
forn?

The second question is were they provided
any incentives for returning to inprove their
conpl i ance?

MR. TIPPING Yes, your question was did
the participants in CUSTOM have to sign a consent
form That was the first part of your question
The answer to that is yes, but only after they had
gone through the process and made a purchase
deci si on.

Your second question | think had to do
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with incentives--

DR. TAYLOR: To return; follow up
basi cal | y.

MR TIPPING No, there were no
i ncentives--

DR TAYLOR. For exanple, travel stipends,
cash stipends?

MR TIPPING Only at the end of the study
after all the decision processes had been nmade,
there was reinbursement for travel. But during the
whol e course of the study as behavi ors were being
observed there were no incentives to return to the
site. | would also remind you that they had to
come back and actually purchase the drug, or if
they needed a test or wanted a test, purchase the
test. So, no real incentives to encourage--

DR. TAYLOR: But they received sonething
at the end as a sort of end of study incentive?

MR TIPPING At the end of the study they
were reinbursed for their expenses for traveling
back and forth to the sites. There was no

know edge that that was coming during the course of
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the trial

DR WOCD: That wasn't in the consent
forn? That is hard to believe. So, they just got
a Christmas present at the end and that was
astoni shing to thenf

[ Laught er]

Presunmably, just while we are thinking
about that, the people who didn't show up and
dropped out presunably didn't get the paynents?
Which is the question which | think is being
addressed by Dr. Taylor, one of them

MR STRUBLE: My name is Bill Struble. |
ampart of the clinical teamat Merck. To answer
your question about compensation, the advertising
for the study did indicate that they would be
reimbursed for tinme and travel, as well as the
consent form It was designed not to be a
sufficient anount to be an inducement or an
incentive, and that was done in conjunction with
the institutional review board. They didn't get
that noney until the end of the study, as Bob had
sai d.

DR. TAYLOR: Did they know how nuch they
were going to get at the end of the study?

MR. STRUBLE: W told them what the anount
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woul d be when they returned at the end of the
study, yes.

DR. TAYLOR. And on average, how much was
that? Do you renenber?

MR. STRUBLE: Pardon?

DR TAYLOR. On average, how much was
t hat ?

MR. STRUBLE: They were to receive $35 per
visit and $75 at the end of the study because we
had an extensive list of questionnaires that they
had to go through at the end of the study. What
you have to keep in nmind is that they were
responsi ble for paying for their nedication, as
wel | as purchasing the chol esterol tests, and we
consi dered that when we deci ded what the
rei mbur sement shoul d be because there is also tine
and travel expenses that were involved in that.

MR. TAYLOR. The other question | had was

what percent of your participants that were users
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had i nsurance?

DR HEMMLL: W have that answer. It
will take a minute to get it.

DR WOCOD: Wiy don't we nove on to the
next question and then you can cone back to that?

DR. HEMMLL: The answer is 43 percent.

DR WOOD: Let's go on to Dr. Neill

DR. NEILL: Currently, the ATP I
gui del i nes recomrend that anybody that has an
el evated LDL be eval uated for secondary causes of
dyslipidemi a before treatnent, and if those causes
exist they be treated, and if they are still not at
target that treatnment be initiated to get themto
target. Am| hearing that the ATP |V guidelines
will renove that requirenent or recomendati on?
This is clearly only a guideline.

DR. PASTERNAK: Yes, it is clearly only a
guideline, and as far as | know, there is no ATP |V
pl anned yet, unless sonebody in the room knows
something I don't know. Renenber, the |abe
enjoins the user to seek the attention of their

doctor at some point, and suggests that they have
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to have their LDL chol esterol measured

DR. NEILL: | amgoing to interrupt
briefly because | actually | ooked at the box that
was used in the study and there is nothing on the
exterior of the box anywhere that suggests that you
need to see a physician to be evaluated for
secondary causes of dyslipidema. Now, | am
presum ng, because they have another LDL, that at
sonme point that has happened but that is a
presunpti on that appears to have been nmade based on
the fact that a consuner can wal k into a pharnmacy
and know their LDL. | don't know whether that is a
valid presunption to nake, but the question is only
peripherally related to that. It is nore related
to whether or not that is sonmething that we believe
is necessary and, if so, is there sone way that
that is included within this self-nmanagenent
package that exists that | haven't |ooked at yet?

DR PASTERNAK: Soneone el se on our team
may remenber sone of the details of it, but we
certainly do recognize that there are secondary

causes of hyperlipidem a and that a physician needs
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to consider that for patients.

DR. HEMMLL: Again, | think it is al
about the overall programthat was intended to get
consuners to their physicians, and these are
primary prevention people that are otherwise in
good health but they are warned in the | abe
agai nst havi ng di abetes and al so, as you probably
noticed, if their triglycerides are above 200 they
shoul d not be taking the product if they don't talk
to a physi ci an.

So, there are a number of touch points
whi ch all ow the consuner to recogni ze that they
need to talk to a physician but it is not the sane,
obvi ously, as being worked up conpletely for high
|ipids, and may not be what actually happens in
medi cal practice as well.

DR. NEILL: | may be nmissing this but I
don't see any of those things on the exterior of
the package, and | haven't heard with they are in
the sel f-managenent materials that are avail abl e
for consunmers before they make the purchase. Now,

I have new bifocals and that could be a big part of
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the problem -

[ Laught er]

DR. HEMMLL: | am|l ooking at the | abe
and it says do not use unless directed by your
doctor, if you have very high LDL chol esterol, that
is, above 171; if you have high triglycerides,
above 200; or if you have a health HDL, good
chol esterol, above 60. Al so, do not use if you
have had a stroke, diabetes--

DR NEILL: | have found it.

DR. HEMMLL: kay, and this is expanded
upon within the materials, of course, to give nore
context to all that information. Referring to one
of the earlier questions, we are not saying you
shouldn't use a statin if you have these conditions
but you should see a doctor first.

Also, | want to correct a statenment we
gave a little earlier about insurance coverage.

That 43 percent nunber was for people who had
prescription coverage, not just health insurance,
and 82 percent had health insurance.

DR WOCD: Frank?

DR DAVIDOFF: Yes, | aminterested in the
apparent difference between the apparent

requi renents for approval of an over-the-counter
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drug, that mght be used by many mllions of people
on an over-the-counter basis, versus the
informati on or evidence requirenments for that sane
drug to be given to a nuch smaller nunber of people
in a prescription setting. Because it appears that
here, if a decision is nmade to go forward with OIC
| ovastatin, it would be on the basis of a single
non-random zed, non-controlled, short-term study
with no major clinical endpoints but, rather, a
surrogate vari abl e neasured

That pronmpted ne to start thinking about
the opportunity that industry had here to actually
provide a |l andmark study. This is a historic
opportunity. If an OIC drug for chronic use for
primary prevention is to go forward, there would be
the opportunity to denonstrate that it was, indeed,
the statin that was having the benefit. Because |
can envision a scenario in which there was a

pl acebo armin the CUSTOM study but, because there
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is such a strong interaction with physicians, there
m ght have been at |east as nuch, or perhaps al nost
as nmuch benefit from having been interactive with
physicians and it may not have been the drug at al
that really produced nuch of the primary preventive
benefit. | would Iike to ask the question why a
pl acebo arm was not i ncl uded.

DR. HEMMLL: Well, first let nme address
one of your comments where you said this would be
available to a much wi der group of people. | don't
think that the OTC popul ati on could ever come cl ose
to the Rx population that is currently receiving
statins.

But having said that, the question that
you are asking about the placebo control and the
| evel of rigor that is required for an OIC swi tch
is quite different fromthat required for the
original approval of a drug as a new chem ca
entity, and | think our coll eagues fromthe FDA
woul d be willing to speak on that. This is the
standard for OTC drugs to actually show consuner

behavior in the hands of the consumers, and in
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t hese observational studies typically placebos are
not used because they are open-label and the
consuner knows what they are getting.

Al'so, | might add that we have done three
earlier studies of this same type of actual use in
our first application so that we do have quite a
range of data, using different studies designs,
with very consistent results, as shown by Dr. Cohen
in one of his later slides.

DR DAVIDOFF: But if | may, the day a
drug like this goes over-the-counter it is
available to the entire U S. popul ati on, nmuch nore
than the linted and targeted population that is
avail abl e by prescription. So, | think that that
is a substantial difference.

The other point is that we really don't
know t he efficacy of an over-the-counter statin
over six years or five years in an over-the-counter
situation. Even if we did know that, we wouldn't
know how much of that was attributable to the drug
bei ng avail abl e over-the-counter and how nmuch of it

was due to the interaction with physicians. The
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CUSTOM study is actually a rather conpl ex
intervention study. The intervention consists of
nmore than just the drug.

DR. HEMMLL: That is absolutely right.
That is exactly what the programis intended to do,
to be nore than just a drug, but to create that
| evel of education and awareness anong the
consuners that use it to get themto interact with
the healthcare systemas well, whether it be a
pharmaci st or doctor, and that is what we actually
i ntended to show with CUSTOM

Keep in mnd that, despite the limtations
of the open | abel, we did have a 21 percent
reduction in cholesterol across the entire
popul ation of those that fasted at both baseline
and at the end of the study, and an overall 24
percent which is very consistent with the placebo,
controlled trials.

DR DAVIDOFF: If | may, that is in the
group in whomyou did nanage to neasure both at the
beginning and at the end. It doesn't take into

account the |arger denomni nator of people who woul d
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be likely to take this in an open over-the-counter
situation. Furthernore, we don't know how | ong
that | asted because they weren't followed for five
or six years. So, | would repeat that we do not
know the efficacy. It is probably not zero but I
don't think it is 20 percent.

DR. WOOD: Frank, just to foll owup on
that, | am having some difficulty follow ng that.
Isn't that also true for every Rx study that we do?
I mean, you know, we study ACE inhibitors in heart
failure and we extrapolate that to the entire
popul ation with heart failure and nmake concl usi ons
fromthat. | amstruggling to understand what the
difference is here, particularly when you have such
a | arge database of efficacy, real efficacy not
sort of synptonmatic efficacy.

DR. DAVI DOFF: Yes, but that efficacy
begins to nelt away when you take into account
| ong-term adherence; when you take into account the
degree of risk to start with. This is a much | ower
ri sk popul ation than the prescription drug risk

group. And that is true for all primary prevention
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studies. | repeat, | don't think it would be zero
but I think to rely on efficacy data and to make
direct extrapolation fromefficacy data fromthe
randomi zed trials to the over-the-counter
situation, even including data from CUSTOM -1 have
sonme difficulty with it. That is really all | am
sayi ng.

DR. WOOD: Dr. Patten hasn't spoken.

DR PATTEN: Yes, | would like to ask a
question about the AFCAPS/ TexCAPS cohort in the
post hoc analysis. W are given figures for the
size of the cohort and we are given the initia
gender breakdown, with 5608 nmen and 997 wonen, but
we are not given a gender breakdown after that.

So, | would be interested to know i f enough wonen
made it into subpopulations 2 and 3, where event
rates were exam ned, so that we know that gender is
or is not a factor here in the event rate.

DR. HEMMLL: |In the conpl ete AFCAPS
cohort there were about 900 wonen and the sane
magni tude of risk reduction was seen although it

did not reach statistical significance. So, if you
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were to slice that further into the OTC cohort,
then you woul d al so not see the sane | evel of
statistical significance but the magnitude of risk
reduction was simlar. W have an expert here on
worren' s cardi ovascul ar i ssues who can address nore
completely the role of risk reduction in wonen,

whi ch may in sone cases be different, if you would
like to hear sone discussions along those lines if
that is part of your overall question

DR PATTEN: It is.

DR. HEMMALL: | will introduce Dr. Sandra
Lew s.

DR LEWS: Sandra Lewis. You know, wonen
are different and wonmen have been included in many
of our trials. | was the |lead investigator of the
subset | ooking at the CARE study which | ooked at a
group of wonen who had had a heart attack but had
total cholesterols |less than 240. At that tinme we
were not treating patients who had tota
chol esterols | ess than 240, independent of risk
So, this was a secondary prevention trial, and the

worren in the CARE trial actually had a nore
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significant reduction in nyocardial infarctions,
stroke, risk of cardiac death, bypass surgery,
angi opl asty. There are wonen included in many of
our secondary prevention trials and also in sone of
the primary prevention trials. The risk reduction
across the board is very simlar to the nen
al t hough, because of nunbers, they nay not reach
statistical significance because of small numnbers.
And we need to get nore wonen into these studies.

I think particularly the differences
bet ween a wonan's perception about cardi ovascul ar
disease is really key to this OIC question. Wnen
| ook at responsibility for having devel oped heart
di sease as havi ng done sonet hi ng bad, and they are
very anxious to be proactive about their health,
patient centered responsibility. So, for a wonan
to have the option to take a product that is going
to nmake her heart healthy, instead of being told
that she has an illness, is areally positive
thing. W have an epidenic of cardi ovascul ar
disease in this country. W have decreased our

mortality rate for nen. So | see this as a
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trenmendous opportunity for a very special group of
worren that woul d take the opportunity to benefit.

DR. WOOD: W have two nore questions, Dr.
McC ung and then Dr. Follman, unless there is
soneone el se

DR. MCCLUNG Let ne ask you briefly about
the nmuscle conplication of statins. 1s there a
rel ati onship between tine of exposure and the
probability of experiencing nuscle problens? That
is, is there a susceptible cohort that is nore apt
to devel op the problemearly in exposure or does
the risk increase exponentially with | ong exposure,
or is therisk sinply linear with tinme?

DR. WOOD: Maybe | can answer that for
you. Fromthe Baycol database, many of the people
t here devel oped rhabdonyol ysis very qui ckly when
they were switched fromone drug to another, and
many of themvirtually within a few days or weeks
when they were switched. The reason that may be a
rel evant database is that the incidence there was
much hi gher than has been with any ot her drugs.

Now, for this one | don't know

DR. MCCLUNG But is that quite the sane

thing? Switching fromone drug to another could be

a difference in drug. But if a patient is on a
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drug that is known to cause that, is the
probability of experiencing the problemin the
first six nmonths of exposure different than in
their third or fourth year of exposure?

DR. WORTMANN: My name is Robert Wortmann.
I amfromthe University of Cklahonma. | didn't
hear the last part of your question. The first |
think had to do with when do peopl e who devel op
nmuscl e conplications fromstatins do that? Is it
linear with time or is it sudden? And, it is al
over the map. There is no consistent pattern with
statins that are still available. Sone can get it
right away; others after weeks; others after
mont hs; others after years. Cerivastatin was a
di fferent conpound than those that are stil
available. It is netabolized differently and
think it had reasons why it devel oped nore rapidly.
There was a second part to the question?

DR. MCCLUNG No, | just restated it in a
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clearer way the second tine.

DR. ORLOFF: Let me just make a conment
fromthe FDA side, that it is the inpression from
everyt hi ng we know about statins that there is no
curmul ati ve dose-related toxicity, and | think that
is what Dr. McCung is asking. There are a lot of
unknown factors that go into the devel opnent of
myopat hy but it does not appear to be related to
duration of use per se

DR. WoOD: Dr. Follman, you have the | ast
question unl ess sonmeone el se has sonet hi ng.

DR FOLLMAN: Thanks. | just wanted to
expand on what Dr. Davidoff was tal ki ng about
earlier. | amnew to the over-the-counter world
and | think things are different here than in the
prescription world. So, if we are evaluating the
evi dence for a prescription drug we conpare pl acebo
to the treatnent. That is because in the rea
world the drug isn't available to anyone so it is
proper, | think, to conpare, say, a statin to
not hing, say, in 1988. This is a different world

now when we are considering the over-the-counter
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use of Mevacor. Statins are currently available so
I think the question in ny mind is not whether
statins work conpared to nothing, but how woul d
statins in an over-the-counter world conpare to the
way statins work in the current prescription world.

So, the nunbers of efficacy that we have
heard quoted, say, the nunber needed to treat 25,
48 or whatever, is for the statin versus nothing
conparison. | think the relevant conparison is how
woul d they work in a prescription world conpared to
an over-the-counter world. W don't really have
evi dence of that directly here. But, in nmy mnd,
the ideal thought experinent would be to randonmi ze,
say, cities to the current prescription world or to
an over-the-counter world and then see what the
cardi ovascul ar event rates would be conparing city
tocity. | realize that is not doabl e whatsoever
but I think that gets at the idea of, you know, you
can't conpare statins versus nothing; you have to
compare statins to some partial use of statins.

If this is approved, there will be sone

peopl e who take Mevacor over-the-counter who woul d
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have used prescription statins if we didn't approve
it and they m ght get better treatment. So, |
think there is not really direct evidence on this
conparison that | aminterested in, prescription
versus over-the-counter as opposed to statin versus
not hi ng.

Interestingly, in the packets that you
gave us there was what | woul d probably term sort
of an approximation to this thought experinent I
just mentioned, which is the |ipid-Iowering
component of ALLHAT where they random zed about
10,000 patients to either a fixed dose of
pravastatin 40 ng versus usual care. So, you can
think of the fixed dose of pravastatin as sort of
an over-the-counter world and then the usual care
as a prescription world because in that tria
peopl e on the usual care arm got prescription
statin as they felt it was necessary. During the
course of that trial about 30 percent of the people
in the usual care armended up on a statin, and
overall there was no difference in CHD event rates

bet ween the usual care and the fixed dose of
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pravastatin arms in this long trial with a [ot of
peopl e.

So, to ne that is sonewhat relevant to
this. It is a different drug, and so on. It is
not a pure comparison with the prescription world
to the over-the-counter world but it seems to be
the cl osest approximation and the npst evidence
that we have available. | think it is not very
prom sing for an over-the-counter statin if you
take ALLHAT seriously as an approximation for this
t hought experi nent.

DR WOCD: Didn't ALLHAT show that there
was no difference between the arns?

DR FOLLMAN R ght.

DR, WOOD: So that woul d seem positive

DR. PASTERNAK: | would like to respond
just to the ALLHAT issue. | had the opportunity to
wite the editorial discussing the ALLHAT results,
and the title of ny editorial is consistent with
the comment | am about to make, which is "Less is
Less." The inportant part to understand about

ALLHAT is that the delta LDL, the difference
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bet ween the treatnent group and the control group
at the end of the study was about 12 percent tota
chol esterol difference.

The other inportant point to consider for
ALLHAT is that if one | ooks at the point estimate,
yes, it is correct that it was not statistically
significant, it was a negative study. But the
point estimate of risk reduction fits exactly al ong
this log linear line. That is, the group had about
a 10 percent risk reduction because the sanple size
wasn't statistically significant.

So, our point and ny point in that
editorial was--and | think it is inportant to think
of this in the context of the individual who is
getting treatnment--that there is risk reduction
associated with LDL | owering. For those
i ndi vi dual s who get a 20-25 percent LDL |owering,
as we have shown will happen with 20 ng of
| ovastatin, their risk will be | owered by 25
percent. It gets very conplicated conparing one
study to another, and | think it is inmportant to

view ALLHAT as fitting in the context, not as a
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study which proves that that particular statin or
that particular way of administering a statin
doesn't work

DR. FOLLMAN: | guess | would just
say--you know, you nentioned that in that tria
there is a delta LDL of about 11 percent or so, and
I am wondering would that be the delta LDL or
somet hing even smaller in a prescription versus
over-the-counter world. The issue to ne would be
woul d we be inproving the public health with
over-the-counter Mevacor conpared to the usua
prescription world we have now?

DR. WOOD: That may need at sone point
some comrent fromthe over-the-counter people to
explain the criteria for approving an
over-the-counter drug | guess. But that could wait
until after lunch. Dr. Caprio had a question

DR CAPRIO | have a question. Gven the
i ncreasing preval ence of non-al coholic fatty liver
in our population, | haven't seen anything
recomrendi ng testing for NFTs prior to starting

this. This is quite concerning because we are
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seeing patients with very high ALT

DR HEMMLL: That is an excellent
question, and we actually have a fairly
conpr ehensi ve answer to that question. It nay not
be that we want to start off on that discussion
right now | will ask Dr. Wod.

DR WOOD: | think | agree.

DR HEMMLL: But we do want to cone back
toit.

DR WOCOD: So, why don't you think about
that over lunch and we can start with that when we
get back from | unch? How about that? |Is that
okay with you?

DR CAPRI O Yes.

DR WOCD: Neal ?

DR. BENOWTZ: | have two very specific
clinical pharmacol ogy questions and | just want to
follow up. | know we talked a | ot about this on

the conpliance issue. One is that there was a
statement in the brochure that we got about rena
di sease and changes in |lovastatin netabolism that

that would be contraindicated. | didn't see that
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in the package insert stuff.

The second thing is that these are health
consci ous people, taking dietary supplenents and
didn't see anything about interaction with dietary
suppl enents, like St. John's wort and things |ike
t hat .

The conpliance issue--just thinking back,
I have had a | ot of experience with snoking
products over-the-counter and there are two
i mportant issues that | think we have to think
about. One is that even for short term even for
three-nonth OTC instruction, conpliance is
terrible. Mst people stop taking it after a few
weeks. The nore you conply, the better you do and
I amvery concerned that this six-nonth trial wll
not reflect the six years that it takes for a
nunber needed to treat at 40.

The other thing is the cost issue. Cost
is a big question. That has certainly been raised
with the snmoking products. |If we did these
calculations right, four boxes at $15 a box is 33

cents a pill versus the projected 75 cents to a
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dollar pill which would al so enhance conpliance in
a six-nonth trial. So, |I think I need some
reassurance that people are not going to be just
throwi ng away their noney by taking the pil
intermttently or taking it in a way that is not
going to benefit them So, those three questions.

DR. HEMMLL: | heard a question on
| abel i ng warni ng or statenent on renal disease. As
of our understanding, there is no concern with
renal disease with the 20 ng dose. W haven't put
that in the label but that is sonmething that is
often seen in OTC drug | abels and, certainly, if
there were data to support it and FDA were in
agreenment we woul d consider putting that in.

I want to answer a couple of those
questions about conpliance over the long term
think we do have sone good data. It is certainly
not five- or six-year data but this is data that is
fairly unique for an OTC drug. Could | have the
slide that shows the 076 results?

[ Slide]

This is a study that we did with 10 ng in
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our earlier program Although the dose is
different, | think it is inportant to see the
conpliance that goes over an 18-nonth period. The
top line shows the nunber of pills being taken over
the tinme frame, representing the percentage of
peopl e that were 75-100 percent conpliant over this
time frame. Then, the bottomline shows the actua
nunber of people that stayed on drug during that
time frane.

So, you can see that after about 18 nobnths
we have about 50 percent still taking OIC Mevacor
under the simulated conditions of an actual use
trial. These nunbers actually conpare very
favorably to what is seen in the prescription
envi ronment, and the nunbers are in fact, in some
cases, dramatically worse than this. These nunbers
are perhaps nobst consistent with what is seen in
patients that are taking a statin for secondary
prevention after having had their first coronary.
But the nunbers for people in primary prevention
are nuch lower than this, probably falling off to

about 30, 35 percent, and those data are in our
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background package in your materials.

The other thing to point out is that there
is a strong precedent with over-the-counter aspirin
whi ch people take every day fairly easily and
simply without any concern. W have very good data
fromthe aspirin manufacturers on conpliance over
the long term So, we think that that is also
typical of users who m ght use a product like this,
the heart-healthy, notivated consuner, which would
agai n show that they woul d have hi gher conpliance
| evel s possibly than their prescription
count erparts.

DR WOOD: WAs there soneone el se who
wanted to coment ?

[ Slide]

DR. HEMMLL: This is just a review of all
the studies that have | ooked at conpliance with
statins over different tine periods. O course,
even these studies only go out to two years at
nmost, where the persistence rates vary from 25
percent to 64 percent, and then |ooking at the

three Mevacor studies that we have so far for six
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nmont hs and one for 12, and it doesn't have the ful
18 months on this slide for the 076 study. Those
are the nunbers that conpare to what is published
for prescription statins.

DR. WOOD: Any ot her commrents?

[ No response]

In that case, | have to do the usua
bureaucratic stuff. 1In the spirit of the Federa
Advi sory Conmittee Act and its Sunshi ne Arendnent,
the committee should refrain fromdiscussing this
topic during lunch, any other breaks or this
eveni ng. Please save your discussion for the open
forumof the neeting. | amtold on good authority
that it is all right to ask a waitress if this is a
| ow chol esterol lunch and it is all right to | ook
for an asterisk on the nmenu! Let's try and be back
at 1:15 and we will start pronptly at that point
with the liver function test discussion

[ Wher eupon, at 12:15 p.m, the proceedi ngs

were recessed for lunch until 1:15 p.m]
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AFTERNOON PROCEEDI NGS

DR. WOOD: As | prom sed before we broke
for lunch, we are going to give the first few
m nutes to the sponsor to present sone of the |iver
data. So, if the sponsor is ready, let's get
started.

DR HEMMLL: Thank you, Dr. Wod. W had
a question before the break about liver function
monitoring and | want to see if | have the question
right. It is looking at people that m ght have
undi agnosed |iver disease that woul d take the
product w thout having a baseline test.

DR WOOD: | think there were two
questions. One was excludi ng peopl e who m ght have
liver disease and | guess unasked there, but
rel evant, is whether these people are truly at
greater risk for developing |liver disease after
they take the product. Then the second question
think was related to whether there was a real risk
of liver disease fromthis product at this dose, at
| east that was ny understandi ng of the question

Is that right? Okay, the questioner acknow edges
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t hat .

MR. HEMMLL: We will start by introducing
Dr. Paul Watkins who will address this fromthe
perspective that he has in the acadenic frane.

DR. WATKINS: Paul Watkins, University of
North Carolina. | guess | will address the second
question first. That would nmake sense to ne. The
question is can statins at this
dose--lovastatin--cause significant liver injury?
That is the question that | heard.

The sponsor has provided a |lot of data in
the packet about this. The original concern about
statins as being potentially liver toxic cane out
of preclinical studies which showed that in certain
ani mal species that drugs, and lovastatin in
particul ar, caused hepatocel lular necrosis. Then,
when the drug proceeded into nan, there were
observed LFT el evations, al ani ne am notransferase
el evations. So, a reasonabl e assunption was that
severe live toxicity was a probl em

However, in the last five years there has

been a re-thinking of the issue. 1In the
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preclinical nodels, you can actually reverse the
toxicity by nutritional supplementation and
meval onate, suggesting that this is a pharnacol ogic
action related to the chol esterol -1 oweri ng
property. Furthermore, in man, in all the clinica
trials that have been done, there really has not
been a signal for clinically significant |iver
di sease relative to placebo arns. And, in the
post-marketing reports, although there have been
reports of severe liver injury, including acute
liver failure, the incidence has not been
di stingui shable fromthe antici pated background
after 27 mllion patient-years. So, the true risk
of severe liver disease is extrenely |ow and
i ndi stinguishable fromthe anticipated background
i nci dence of idiopathic liver injury.

I amsure there is data the conpany could
show to back that up if there are any specific
questions, but the consensus is that liver
monitoring is not useful during treatnment with the
drug. As | say, | don't think that is in

contention. The question is are there
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subpopul ati ons where there nmay be a hi gher true
risk of significant liver injury, and preexisting
liver disease is the question raised.

That has been addressed, and in the
sponsor's book there are the study results of
Chal asoni et al., at the University of Indiana,
that | ooked in a | arge database at patients who had
abnormal liver tests, abnormal serum ALT, and were
started on statins, followed for six nonths and
conpared it to a |arger popul ati on of people who
have chronic liver disease, elevated ALT, and did
not go on statins, and found no difference in the
i ncidence of nild and severe ALT el evations between
the two groups.

I understand there is a |arger study being
done at Kaiser right now by the conpany that has
prelimnary data that supports the same observation
that the incidence of ALT el evations is not
increased in patients who have preexisting liver
di sease

But | think the fact is we know t hat

pati ents who have preexisting liver disease do not
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have a very significant risk certainly of having
severe liver injury when going on |lovastatin from
the post-marketing experience. That is because
about one-third of patients who have hyperlipi dem a
have fatty liver somewhere in that spectrum And
two percent or up to two percent of the Anerican
popul ati on has chronic viral hepatitis. And, what
the Chal asoni paper showed us was that physicians
who dutifully measure baseline ALT will still start
sone of those patients on statins in spite of an
el evated ALT.

As Dr. Wod pointed out, physician

conpliance with nonitoring for liver events is

not ori ously poor, and in the Chal asoni experience
only about 50 percent of patients had a baseline
check at all. So, given this enornous background
of chronic liver disease in the population and the
i nconpl ete and poor nature of nonitoring, | think
it is reasonable to assume that in the 27 million
patient-years there are many mllion that reflect
people with underlying liver disease and, in spite

of that, there is this remarkable track record of

file://ll[Tiffanie/c/storage/0113NONP.TXT (224 of 406) [1/26/2005 10:48:39 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

safety where you really cannot distinguish a signha
above the anticipated noi se.

So, in summary, there will be people
undoubt edly who don't read the | abel or don't know
they have preexisting |iver disease who would go on
and take the drug. But it is ny opinion, and
know Keith Tolman's as well, that the risk in terns
of liver injury is very small for those
i ndi vi dual s.

DR. WOOD: Dr. Caprio, does that hel p?

DR. HEMMLL: | wanted to followup with
sonet hing that Dr. Watkins nentioned, and this is
the Kai ser Permanente study. | also wanted to nake
sure that the conmittee is aware that there is an
application in review by FDA to relax the liver
function nmonitoring requirenments in the |ovastatin
Rx | abel to be nore consistent with the idea that
an OTC m ght be available that does not require
I'iver function nonitoring.

One of the key questions at hand where the
data are still fairly sparse, although the

Chal asoni study was just nentioned, is the concern
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about peopl e that do have undi agnosed |iver disease
and what woul d happen to themif they took a statin
wi t hout having a baseline liver function test.

And, there is a study that is under way where the
results have cone in that we have only been able to
share prelimnarily with FDA, but they have been

ki nd enough to allow us to share that with the
committee today. But keep in nmind that the FDA
have not actually reviewed all of this data and
given us their own input onit. Can | have the
first slide?

[ Slide]

This is in the Kaiser Permanente database
where we | ooked at two different patient cohorts,
those that were exposed to |ovastatin with evidence
of liver abnornalities; those who were unexposed,
patients with the sane | evel of evidence of |iver
abnormalities but who did not take |ovastatin, and
then exam ning |lab inpatient and outpatient
dat abases used in the exact sane way for both
cohorts. Next slide.

[Slide]

The di sease inclusions covered virtually
any type of etiology that would result in liver

di sease so that we are covering all the bases where
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we have, in fact, been a little weak in that in the
Chal asoni study, done in Indiana University. W do
have patients with viral hepatitis. So, the
retrospective chart review as done and we found the
fol | owi ng--next slide.

[Slide]

There were approxi mately 7000 patients
exposed to lovastatin with liver disease, and we
used Hy's Rule as the endpoint which is multiple
| ab abnormalities in a well-defined and accepted
out come endpoint for liver disease. And, the tota
per son-days of people exposed to lovastatin in this
group was, as you can see, over two million, with
an incidence rate of 2.6/10,000 proceeding to
havi ng nore advanced |iver di sease as defined by
Hy's Rule. In the control group there are about
37,000 individuals who did not receive lovastatin
but had liver disease and were followed to reach an

out cone defined by Hy's Rule, and there were 626
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pati ents who had that outconme. That nmkes an
i nci dence rate of 11/10, 000 person-days. So, the
incidence rate with those exposed to lovastatin is
actually statistically lower than it is with those
not taking lovastatin, and we won't draw any
conclusions fromthat and we will et FDA review
the entire study, and also the various cuts of the
data that are still forthcom ng. But | thought it
woul d be inportant for the conmttee to know that
this study has been done and at |east the
prelimnary nunbers are | ooking very strong in
favor of the liver safety of lovastatin even in
peopl e that have preexisting |liver disease.

DR. WOOD: Unl ess there are any burning
questions, let's nove on. Dr. Davis-Bruno?

FDA Presentation
Reproductive and Fetal Toxicity

DR DAVIS-BRUNO M nane is Karen
Davi s- Br uno.

[ Slide]

I am a supervisory pharmacol ogist in the

Di vi sion of Metabolic and Endocrine Drugs. | have
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been asked today to provide you with an overvi ew of
the I ovastatin nonclinical or aninmal devel opnenta
dat a.

[Slide]

As a means of introduction, what | wll
first do is provide an overvi ew of pregnancy
category labeling in accordance with the Code of
Federal Regul ations, or the CFR.  Then | will
discuss CDER s interpretation of the |ovastatin
devel opnental data which supports the current
pregnancy category labeling. Then | will nove on
to a discussion of CDER s interpretation of the
devel opnent al dat a.

| should add that Merck has submtted an
ext ensi ve anount of devel opnental data, over
roughly a 24-year period which represents roughly
40 such types of studies. So, in the interest of
time constraints, | certainly can't go into details
of every single one of those studies but, instead,
what | will do is provide a broad overvi ew of
CDER s analysis of that submitted data. As |

mentioned, the data is subject to interpretation
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and | will try to point out areas where our
interpretation differs fromthat of Merck's.

One of the differences in data analysis
bet ween the sponsor and CDER is in the definition
of maternal toxicity. This has inmplications in
determning the clinical relevance of these aninal
findings that were observed, and | will spend a
good deal of time discussing that.

Lastly, | will briefly define CDER s
interpretation of the drug-related fetal and
neonat al findi ngs, which include fetal and neonata
nortality; devel opnental delays and skel eta
mal f or mat i ons.

[Slide]

The Code of Federal Regul ations, or the
CFR, specifies pregnancy category | abeling for drug
products. This slide summarizes the various
categories in order of increasing human concern,
fromA down to X

It is noteworthy that the determ nation of
a specific category depends not only on the human

data but also the animal data that is avail abl e,
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and certainly the relative risk-benefit ratio that
is perceived. So, for example, pregnancy
categories A and B, which you see at the top of the
slide, are reserved for cases where there is no
percei ved human ri sk.

Category C, which is shown in the mddle
of the slide, is reserved for cases where there is
no human data al though there may be ani mal data
that denonstrates a fetal risk. However, the
important point to nmake is that the risk-benefit
ratio is acceptable for the indicated use.

Category D applies to cases where there is
human fetal risk based on actual human studies or
on post-marketing data, but in these cases the
benefit outweighs the risk. Exanples of these type
products woul d be products that are used to treat a
life-threatening type indication

Last is pregnancy category X in which the
product is contraindicated for use during pregnancy
i n pregnant wonmen because there is a human and/ or
animal series of data that indicate a fetal risk

But in this case, it differs fromthe other
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categories in that the risk-benefit ratio is
unacceptable. That is, the risk outweighs the
clinical benefit.

[Slide]

Since its approval for marketing in 1987,
Mevacor has been | abel ed as a pregnancy category X,
as are all the statins. The rationale for the
current pregnancy labeling is summarized on this
sl i de.

There are no well-controlled studies in
pregnant wonen for Mevacor. There are, however
sonme post-marketing reports of fetal adverse
effects on live births. In these cases exposure
has been established and it appears to occur wthin
the first trinester. However, the caveat is that
it islimted data so the cause and effect cannot
be denonstrated. However, there clearly are
findings and this would certainly not allay our
concern

The ani mal studies, which | will explore
in some detail, show fetal and neonatal adverse

effects in the absence of maternal toxicity. This
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is an inportant distinction because it is felt that
the findings in the absence of maternal toxicity
are those that are potentially rel evant because a
responsi bl e physician is not going to dose up to
the point of maternal toxicity.

| should state that both CDER and Merck
agree that there is no benefit to tenporarily
treating pregnant wonmen. Therefore, we both agree
with the contraindication during pregnancy.

[Slide]

For those of you who may not be famli ar
wi th devel opnental study designs, | will briefly
review these in this current slide. Standard
reproductive and devel opnent al eval uati ons are done
in accordance with | CH gui delines S5A, which is a
gui dance to industry. Generally, these study
designs fall into one of three categories. | also
want to point out that this is considered the
m ni mum for product registration and Merck has
clearly, over a 24-year period, submtted a
substanti al nunber of these types of studies which
exceed the m nimm

For the purpose of discussion just to
descri be these types of studies, the traditiona

segnment 1 study which you nmay be famliar with is
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really a fertility/early enbryoni c devel opnment al
study. It is perfornmed usually in one species,
usually a rat. The exposure is perfornmed prior to
and during mating in either males or fermales. In
fermal es the exposure continues frommating through
i npl ant ati on.

The segnment 2 studies are set up to asses
enbryo-fetal development. They are usually done in
two species, both rat and rabbit. 1In this case,
exposures are done during organogenesi s.

The segment 3 studies, which are peri- and
post natal devel opnental studies, are usually
performed in one species, usually the rat.

Exposure occurs frominplantation to the end of
| act ation.

[Slide]

This slide sumarizes Merck's
interpretation of their reproductive and

devel opnmental data. Specifically, they denote that
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t he devel opnental toxicity seen consists of rat
skel etal anomalies which occur at maternally toxic
oral doses, those doses that either equal or exceed
400 ng/ kg/day. This is a very high exposure dose.

Mor eover, they determ ned that the
skel etal anonalies are a direct function of feta
nutritional deficits which are the result of
reduced mat ernal food consunption and maternal body
wei ght. These factors are a function of materna
toxicity, specifically for forestonach
i nfl ammati on, which can becone progressive | eading
to hyperpl asia of the squanous epithelium Merck
hypot hesi zes that the forestomach inflammuation is
due to a local up-regulation of HMG CoA reductase
in the rat forestonmach. Moreover, the rat
forestomach is an organ specific to the rat.
Humans just don't have this organ

They believe that the histopathology is
reversi bl e by co-adm nistration of neval onate.
shoul d note that the actual studies that show HVG
CoA reductase up-regul ation were perforned in
hepat ocytes, not in forestonach.

Merck feels that these particul ar skeleta
findings are probably not clinically rel evant

because they occur in a rat specific organ, as
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mentioned, and they occur at a significant exposure
mul tiple conpared to the proposed 20 ng clinica
OIC | ovastatin dose. CDER doesn't necessarily
disagree with this interpretation of these findings
that are extrenely high exposures, but we believe
that this interpretation is only part of the story.

[Slide]

One of the differences in interpretation
of the data involves the definition of materna
toxicity. According to Merck, maternal toxicity
occurs at an exceedingly high dose, at or above 400
nmg/ kg/ day given to rats by oral admnistration, and
it results in the forestomach hyperpl asia that |
mentioned. But if you actually go back and | ook at
the data, you find that at exposures |less than this
dose--so between 100 and 400 ng/kg/ day--given to
rat dams by an oral route during pregnancy, you see
that there are maternal decreases in body weight

gain of roughly 10 percent and you see decreased
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food consunpti on.

Mor eover, when you | ook at the studies
that adnministered lovastatin to the rats during
pregnancy by a different route, by a subcutaneous
route in order to avoid the forestomach toxicity,
you still see maternal toxicity in that you stil
see maternal nortality and you al so see decreased
body wei ght gai n.

Thi s suggested to us that perhaps a nore
conservative maternal no-effect |evel, no
observabl e adverse effect |evel, which is what
NOAEL is, could be established at an 80 ng/ kg dose
whi ch represented about a 60-fold exposure relative
to the proposed 20 ng clinical dose.

What we did is, having established this
NOAEL effect |evel, we went back and reviewed the
reproductive and devel opnental data from 1980 and
| ooked to see if there were any fetal or neonata
findings at these doses and bel ow. What we found
was that there were fetal and neonatal findings
that were observed in fertility, enbryo-fetal

studi es through postnatal devel opnental study
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designs. The results of this analysis are briefly
summari zed in your briefing docunent. |In the
interest of time, | can't go through those
specifics. But the results are sumari zed on the
next slide.

[ Slide]

This summari zes fetal and neonata
findings at clinically rel evant exposures. So, at
exposures in rats less than or equal to five tines
the therapeutic exposure--and what | nean by
t herapeuti c exposure is the exposure that you woul d
achieve following a 20 ng clinical |ovastatin
dose--you still see fetal findings. You see feta
and pup nortality and you see fetal and pup
decreased body weights. 1n sone of these studies
we have observed these findings at exposures
equi val ent to the therapeutic exposure.

If you | ook at studi es where higher doses
were used and greater exposures were achi eved, you
begin to see the devel opnental del ays which invol ve
changes in reflexes, such as the righting reflex,

the auditory startle response, and you see effects
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in swimmng and open field effects. You also see
some i nconpl ete skeletal ossification

If you go at still higher cephal ospori ns,
25 tinmes, you begin to see these skel etal
mal formations that | di scussed previously. These
translate to increased supernunerary ribs and wavy
ribs and, in addition, you still see the inconplete
skel etal ossification. | want to enphasize that
all these findings occur in the absence of materna
toxicity.

[ Slide]

In addition to those studies, Merck has
al so | ooked at co-administration of |lovastatin in
the presence of the end products of HMG CoA
reduct ase, specifically, nevalonic acid
co-admini stration or chol esterol co-adm nistration
with lovastatin. Qur interpretation of these data
is that you do see attenuation of the nore severe
fetal malformations, but you still see wavy ribs
and inconplete ossification present, and you stil
see evidence of maternal toxicity. To us, the

results of these series of studies support that the
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fetal toxicity is related to disruption of
chol esterol biosynthesis by |ovastatin.

[Slide]

If I could sunmarize our interpretation of

these studies, it would be that fetal and neonata

toxicity is seen in the absence of materna

toxicity; and that the drug-related fetal and

neonatal toxicities include skeletal malformtions,
nortality and devel opnental del ays. Moreover, sone
of these fetal findings occurred at exposures that

are simlar to the clinical exposure, that is, the

proposed 20 ng lovastatin OIC dose. And, these

findings are potentially relevant to clinical risk

assessnent. Moreover, our feeling was that the
pregnancy category designation is still valid.

[ Slide]

A devel opmental no-effect |evel can be

established in various species, as shown on this

slide, for both rat, as you have seen, the rabbit
and the mouse. This is a |level of exposure where
there are no fetal or neonatal findings observed,

and that is indicated in this colum where the no
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observabl e adverse effect level is indicated. This
exposure level is then expressed in this next
columm, indicated by the safety margi n col um.

Thi s exposure |level is, again, expressed as a
multiple of the human exposure foll owi ng a proposed
20 ng lovastatin OTC dose. The conparisons are
based on body surface area rather than actua
phar macoki neti ¢ or AUC exposure data but they do
indicate that there is establishment of a
devel opnmental no-effect |evel, which is conparable
across the species but, as you can see, the
exposure nultiples are relatively | ow.

[Slide]

In 2004 Merck submitted to us new
post nat al neur odevel opnental data. This data was
actual ly requested by the agency to address data
gaps in the neurol ogi c devel opnent based on
limtations in postnatal study design between the
species. For exanple, the najor periods of
myelinati on occur in the rat postnatally,
specifically weeks two through four, but occur
during the second and third trinmester in hunans.

Qur feeling and the advice of our interna
experts was that the postnatal devel opnental study

desi gns may not adequately evaluate this particul ar
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event. Moreover, as you have seen briefly, the
prior studies had shown that devel opnental del ays
occurred in prior postnatal studies. So, we
specifically requested a detail ed
neur odevel opnent al assessnent and recomended
direct dosing of rats during the critical period of
neur ol ogi ¢ devel opnent. We specified that we would
like to see evaluation of exposure, establishment
of a no-effect |evel, detailed brain histol ogy, and
certainly adequate behavioral and functiona
devel opnent al assessnents.

[Slide]

The study that we actually received in
2004 was a direct dosing neonatal rat study. The
dose selection for the higher dose tested in the
actual study was based upon a dose-range finding
study | ooking at acute dosing. The results of that
study suggested that at a dose of 20 ng/kg/ day

there were findings such as a decrease of body
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wei ght gain in these neonatal rats, and some
injection site al opecia and scabbi ng.

Based upon this, in the definitive study
the high dose was halved so that a 10 ng/kg/ dose
was tested. The drug was given subcutaneously from
postnatal day 4 in these neonatal rats up to days
41 or 51, dependi ng upon the type of evaluation
that was performed

The results of these studies suggest to us
that there was a short-termlearning retention
decrease. Specifically, there was an effect in the
passi ve avoi dance test. Mreover, the functiona
observational battery al so showed an increase in
central nervous systemactivity in the same group
We felt a no-effect level for this particular study
could be established at 5 ng/kg/day, which woul d
achi eve a rough exposure of 20 tines that of the
proposed clinical dose based on AUC

| should point out that this 20-fold
sounds like a | arge exposure multiple relative to
the other postnatal studies that | described, but

you have to keep in nmind that the study design for
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this particular study is very different. This
study is a neonatal rat study in which the neonates
were directly dosed and exposures were based upon
known exposures in these neonates. |In the previous
postnatal studies the nothers were the ones who
were directly dosed and so the exposures are based
upon mat ernal plasna exposures.

Moreover, the only way that the neonates
could be exposed in the earlier postnatal studies
woul d be through placental transfer--1 should say
that is how the fetuses were exposed. The neonates
woul d be exposed only through drug that was
excreted in the mlk.

[ Slide]

So, our assessnent of the new
neur odevel opnental data is that there are decreases
in short-termlearning retention; increased
activity in the central nervous system at least in
hi gh dose fenales. And, these |earning and
behavi oral findings are consistent with the prior
postnatal eval uations. However, we felt, through

several discussions with the sponsor, that the
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neur ol ogi ¢ eval uati on was sonewhat mninmal in that
t he passive avoi dance test, being the only measure
of cognitive function, was somewhat mniml. CQur
reasoning for this was since various tasks could be
assisted by different neural systens a second
neur obehavi oral test had been recomended,
specifically a sw nm ng nmaze

I should al so point out that the
hi st opat hol ogy done in the study was focused on
neural tissues only. | believe it was brain,
tibial and sciatic nerves, and only in the high
dose treatnent groups conpared to controls.
Toxi col ogy endpoints in other tissues were not
performed, and the neural anatom cal and
bi ochem cal eval uations according to protocol were
only going to be perfornmed if there were | esions
that were observed in the high dose group, and
since they weren't the eval uations weren't done.

The other part of the assessnent is that
the study design of this study is to evaluate acute
and not del ayed devel opnental effects which were of
concern

[ Slide]

So, if | could summarize our

interpretation, although | didn't tal k about this,
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there is clearly an established statin nechani sm of
action. The extensive devel opnental studies
submtted from 1980 to 2004 show consi st ent
findings with | ovastatin exposure. These findings
include fetal nortality; decreased fetal weight;
skel etal nal formations; and behavioral and | earning
delays. The linited neurodevel opmental neonata
rat study with the delayed learning effects is
consistent with the prior postnatal studies.

Sone of these findings, as | nentioned,
occur in animals at exposures that are simlar to
the therapeutic exposure, that is exposure that
coul d be achieved in humans following a 20 ng
| ovastatin OTC dose. Mbreover, this was revi ewed
by our in-house panel of experts on the CDER
reproductive toxicol ogy subgroup and there was
consensus.

Post -nmarketing reports of first trinester

fetal adverse effects although, as | nentioned,
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represent very limted data which results in

failure to show cause and effect, certainly don't

allay the potential concern
[Slide]

If | could conclude, based upon the

extensive aninmal data, a potential human fetal risk

exists followi ng exposure to |ovastatin during

pregnancy in wonen of chil dbearing potential. The

contraindication of statins, including |ovastatin,

during pregnancy is valid. Thank you

DR. WOOD: Thank you very nuch. Merck has

asked to respond to this and, in the interest of

fairness, | think we should |l et them do so.

Before we get to that, and | may have been

postprandi al, help nme understand what the data are

in humans. You sort of alluded to that but |

didn't actually hear that data, | don't think

DR DAVIS-BRUNO | didn't present that

dat a- -

DR. WOOD: That is why | didn't hear it!

DR DAVI S-BRUNO --because that is not ny

expertise, although it is summarized in the
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briefing docunment that has been presented to the
conmittee.

DR. WOOD: | understand that. Can you
summari ze that for us?

DR. DAVIS-BRUNO If | can get an overhead
I can.

DR. WoOD: Well, maybe while Merck is
presenting you can be thinking about that because
that is obviously key.

DR HEMMLL: Thank you, Dr. Wbod. As you
can see, this is a conplicated issue. |In fact, we
agree with the regulatory definition, such as it
is, that when there is no benefit to treat during
pregnancy the drug should remain | abel ed category
X. But I think we need to put a little perspective
on the data. Recognizing the conplicated nature of
all of these different interpretations, we wll
have just a few remarks by Dr. George Lankas who
supervi sed the conduct of nost of these studies,
and then I will have some followup remarks after
hi m

DR LANKAS: Hello. | am George Lankas

file:///l[Tiffanie/c/storage/0113NONP.TXT (248 of 406) [1/26/2005 10:48:39 AM]

248



file:////ITiffanie/c/storage/0113NONP.TXT

249
and | am a toxicologist at Merck, and | have been
responsi bl e for conducting many of the studies that
were just alluded to.

As Dr. Davis-Bruno nentioned, there has
been an extensive anmount of preclinica
reproductive and devel opnental toxicity data that
has been generated with | ovastatin over the years,
and there is certainly opportunity for reasonable
scientists to disagree in the interpretation of
many of these findings. But given the potentia
significance of two certainly key findings that
were just nmentioned, the devel opnmental effects on
body wei ght and also the fetal death, | thought
that those findings warranted cl oser scrutiny. So,
what | would like to do is just briefly review for
the conmittee the differences in the approach of
how t hese data are anal yzed and actually show an
exanpl e of the actual data and the difference in
interpretation. So, if | could have slide 766,
pl ease?

[SIide]

This is nmy attenpt to summari ze for the
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conmittee the differences in methodol ogy with
respect to how these data are | ooked at based upon
reviewi ng the FDA briefing docunment. The FDA
met hod focuses on actual individual group mean
di fferences between treatnent group data and
concurrent controls, and tends not to utilize
statistical analyses unless the statistica
anal ysis indicates that there is a significant p
val ue. The Merck method, the MRI method, relies on
a conbi nation of |ooking at dose-response
rel ati onships, that is, evidence of a dose-rel ated
trend in the response that is under analysis, as
wel |l as statistical significance and an eval uation
of both concurrent and historical control data.

The commttee has to realize that for many of these
data there is tremendous variation in control data
in a given species. So, reliance just upon
concurrent control data can sonetines be
ni sl eadi ng.

In addition, when there are multiple data
available fromdifferent studies on a given

endpoint, we also look at reproducibility of those
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findings as further evidence or confirmation of
whether there is a treatnent-rel ated effect.

[Slide]

On this slide | would like to sunmarize
the FDA's analysis of the data as indicated in the
briefing docunment that was supplied by FDA. This
is characterized by FDA's study nunmber 2. This was
a rat study in which dosages of 2, 20 or 200
ng/ kg/ day were adm nistered to rats, beginning 15
days prior to mating and then throughout mati ng and
then throughout the gestation period unti
gestation day 20.

These are the doses here. The FDA's
review i ndi cated that these are the exposure
multiples relative to the OIC dose of 20 ng. The
check mark indicates that there were findings that
were delineated by FDA as being drug related. Note
that at the highest dose there is nothing indicated
as being drug related, but at 20 ng, the nid-dose
group, there were findings of fetal death as well
as decreases in fetal body weight.

[Slide]

This slide actually shows the data on
which this interpretation is based. So, these are

the various groups in the study, control through
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hi gh dose, and these are the nunber of dead pups
that were evidenced in this study by control group
You can | ook at the total nunber of pups across the
groups. It is a relatively high nunber. You will
note that there is really no evidence of any
dose-rel ated ef fect when you | ook at the concurrent
control through the high dose of 200 ng/kg/day.

Just to add perspective, this is roughly 25- to
30-fold based on exposure multiples, the proposed
20 ng OTC dose. So, this would be characterized as
a relatively high dose

So, the findings of fetal death are really
based upon a finding in the nid-dose of 20, which
is really due to the findings fromone litter. One
dam lost the entire litter, alnost the entire
litter, 8/ 14 pups. So, in our view, this does not
rise to the level of a drug-related effect and we
woul d di scount this one litter as being evidence of

a treatment-related finding, particularly when
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there was nothing in the high-dose group

Simlarly, if we look at the effects on
fetal body weight in these various treatnent groups
by time--PND stands for postnatal day, these are
the days after birth on which these measurements
were taken. Please note that the statistica
anal ysi s shows absolutely no evidence of any
statistically significant effect. | believe that
the effect that is being noted as possibly being
evi dence of a drug-related effect is on postnata
day zero or postnatal day seven, a period which
really doesn't indicate any evidence of trend with
respect to dose response.

So, our conclusion is that there was no
evi dence of a drug-related effect on nortality or
on postnatal body weight not only in the 20 ng
group but the other treatnent groups as well.

[ Slide]

This is an attenpt to summari ze for the
committee what animal findings |ook like with
respect to other over-the-counter products and al so

another lipid-lowering agent that is currently
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prescription, fenofibrate. So, if we |ook at
cimetidine, fenofibrate, epinephrine--this is
actual |y ephedrine, and ibuprofin relative to
| ovastatin and we | ook at the effect on these
various endpoints and | ook at the | owest effect
level, that is, the | owest dose at which the
reported effect has been observed, and then conpare
that to the animal relative to the human dose
ratio, if this ratiois less than one it indicates
that there is absolutely no evidence of a safety
margin relative to the human reconmended dosage
So, for these various agents you can see that the
safety margins for lovastatin are well in line or
exceed the margins for these other products.

So, it is our conclusion, our firm
conclusion that the findings that are noted with
| ovastatin are non-specific findings, not
indicative of a direct fetal toxic or teratogenic
effect and that |ovastatin certainly has an
adequate safety margin relative to other
over-the-counter products.

DR. HEMMLL: W do have just a little bit
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more here. | want to put this in sone perspective
First of all, nmy conclusion is that these studies
are really conplicated and it is tough to ask the
conmittee to make sonme kind of judgment on what
they just saw, but | want to try to put this into a
little bit nore context.

Let's go back to the pregnancy categories
that we were | ooking at and the definitions, and
let's remenber--let's have the first slide--

[Slide]

--that our position is that |ovastatin is
not a teratogen. There are certainly sone findings
in animal studies that put it in a situation where
it has to be judged to either be category C or
category X, and it has been put into category X
because of the fact that the fetal risk that is
seen is enough to outwei gh possible benefit, and we
have all established that we agree that there is no
benefit to treating a woman with a Iipid-1owering
drug during the period of pregnancy. The very fact
that there are other drugs that have very simlar

findings but are listed category C is because they
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do have benefit. Drugs used in diabetes; drugs
used in asthma; drugs used in hypersecretory
conditions are all category Cwith very simlar
findings, but that is because they have benefit
when given to a nother and a doctor is asked to
make that decision as to whether or not the risk
outwei ghs the benefit, and they are called category
C. In fact, a heartburn drug approved by NDAC j ust
a couple of years ago has a category C label with
ani mal findings and even sporadic reports of feta
abnormalities in human exposures. Next slide,

pl ease.

[Slide]

But let's take a | ook at what the hunman
exposures actually are. These are nunbers fromthe
| M5 dat abase that show the nunber of women of
chil dbearing age that have been prescribed
| ovastatin. To be exact, it is the nunber of
prescriptions that have gone to wonen of
chi |l dbeari ng age

Let's just | ook at 2004, and you can see

the nunbers are increasing. About 19 nmillion
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prescriptions were witten in 2004 for a statin.
O these, about 100,000 were wonen of 21-30 years;
480, 000 were prescriptions for wonmen of 31-40
years; and the nunbers start to rise dramatically
as you get into the ol der age group but stil
technically of childbearing age. Over two mllion
prescriptions were witten for statins for wonmen of
chil dbearing age in 2004, and there is a cunul ative
nunber of prescriptions obviously witten over the
years. Next slide, please

[Slide]

In our own dat abase we have, as you have
heard many times and will renenber it after today,
the 27 mllion patient-years of exposure. W do
have 105 reports of pregnancy in our WAES dat abase.
The najority of these are in the first trinmester.
There are 67 cases where the actual report is
prospective. That nmeans that we got the report
before the pregnancy went to termso we were able
to foll ow the pregnancy--or the reporter was able
to follow the pregnancy to term Then, 38 reports

were retrospective. That is, once an anonmaly was
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found, often these reports cone in and they are
more conmonly seen. So, in those 38 reports we do
have 7 congenital abnornalities, and the specific
pattern of defects in those reports is very
diffuse. There is no pattern which woul d suggest
sonething is going on that would be representing a
nmechani stic cause. Next slide.

[Slide]

So, our conclusions are that the reported
experience with | ovastatin exposure during
pregnancy is limted, and that is because of the
| abeling and that is appropriate and we woul d want
to reinforce that nessage in anything we do with an
OIC product to minimze the potential for wonen of
chil dbearing age to actually use the product. And,
there is no evidence that exposure during early
pregnancy i s associated with any specific pattern
of congenial abnornalities when they do appear

Al so, just to take a quote directly out of
your background package that the FDA provided to
you, in their Ofice of Drug Safety Review A

causal association between in utero statin exposure
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and identified birth defects cannot be nade based
on the current information. So, we are not talking
about a teratogen. This is not thalidonide; this
is not Accutane where true fetal toxicity is known.
We are tal king about a drug that has a signal that
is consistent with a category C drug but, sinply,
the history has been that there is no benefit for
treati ng wonen during pregnhancy so, by definition
of the categories, that puts themin category X

[Slide]

This is also |l ooked at in a conputerized,
wel | recogni zed teratogenic tracking system called
the TERI S dat abase. W have provided the actua
printout fromthe TER S dat abase to everybody at
the table here. This is sonething that accumrul ates
all the animal data and all the human data and puts
it into a conputer-based system and then it is
reviewed and there is consensus by a group of
clinical toxicologists. They group theminto three
broad categories, either no risk, mninmal risk or
unlikely, a small risk or risk undeterm ned. Next
slide, please

[Slide]

In the TERI S database, and you can read it

in the handout you have, lovastatin is |isted anong
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only 6.4 percent of drugs which are actually listed
as unlikely to pose teratogenic risk in human
pregnancy. About 90 percent of the drugs have not
enough information. They have actually viewed that
the lovastatin information is enough to support
that conclusion. They have al so noted that the
non-m ni mal or unlikely category is equivalent to
the FDA use of the pregnancy category A or B. Last
slide.

[Slide]

So, just in summary, it is |abeled
category X because of the lack of clinical benefit
and the potential risk that we have seen fromthese
ani mal studies. W are not disputing that there
are findings, and we can have our dueling experts
goi ng back and forth about which is the | evel and
which is not the level, but there are findings that
are consistent with category C. There is no

evi dence that we have seen in our databases that
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exposure during early pregnancy is associated with
i ncreased risk of any specific congenital anomaly,
and the TERI' S dat abase supports this, listing it as
unlikely. That is why we believe that the risk to
a mot her who has an inadvertent exposure, however
much we try to mnimze the frequency of that
event, is very low, especially conpared to the
overall benefit to the |large popul ati on of people
that should be getting this drug, lowering their
chol esterol and lowering their risk of
cardi ovascul ar di sease.

DR. WOOD: Karen, do you want to say
anything in addition to that?

DR DAVI S-BRUNO To address the Chair's
question about what the actual findings were in
those Iimted hunman experiences, this table that |
amgoing to present is also in your briefing
docunent .

DR WOOD: That is fine. Just tell us
where it is and then keep goi ng.

DR DAVIS-BRUNO It is at Tab 4, around
page 4 or page 3, in the beginning of ny review

DR. WOOD: Okay, keep going.

DR DAVIS-BRUNO Well, | amdone with ny

presentation, unless you want to entertain
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questi ons.

DR. WOOD: Let's keep the questions unti
the end and let's go straight on to the next
presentation, which is from Capt. Laura Shay.

Label Conprehension Study

CAPT. SHAY: Well, good afternoon

[Slide]

This is switching gears quite a bit from
the last talk. M nane is Capt. Laura Shay. | am
a consuner safety officer for the Division of
Over-the Counter Drug Products.

[Slide]

The purpose of my presentation this
afternoon is to provide a summary of ny review of
the pivotal |abel conprehension study for Mevacor
OrC. First, | will provide a description of
basi cal |y what | abel conprehension studies are;
foll owed by a description of the Mevacor study

design. Finally, | will provide a sumary of the
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study results.

[ Slide]

The purpose of a | abel conprehension study
is to evaluate whether or not consuners can
compr ehend i nportant communi cati on objectives on
the label. It is inportant that both literate and
low literate popul ations are evaluated, and that a
di verse popul ation is evaluated that is
representative of the United States popul ation

[Slide]

General ly, |abel conprehension studies are
performed prior to the behavioral or actual use
study. This is in order to optimze the | abe
before placing it into a naturalistic setting. It
is inportant to note that | ow conprehensi on may be
predictive of poor results in the actual use
setting. However, as has been mentioned
previously, high conprehensi on does not necessarily
guaranty success in the actual use setting.

[ Slide]

For the pivotal |abel conprehension study

the primary objective was to eval uate consumner
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conprehensi on of the |label used in the CUSTOM
actual use study.

[Slide]

Secondary objectives included were to
determ ne how well respondents correctly respond to
questions designed to try to neasure
self-selection; to evaluate low literacy
respondents; and to eval uate non-Caucasi an
respondents.

[Slide]

The key communi cation objectives are
provided in your FDA background package under Tab
6, page 1. But | will provide nore detail on them
as | present the results of the study.

[Slide]

It is inportant to note that in the Code
of Federal Regul ations an OTC | abel must be likely
to be read and understood by the ordinary
i ndi vidual, including individuals of |ow
conpr ehensi on, under customary conditions of
purchase and use.

[Slide]

So, how do we assess conprehensi on? There
is no defined nunerical value for acceptable

conprehension. ldeally, we would |ike everyone to
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under stand everything on the |abel 100 percent.
However, realistically we understand this concept
is not possible. However, the nore clinically
significant a communication objective is, the close
to 100 percent conprehension is desired. For
exanple, for the consuner's ability to understand
that they need to stop Mevacor OTC if they
experi ence unexpl ai ned rmuscl e pain, we would |ike
to see high conprehension. For other conmmunication
obj ectives we m ght accept a |l ower score. A good
compari son would be a driver's manual. After
soneone reads a driver's manual you can test them
on their comprehension of the nanual, and you woul d
like to see conprehension for understanding the
need to stop a car at ared light. |If soneone
doesn't conprehend well the need that you need to
park at least 10 ft froma fire hydrant and not 8
ft, this would not be viewed at the sanme |evel of

importance as the red light. In the process of
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devel oping and testing a | abel judgnents have to be
made on the areas that need to be fixed and what
areas can be left alone, even if they are not even
close to 100 percent.

[Slide]

Everyone at this point | think is famliar
with the label. This is the principal display
panel that was tested and al so used in the CUSTOMV
use st udy.

[Slide]

This is the drug facts |abel

[Slide]

The study design was as foll ows:
Recrui t ment was done when subjects were selected if
they were found to be chol esterol -concerned
respondents. They were shown a concept board and
they were asked if they were interested in | owering
their cholesterol. |If they were concerned or would
like to lower their cholesterol, they were asked to
participate in the study. And, they were paid
$20-$25 for participating and essentially to cover
the cost of their tine.

[Slide]

The study was conducted in 25 shopping

mal | s across the country in a very diverse
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popul ati on.

[Slide]

The total nunber of study cohorts was 696
O those, 203 tested at low literacy. The
definition for testing at low literacy--and they
used the REALM test which also was nentioned. That
stands for the Rapid Estimate of Adult Literacy in
Medicine test. That is if they test |ess than or
equal to an 8th grade reading level. And, 493 were
consi dered adequately literate; 207 were
non- Caucasi an; and 489 were Caucasi an.

[Slide]

The gender breakdown, 44 percent were
male. O the males, 51 percent were greater than
or equal to age 45, which is the target popul ation
for this product, and 56 percent were femal e and 35
percent of those were greater than or equal to age
55, the target population for this product.

[Slide]

The questionnaire design was testing one
| abel . They used structured interviews, and the
respondent was allowed to refer to the | abe
t hroughout the study. The questions were primarily
mul tiple choice, and there were nmany scenari os used

in order to test key conmuni cation objectives and

file://ll[Tiffanie/c/storage/0113NONP.TXT (267 of 406) [1/26/2005 10:48:40 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

268
to test decision-nmaking ability based on
informati on found on the | abel

[Slide]

An exampl e of one of the scenarios is one
for unexpl ai ned nuscle pain: D ane has been taking
Mevacor OTC for several weeks. She didn't do any
unusual physical activity and isn't feeling sick,
but she has started to feel pain in her |eg
nuscl es.

[Slide]

On the drug facts | abel there are two
areas that explain to consuners what they should do
i f they devel op unexpl ai ned nuscle pain. Under
warnings it states "stop use and ask your doctor.

If you devel op any unexpl ai ned nuscl e pain,

weakness or tenderness stop inmediately. This can
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be a sign of a rare but serious side effect."

Under directions, it is also stated a
second tine. Unexpl ained nuscle pain--:stop using
i mediately and talk to your doctor if you devel op
unexpl ai ned nuscl e pai n, weakness or tenderness.
This can be a sign of a rare but serious side
effect.”

[ Slide]

According to the protocol, the answer
definitions were as follows, a correct answer woul d
be if a respondent's answer adhered to the | abel
An acceptable answer is if a respondent's answer
did not specifically adhere to the |abel but woul d
not pose a safety risk

[ Slide]

The answer sel ection for the unexplai ned
muscle pain is the follow ng, the choices they had
and the results are going to be listed right now
They were told to stop using the drug. Mist talk
to a doctor. That was considered correct. They
coul d select continue to use but nust talk to a

doctor. This was considered acceptable. Stop
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usi ng; does not need to talk to a doctor--al so
acceptable. Continue to use and does not need to
talk to a doctor--incorrect. And don't know woul d
be considered incorrect.

[ Slide]

The breakdown of the scenario results
according to correct--and that would be, again,
just strictly adhering to the label, the results
were between 74-81 percent. Wen acceptable
answers were factored in the results were 98-99
percent.

[ Slide]

Anot her scenario is for liver disease.
Barbara has liver disease.

[ Slide]

On the drug facts | abel the issue of liver
di sease is under one area in the warning section
and it states liver disease--"do not use if you
have |iver disease."

[ Slide]

The answer options for this

scenarios--this person should not use at
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all--correct. Before using, this person needs to
talk to a doctor--acceptable. This person could
start using right away--incorrect; And, again,
don't know i s considered incorrect.

[ Slide]

The results of this scenario, for the
correct answers, adhering to the |abel, the range
was 65-71 percent. When acceptable was factored in
the range was 99-100 percent.

[Slide]

I will now present the study results.
There was little difference between the cohorts of
the low literacy, normal literacy, Caucasian and
non- Caucasi an. Therefore, | will present only the
total representative sanple, and | will only
present the correct answers, which were those
answers in which respondents strictly adhered to
t he | abel

[Slide]

Ni nety-ni ne percent understood what the
product was used for; 99 percent, dosage and dosing

i nformation; 95 percent, the need to consult with a
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heal t hcare professional prior to use if on a
prescription drug. N nety-two percent understood
the active ingredient; 87 percent, tine frame for
chol esterol testing. Eighty-six percent understood
the need to have diet and exercise before taking
the nedication; 82 percent, that evening was the
best tine of day for dosing; and 78 percent, the
need to fast before cholesterol testing; and 50
percent, that the cholesterol will go up if Mevacor
OTC i s stopped.

[ Slide]

The percent of correct answers accordi ng
to the |l abel for scenarios that indicate the need
to stop Mevacor OTC with multiple scenarios and the
range of correct answers were 47-90 percent. O
nmost clinical significance was the unexpl ai ned
muscl e pain at 79 percent.

[ Slide]

The percent of correct answers according
to the label for self-selection scenarios was a
range of 37-81 percent, with an average of 54

percent. O nost clinical significance, allergy to
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| ovastatin 72 percent; and in the scenario they
listed a prior history of muscle pain on
chol esterol -1 owering nedi ci ne and the correct

answer for that according to label for that was 42

percent.

[ Slide]

The percent of correct answers according
to | abel listed under the warning section of the
| abel, "do not use if...," 74 percent for

pregnancy; 77 percent for breast feeding; 69
percent for |iver disease.

[ Slide]

The percent of correct answers for false
positives--and what these were was the sponsor did
a nice job of integrating scenarios that nmay not
necessarily be on the | abel but forced the
responder to have to think in a decision-naking
manner, sort of common scenarios such as if you
devel oped a cold, you were taking Tuns for
i ndi gestion, you have poison ivy, you have gas from
food or constipation. The correct answers

according to |label, the range was 64-72 percent.
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Again if acceptable was factored in the range was
94-98 percent.

[Slide]

Sel f-selection was al so | ooked at.
Respondents were asked if they could start Mevacor
OIC today. This was after they had a period of
tine to look at the label and it was asked at the
very begi nning of the study. This answer was then
conpared to the self-reported nedical history
questions and denographic data in order to validate
if the response was correct.

[Slide]

O the 696 total respondents or total
representative sanple, 461 reported that they could
not start Mevacor OIC today; 209 reported that they
could start Mevacor OIC today; and 26 respondents
Wer e unsure.

[Slide]

The results, of the 461 that responded
that they could not start today, 100 percent of
them were correct. Al 461 had a contraindication

on the | abel that they discussed in their
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self-reported nedical history. Qut of the 209
respondents who reported they could start Mevacor
OrC today, three, or one percent, self-selected
correctly according to the |abel criteria. That
brings a total of 67 percent, or 464 out of the 696
total respondents that self-selected correctly
according to the | abel

[Slide]

In summary, this was a well-designed study
inthat it covered a diverse popul ation and
i ncl uded non-Caucasi an and low literate subjects.
The questions were non-1leading and wel |
constructed. And, the study was able to
di stinguish varied | evel s of conprehension

[Slide]

The areas of clinical significance that
adhered to the | abel strictly, for unexpl ai ned
nmuscl e pain 70 percent; for breast feeding 77
percent; for pregnancy 74 percent; allergy to
| ovastatin 72 percent; liver disease 69 percent;
and expl ai ned nuscl e pain 47 percent.

Thi s poi nt of unexpl ained nuscle painis
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not a clinically significant issue but it does
point to the fact that respondents had a difficult
time understanding the difference between expl ai ned
and unexpl ai ned nuscl e pain. Al though, again, not
clinically significant in that we would rather see
soneone stop and ask a doctor if they are
uncertain, it does point to the complexity of this
label in that it attenpts to convey nedica
information to the consumer that is nore
conplicated than what is seen in current OIC
| abel i ng.

[ Slide]

In summary of the self-selection, the
total nunber who self-selected correctly according
to the | abel was 67 percent or 464. O those who
said they could start Mevacor OIC today, one
percent or 3 out of 209

[ Slide]

Now, the issue of correct versus
accept abl e, when acceptabl e answers were factored
in the answers increased nost scores to greater

than 90 percent. |In sonme situations factoring in
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accept abl e responses could actually be consi dered
correct if these issues or scenarios fell under the
sub bulletin in the |abel that states do not use;
ask a doctor of pharmacist, or under the sub bull et
do not use unless directed by your doctor.

However, the acceptabl e answers often contained
"ask the doctor" even when not indicated to do so
on the label. It is inportant to note that
respondents often had a greater than or equal to 50
percent chance, or a three out of five chance of
sel ecting either a correct or an acceptabl e answer.
The sponsor chose to use both correct and
acceptabl e answers to assess conprehension of this
| abel . This method potentially creates an
el evation of the scores, resulting in an
overestimate of a consumer's ability to conprehend
the label. Should the acceptable answers that

contain "ask a doctor," even when not directed to
do so on the |abel, be factored in? Did they truly
assess the ability to conprehend the | abel or are

they attenpting to predict the behavior? Did the

respondents choose an answer that contains "ask the
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doctor" rather than the answer "I don't know'
because it was nore confortable? These are
i mportant questions to ponder

Again, it is inmportant to renenber that
the | abel conprehension study cannot predict
consuner behavior. Even labels with high test
scores for conprehension can do poorly in the
actual use setting. As previously described, this
| abel was tested in the CUSTOM actual use study. A
review of this study will now be presented by Dr.
Dai va Shetty.

DR WOOD: Just before you | eave, on page
two of your briefing docunent and al so on your
slides you get to the total nunber who answer a
question correctly by addi ng the nunbers who
couldn't start with the nunbers who could start
and, it seens to ne these are not equal questions.
So, getting the question wong that you could not
start and, therefore, not starting is a quite
different outcome fromgetting the question wong
that you could start and starting. And, only one

percent of the people who could start got the
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question right whereas a | arge nunber who coul d not
start got the question right and that is what gives
you this 67 percent answer. So, it seens to ne,
that is like asking people if it is all right to
junp out of the plane and the people who did junp
out of the plane, only one percent of themgot it
ri ght because they had the parachute on--

[l aught er]

--and, you know, the ones who said it

wasn't time to junp out of the plane, all of them

got it right so that was all right, we wll just
add the two together. Well, | amnot so sure that
is right. So, could you conment on that? | nmean,

that seens to nme an extraordinary addition to make.

CAPT. SHAY: You want nme to coment on
t hat ?

DR. WOOD: Yes, please. | mean, only one
percent of the people who junped out of the plane
got it right.

CAPT. SHAY: True, but | think it is
important to | ook at the entire bal ance and, in al

fairness, when a person goes and sel ects a product
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you al so want to nmake sure that they are not

sel ecting appropriately if they shouldn't. So, we
al ways factor that into the whol e decisi on-naking
process. But | agree with your scenario in that of
the 209 who did self-select correctly and the one
percent, or three, that got it right--that is of
concern

DR. WoOD: So, | amreading that right?
Al right.

DR. GANLEY: Alastair, could | just add to
that a little bit?

DR WOOD:  Sure.

DR. GANLEY: | think the anal ogous
situation is when you | ook at the actual use study
and you have the purchasers and non-purchasers.
Those non-purchasers, they did have to nmake a
deci sion whether to select to use the product and
they chose not to use it for various reasons. And,
many of the answers there were correct answers.

So, you can't really ignore that.
DR. WOOD: No, | amnot ignoring it.

DR GANLEY: That is why we have broken it
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up like that and not just given you 67 percent.

DR. WOOD: But | just wanted everybody to
be sure they understood where that 67 percent cane
from Let's nove along to the next talk.

CUSTOM - Actual Use Study

DR SHETTY: Good afternoon.

[Slide]

My nane is Daiva Shetty. | ama nedical
officer in the Division of Over-the-Counter Drug
Products.

[Slide]

My presentation today will briefly cover
some aspects of actual use studies; actual use
i ssues that are inportant to address for Mevacor
over-the-counter marketing; and the results of the
actual use study subnmitted to support the
prescription to over-the-counter switch of Mevacor.
My presentation and the results will focus on the
anal yses that strictly adhere to the | abel
criteria.

This norning Merck presented multiple

anal yses that | ooked at ways to view the data.

file:///l[Tiffanie/c/storage/0113NONP.TXT (281 of 406) [1/26/2005 10:48:40 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

282
Sone of them were prespecified and sone of them
were not prespecified. Mst of them assess data
fromthe benefit to the popul ation point of view

[Slide]

Bef ore presenting data fromthe CUSTOM
study, | would like to nention a few words about
actual use studies in general. Actual use studies
attenpt to simulate over-the-counter use.
Recruitnment is usually done through print and
broadcast nedia directed toward the genera
over-the-counter popul ation targeted for use of the
drug. Study sites are usually located in areas
where consuners woul d seek to purchase
over-the-counter nedications, such as pharmacies
and grocery stores. The studies have very few
exclusion criteria and ideally should not have
recruitnment pre-screening and mnimuminteractions
bet ween the participants and the study personnel
As much as they try to minic over-the-counter use,
these studies are not perfect. There are
procedures, such as infornmed consent, information

gathering and diaries that always involve
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i nteracti ons between the subjects and the study
personnel , and participants usually are compensated
for their participation in those studies.

[Slide]

The obj ectives of an actual use study
depend on the specific product and concerns rel ated
to that product, such as self-diagnhosis, which
refers to a consuner's ability to di agnose the
condition for which the over-the-counter product is
i ndi cated; self-selection, which refers to a
consumer decision to use the drug or not to use it.
De-sel ection refers to a consuner's decision to
stop using the drug in cases such as not achieving
a benefit or devel opment of an adverse reaction to
the drug. They al so assess conpliance, the dosing
and duration of use; off-|abel use; safety and
sometines efficacy in over-the-counter use
popul ati on.

[Slide]

In the actual use study there are severa
i mportant behavioral issues for the nonprescription

Mevacor marketing. First of all, are consuners
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abl e to sel f-diagnose hyperchol esterolemia? Did
they know their own chol esterol values? And, did
t hey understand serum chol esterol values? Are they
able to identify risk factors for coronary heart
di sease? And, do they understand how many of those
risk factors they should have or should not have to
qualify for the treatment? Are consuners able to
sel f-sel ect appropriately based on the |abe
eligibility and the contraindications for use?

[Slide]

Are consuners able to self-treat
hyperchol esterol em a? Are they able to follow
| abel directions for dosing and duration of use?
Do they follow directions for when to get foll ow up
chol esterol tests or when to see a physician? Do
they understand the treatnent goal? And, are they
able to identify risks during therapy and
de-select? For exanple if they devel op nuscle pain
or start new nedication that may have a drug
interaction with Mevacor, or do not achieve goa
chol esterol levels, would they stop using the
product ?

[Slide]

Now | will switch ny presentation to the

data of the actual use study subnmitted to support
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this application. The study, as you have already
heard, was called CUSTOM Consuner Use Study of OIC
Mevacor .

[Slide]

I will start fromthe |abel used in the
CUSTOM study and tested in the | abel conprehension
study which is identical to the proposed | abel for
over-the-counter marketing. According to the
proposed | abel, there are four conditions that
determ ne correctness of the self-selection. The
order that consumers have to go through in their
t hought process when | ooking at the label is as
follows: To be eligible for treatnent with
Mevacor, the consunmer nust be a nman at | east 45
years of age or a wonan at |east 55 years of age;
must have LDL chol esterol between 130-170 ng/dL;
must have at | east one of the follow ng risk
factors for coronary heart disease, snoking, |ow

HDL chol esterol, famly history of coronary heart
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di sease or high blood pressure, and al so nust be
free of conditions that may put himor her at
increased risk fromusing the product.

[Slide]

The study did not evaluate sel f-selection
as the primary endpoint. Rather, it assessed the
deci sion to purchase Mevacor. It is obvious that
pur chasi ng the product can be construed as
self-selecting a product. A total of 3316 subjects
participated in the decision to purchase Mevacor
and 1205 decided to buy the product and 2111 did
not. The majority of both those who purchased and
those who did not purchase stated that they needed
more information to nake a decision to buy or to
use the product. The npbst common reason anong
purchasers needing nore information was to obtain
their chol esterol nunbers. Non-purchasers conmonly
cited a need for personal health information or to
talk to a physician. The reasons for not
purchasi ng the product were evaluated. W believe
that the majority of non-purchasers may have nade a
correct decision not to use the product.

[Slide]

In the next fewslides I will show the

sel f-sel ection decision results based on the four
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previously nentioned |abel criteria, age,

chol esterol levels, risk factors and the warnings
listed on the |abel. It does not include the
physi ci an override concept. Since the raw data
were submtted late into the review process, the
nunbers | will present today will differ alittle
bit fromwhat you have in your background packages.

There were a total of 1061 subjects in the
study who not only purchased but al so used the
product. Two were excluded because of protoco
violations. O all the users, 797 subjects net the
age criteria. That nmeans that they were nen at
| east 45 years of age or wonen at | east 55 years of
age. O those who net the age criteria, 281 had
LDL chol esterol |evels between 130-170. O these,
206 had at |east one risk factor for coronary heart
di sease. The nmpjority of themwere men. Only 69,
out of 430 wonen were in this group neeting the
first three |l abeled criteria.

[Slide]

A further three subjects wth underlying
liver disease, which is contraindicated in the
contraindications for use, were excluded and 18
subjects with a history of nuscle pain or weakness

fromusing statins, and we are left with 185
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subj ect s.

[Slide]

Then, there were 22 subjects who had only
one risk factor for coronary heart disease, in
addition to age, and a high HDL | evel above 60
which did not qualify themfor treatnment. Finally,
there were 53 users with high triglyceride |evels,
over 200. The final numbers of correct
sel f-sel ection according to the strict |abe
eligibility criteria were 110 users, 33 wonen and
77 men, which is 10 percent of all the user
popul ation. This does not include the physician
consul tati on.

[Slide]

It is inportant to | ook at the

denogr aphics of the users. Anong the 1061 subjects
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who purchased and used the drug, there were 430
worren. OF the 430 wonen who used the drug, 37.4
percent were | ess than 55 years of age, below the
targeted age by the label. The breakdown of wonen
users by age was as follows: 11 percent were |ess
than 45 and another 26 percent were between 45-54,

[Slide]

The actual use study suggests that wonen
of childbearing potential nmay select to use the
product. Over 20 percent of all wonen users were
| ess than 50 years of age. Consequently, because
during the first trimester of pregnancy wonen may
not realize that they are pregnant, it is inportant
to understand the risk to the fetus if wonen of
chil dbearing potential are going to use the product
in an over-the-counter setting and determ ne what
mechani sms coul d decrease that risk

[Slide]

Now | would like to show the study results
on whether the users knew their LDL chol estero
value at the time of purchase. The know edge of

chol esterol val ue becones inportant in an
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over-the-counter setting especially if there is not
access to testing.

The rows in this table represent user
sel f-reported chol esterol values and the col ums
show the results of LDL chol esterol at baseline.
Hi ghlighted in yellow are the nunbers of subjects
who knew and correctly identified their LDL
chol esterol. Around two-thirds of those who
t hought they knew their LDL chol esterol correctly
identified it. It conprises 47.7 of all user
popul ati on.

It is inportant to note that over a third
of all users did not know their LDL chol estero
val ue or their values were mssing. Gven that the
| abel states that you shoul d know your chol esterol,
why woul d t hese subjects purchase Mevacor without
knowi ng their chol esterol? There could be two
reasons. First, they could get a physician
override, and | don't have data on which of those
318 plus 27 subjects consulted their physician.
O, they could have purchased a test at the site.

Everybody in the study had an opportunity to buy a
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test at the time of purchase. However, out of 318
who did not know their chol esterol, 67 decided to
buy a chol esterol test on site in order to find out
their chol esterol

[Slide]

Anot her inportant fact that could be
learned fromthis table is that a significant
nunber of users had a baseline LDL chol estero
bel ow the targeted level. That neans that they may
not need to be treated. Even though the
correlation between the self-reported and nmeasured
LDL chol esterol values was high in the subgroup, 87
out of 122, knowing that their cholesterol is |ow,
chose to use Mevacor; 168 out of 265 subjects who
had hi gher than targeted LDL chol esterol also
incorrectly chose to use Mevacor

[Slide]

This is the summary of consumer know edge
of their LDL cholesterol values based on the data
fromthe previous table, 30 percent of the users
did not know their LDL chol esterol and chose to use

product; 47 percent of all users actually correctly
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identified their LDL chol esterol value; 71 percent
of users who correctly identified their chol estero
is less than 130 chose to use Mevacor; and 75
percent of those who correctly identified their
chol esterol above 170 al so chose to use Mevacor.

[ Slide]

The sponsor anal yzed the self-selection in
more than one way. One of those self-selection
assessnents was based on the nunmber of risk factors
for coronary heart disease, ignoring whether the
user chol esterol values were within the |abel ed
range of 130-170. The results of this study showed
that 42.7 percent of users did not have at |east
two risk factors and used the product even though
they did not neet the | abel criteria.

[Slide]

Now | would like to explain how the
sponsor assessed the correctness of self-selection
and why our results are so different. The origina
definition in the study protocol defined correct
sel f-selection as according to |label, or AL, which

represented a decision that is entirely consistent
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with the product label. O, if not according to
| abel , the consumer achieves LDL chol esterol goa
after six weeks of treatnent.

In the middle of the ongoing study the
sponsor redefined the categories and the mgjor
difference that was introduced for assessnent of
sel f-selection is the physician override concept,
whi ch neans that if a consuner failed
sel f-selection for any reason but stated that their
physi ci an approved the use of Mevacor, they were
classified as correct self-selectors.

There is nothing wong if people consult
their physicians to nake a better decision for
self-treatment, however, in this study the contact
with a physician or the information discussed was
not verified and we don't know why the majority of
users in the study failed the | abel criteria and
were approved by their physicians despite the risks
or no benefits for the treatnent.

[ Slide]

The sponsor al so introduced two additiona

categories for assessnment of correctness of
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sel f-selection. The first one was called "closely
adhered to the | abel" and included users who did
not neet one or nore of the criteria for age, risk
factor profile, and had LDL and HDL val ues out si de
the targeted range for treatnment. But because they
knew their lipid profile; did not have el evated
triglycerides; did not substitute Mevacor for their
prescription |ipid-lowering nedication; and did not
have di abetes, heart di sease or stroke, they al
were assessed as correct self-selectors.

[Slide]

In addition, the sponsor reeval uated
subj ects who failed the previously nentioned
definition, "closely adhered to | abel" benefit
criteria, and | ooked at the subject's 10-year risk
profile for nyocardial infarction or coronary
death. This approach allowed themto reclassify
the users who failed self-selection according to
the label if they did not know their lipid profile,
if they had el evated triglycerides, substituted
Mevacor for their prescription |ipid-Iowering

medi cation, or had di abetes, heart di sease or
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stroke but were eligible for study therapy by ATP
I'l'l guidelines based on the cal cul ated nore than 10
percent 10-year risk for nyocardial infarction of
coronary death.

[Slide]

These are the sponsor's results of the
correct self-selection, 484 self-selected correctly
according to the | abel or nedically acceptable for
sel f-managenent definition; 68 of those
sel f-selected on their own without a physician's
input. An additional 202 subjects who closely
adhered to the | abel were added to the correct
sel f-selection group. Finally, the sponsor states
that although 357 did not adhere to the | abe
benefit criteria, 258 of this cohort were eligible
for statin therapy by ATP |11 guidelines, thus
raising the correct self-selection rate to 89
percent or 944 subjects.

These anal yses are not based on subject
sel f-sel ection decision but, rather, on the
retrospective analysis of their baseline

characteristics. Wen consuners are picking up the
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package fromthe shelf they should be able to nake
the right decision by reading the |abel

[ Slide]

There are several relative
contraindications for the use of Mevacor listed on
the proposed label. O the 1061 users, 55.5
percent had at |east one or nore contraindication
specified on the label. 1In addition, 2.2 percent
subj ects' data was not known due to mi ssing
information. This brings the nunber to 42.3
percent of users who did not have any relative
contraindications for using Mevacor. The majority
of those users with relative contraindications were
classified by the sponsor as correct self-selectors
because they stated that they spoke to their
physician. Even if we assune that sone
participants in fact discussed their particul ar
risk condition with their personal physician, a
significant proportion of users with those
contraindications remain who did not get physician
cl ear ance.

[Slide]

A listing of these non-clearance users is
shown on this slide and 37.5 percent of those who

substituted prescription Iipid-Iowering nedication
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wi th OTC Mevacor did not consult the use of Mevacor
with their physician; 64.5 percent of those with
hi gh LDL or high triglyceride |evels used Mevacor
wi t hout physician cl earance; 37.5 percent of those
taking potentially interacting drugs; 41 percent of
di abetes; 41.5 percent of subjects with coronary
heart disease; 51.6 percent with a history of
stroke; and 61.6 percent of subjects with a history
of previous nmuscle pain while taking statins also
used Mevacor w thout consulting with their
physi ci an.

[Slide]

Anot her consuner behavi or aspect that was
assessed in the study is the self-managenent or
conpliance with treatnent and de-sel ection. Over
the next two slides | will show you how users in
the CUSTOM study behaved after the initiation of
t her apy.

Thirty-seven percent, or 393 subjects did
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not get any follow up chol esterol test after they
started using Mevacor, and the mgjority of them
277, continued therapy; 63 percent, or 666, had at
| east one foll owup chol esterol test.

[Slide]

O those who had at | east one foll ow up
chol esterol test, 7 discontinued the treatnent and
659 continued on therapy. O those who continued
on therapy, 375 were at goal for LDL chol estero
goal on their followup test; 160 subjects were not
compliant with their |abel treatnent because they
were not at goal, and their chol esterol was above
130 or their foll owup chol esterol val ues were
m ssing and they continued on therapy. The rest
complied with the lIabel treatnment criteria
according to the sponsor because they either
continued with physician override or discontinued
because they were not at goal

[Slide]

By the end of the six-nmonth study a lipid
test was not optional but required by the protocol

There were 548 subjects anpbng the 878 tested with
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LDL chol esterol below 130 ng/dL. However of those,
160 subjects had LDL chol esterol |ess than 130 at
baseline and for 39 subjects baseline LDL

chol esterol val ues were unknown. So, we don't know
what benefit, if any, these 199 subjects received
fromthe therapy. There were 349 with LDL

chol esterol val ues above 130 at basel i ne who

achi eved goal by the end of six nonths of the

st udy.

Since there were sonme questions about the
compl i ance and how consuners in the study conplied
with the treatment, | want to mention that the
medi an nunber of tablets that the users purchases
in the study was 122, which is approximately a
four-nmonth supply for the treatnent.

[Slide]

Despite many sel f-selection errors, there
were no safety signals reported during the study
and 17 percent of all users reported at |east one
drug-rel ated adverse experience and only one of
those was assessed as a serious event. That was an

allergic reaction to lovastatin. No other serious
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drug-rel ated adverse events were observed during
the study.

[ Slide]

In sunmary, based on the information
have presented, the actual use study showed that
the mpjority of the participants, those who
purchased and those who did not purchase Mevacor
needed nore information to make a deci sion
Al t hough approxi mately one-half of the users
correctly identified their LDL chol esterol,
approxi mately one-third of all users did not know
their LDL chol esterol values and chose to use
Mevacor .

[ Slide]

There were sone self-selection errors and
37 percent of wonmen users were |ess than 55 years
of age; 26 percent of users met the age and
basel i ne LDL chol esterol range; 19 percent of users
met the age, LDL chol esterol and the risk factor
for coronary heart disease criteria. Based on our
assessnent 10 percent of all users self-selected

correctly by the strict label eligibility criteria
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wi t hout a physician override. It is not clear
whet her the conplicated paradi gm of treatnment of
hi gh chol esterol, or the |abel used in the study,
or both led to such poor self-selection results.

[Slide]

Forty-two percent of the users did not
meet the label eligibility criteria for the nunber
of risk factors for coronary heart disease. Mre
than half of the users had at |east one relative
contraindication for the treatnent with Mevacor

[Slide]

There was relatively good conpliance with
foll owup chol esterol tests, 63 percent; 35.6
percent of users achieved the target LDL
chol esterol goal of less than 130 at foll ow up
testing. Data was not presented, as the sponsor
al ready mentioned--those who used Mevacor had
| onered their chol esterol approximtely 21 percent
and 25 percent lowering in those who had fasting
chol esterol values. Even though testing at the end
of six months showed that over half of all users

had LDL chol esterol |ess than 130, one-third of
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themstarted at a | evel below 130 or their baseline
val ues were m ssing.

[Slide]

There were no serious safety signals
observed during the study, but if Mevacor becones
avai |l abl e over-the-counter, based on the study
results, it is likely to be used by wonen of
chil dbearing potential, consumers with
contraindi cated conditions, consumers with no risk
or lowrisk for coronary heart disease, and
consuners at high risk for coronary heart disease
who can potentially be under-treated. This ends ny
presentation. Thank you for your attention.

DR. WOOD: Thank you very nuch. Let's
take a break.

[Brief recess]

DR. WOOD: Dr. Koenig will now tal k about
simvastatin use in the United Ki ngdom

Nonprescription Sinvastatin in the United Ki ngdom

DR. KOENIG Good afternoon.

[Slide]

I am M chael Koenig, an interdisciplinary
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scientist in the Division of Over-the-Counter Drug
Product s.

Over the next 15 minutes or so | am going
to be providing sone additional infornmation about
what you have heard referred to earlier today as
OIC simvastatin in the United Kingdom This is
currently the only statin available wthout a
prescription anywhere in the world. Sinvastatin in
10 ng tablets has been marketed in the United
Ki ngdom as Zocor Heart-Pro since July of |ast year,
just a little under six mnonths.

The information that | will be presenting
comes fromthe Internet and has been vetted by
col l eagues at the British Medicines and Heal t hcare
Products Regul atory Agency.

[Slide]

My presentation can be divided into three
parts. First, | will describe how nedicines are
classified in the United Kingdom Second, | will
outline the process by which medicines can be
reclassified or switched between classes, which is

the process that we are going through here today.
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This is part of that same type of process. Third,
I will bring up sone of the issues that were
considered in the United Kingdomin considering
specifically the switch of simvastatin from
prescription to nonprescription status.

[ Slide]

As in the United States, nedicines in the
United Ki ngdom can be broadly classified into two
categories, prescription and nonprescription
Prescription nedicines are al so known as
prescription only nedicines, or POM nedicines, and
they are in this class because of safety concerns.
The British feel that the nedicines in the
prescription only nmedicine class present a direct
or indirect danger to human health if they are not
used under a doctor's supervision. Additionally,
these nedicines may contain a substance or
substances requiring further investigation or they
require injection. Al new nedicines, and by that
I really mean all new chemical entity-containing
medi cines, are initially placed in this class,
prescription only medicines.

[ Slide]

Unlike in the United States, the

nonprescription classification of medicines can be
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further broken down into two different subclasses.
The first of these that | amgoing to tal k about
are those in the pharmacy, or P class of nedicines.
These are available in pharmacies and only in
pharmaci es, and they are adm ni stered under the
supervi sion of a pharmaci st or the pharnmacy staff
who have been trained to work with this medicine.
In the United States we would refer to this type of
medi ci ne as behind-the-counter if we had such a
class but we currently do not. There is no |ega
behi nd-t he-counter classification. Sinvastatin
falls in the pharmacy class of nonprescription

medi cati ons.

More |ike our OIC drugs are those listed
on the general sales list. These are available on
pharmacy shel ves, open pharmacy shel ves. They do
not require the assistance of pharmacy staff. They
are also found in supermarkets, and they include

medi cati ons such as anal gesi cs and cough-cold
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medi cations. As | indicated, the conparable class
inthe United States is what we refer to as OIC or
over-the-counter drugs.

At this point | would like to point out
what you may have seen in the literature, and you
have already heard referred to this norning. You
have heard simnmvastatin referred to as OTC
simvastatin. Al nonprescription drugs, that is
bot h cl asses, pharmacy and GSL, are considered and
are sonetines referred to as OTC nedi cations. So,
there is that distinction that | wanted to bring
out .

[Slide]

Let me now tal k about the reclassification
process itself, or the switch fromone
classification to another. | amgoing to focus
specifically on the reclassification from
prescription only to pharmacy type of nedicine
because that is the one that is involved with
simvastatiin. It is also possible to reclassify
medi ci nes from pharmacy to GSL but nedicines in the

United Kingdom do not junmp directly from
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prescription only to what we would consider OIC to
GSL.

The first thing that goes into the
application, as you woul d expect perhaps because it
is included in any NDA, new drug application for a
switch in this country, is the safety profile for
the drug. This includes reports of adverse
reactions; the results of post-marketing
surveill ance studies; published literature
supporting the reclassification; and safety reviews
that may be available. Additionally, the
application includes patient information which is
the proposed | abeling for the product. |In the case
of a medicine being considered for switch to the
pharmacy class, the applicant nust show how the
pharmaci sts and their staff are going to be
trained. Finally, the application includes a
detailed evaluation by a clinical expert and, of
course, since the application cones fromthe
sponsor the clinical expert is provided by the
sponsor.

[Slide]

The process itself can really be broken
down into five steps: First, the application

containing the information | have just tal ked about
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is subnmitted to the Medicines and Heal t hcare
Products Regul atory Agency, or MHRA, a body that is
directly conparable to our FDA. The MHRA t akes
this application in for review

In the case of simvastatin and nost other
switches fromprescription only to pharnacy, the
MHRA likes to include the Conmittee on Safety of
Medi cines, or CSM This is anal ogous to you, to
the advisory commttee nmenbers. These are experts
fromaround the United Ki ngdom who cone together to
advi se the MHRA on what they think, or contribute
their thoughts on the advisability of making the
switch.

Upon conpletion of the review, a
consultation letter is prepared which contains the
findings and tentative conclusions of the MHRA in
conjunction with the CSM the Conmttee on Safety
of Medicines. This is then sent out to the

different health agencies for coment and for their
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response. Wether the VMHRA is leaning toward a
switch or against a switch, the information goes
out for public comment, and that is probably not
terribly different fromwhat we will be having
t oorrow nor ni ng when we have the open hearing--the
sanme type of public input. This neeting is public
as well.

The responses are received back at the
MHRA. In this case the respondents were given 60
days to respond. They are then reviewed to
det ermi ne whet her or not any new i ssues have cone
up that the MHRA feels nust be addressed. Then, in
the final step, the MHRA takes sone sort of action,
ei ther approving the switch or not approving it.

In the event that it is not approved there is the
ri ght of appeal

[Slide]

In the specific case of Zocor Heart-Pro,
this nedicine was reclassified as a nonprescription
pharmacy type nmedicine in July, as | said, of 2004.
I would just like to briefly go over sone of the

| abeling. You have heard extensive tal ks about the
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| abel ing both fromthe sponsor and from ny
colleagues in the FDA. But let's |look at the
| abeling briefly for Zocor Heart-Pro, and | wll be
going into sonme nore detail on this alittle later
inmy talk.

This labeling is available in your Merck
background package right at the very end. For this
particul ar |abel the display panel is on page 343
of the Merck background package. You can see that,
just as labeling in this country, the |abeling
i ndi cates the proprietary nane, Zocor Heart-Pro, as
wel |l as the active ingredient.

What | wanted you to see is the primary
indication. 1In the United Kingdom Zocor is
marketed to reduce the risk of a heart attack. On
the back of the package there is the sane sort of
information that you might find in this country,
al though not in drug facts format. | want to point
out that Zocor Heart-Pro is for people who have a
moderate risk of coronary heart disease. So,
believe that is the sane indication that Merck is
seeki ng.

But in the United Kingdom patients are
advi sed or woul d-be purchasers are advised that the

pharmaci st can advi se them further and help themto
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identify their risk level. Merck has already said
that will be the case with Mevacor. Here it is
actually a requirenent. That is a specific
desi gnat ed nonprescription cl ass.

[Slide]

Addi tional |abeling that consuners are
exposed to includes the questionnaire which nust be
filled out in the pharmacy itself and is assessed
by the pharnmacist or his staff or her staff to
determi ne whether the patient qualifies to receive
this nedication.

[Slide]

Then, if they are able to obtain the
medi ci ne, once they get home and open their package
detailed patient information is provided in this
patient information leaflet, and | will be
referring to this in sonewhat nore detail just a
little bit later on.

[Slide]

I would now like to get to the real neat
of what | hope to present to you today, and | woul d
like you to consider sone of the issues that were
considered in the United Ki ngdom when they were
t hi nki ng about switching sinvastatin to a pharnmacy

st at us.
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[Slide]

The public consultation letter, as | said,
contained all of the issues considered by the MHRA
I have just picked six of these for a little deeper
presentation to you, a little bit deeper
di scussion. The MHRA considered the potential for
myopat hy and rhabdonyol ysis. They al so | ooked at
the potential for liver toxicity in consumers who
woul d be taking this product. They were concerned
about possibly use by pregnant wonen--if this
sounds familiar, it should. They were concerned
about whet her or not consumers coul d adequately
sel f-di agnose that they were at noderate risk of a
heart attack, again with the assistance of a
pharmaci st. They addressed the issue of whether

consuners even needed to know their LDL chol estero
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numbers or not. And, for this nedication which is,
agai n, a pharmacy nedi ci ne, the MHRA consi dered the
adequacy of training materials provided to the
phar macy staff.

[Slide]

Wth regard to the potential for myopathy
or rhabdonyolysis, the MHRA felt that this was a
sufficiently rare condition that they were not
particularly concerned about it, especially since
they considered the warnings on the labeling to be
adequat e.

So, nowif | take you back to that patient
information | eaflet which is included in the
package, there are four things | would like to
poi nt out here that all deal w th myopathy and
rhabdonyol ysis on the |abeling. First, consuners
are advised not to take these tablets if they have
had rmuscle problens in the past after taking a
chol esterol -1 oweri ng nmedi ci ne.

Secondl y, consuners are advised to stop
taking the tablets imediately and check with their

doctor if they devel op generalized nuscle pain,
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tenderness or weakness unless it is an expl ai ned
pain. That is, unless it is clearly the result of
flu, unaccustomed exercise, recent strain or
injury.

Thirdly, consuners are advised that they
shoul d not be taking certain nedications
concurrently, those being cyclosporin or other
prescription chol esterol -1 owering medi ci nes, as
these may cause problens if they are taking Zocor
at the sane tine.

Finally, and this is not on the | abeling
inthis country, the British pointed out that
consuners should not drink huge quantities of
grapefruit juice, nore than a liter a day; 250 m
was fine.

[Slide]

Now, regarding the potential for liver
toxicity, the MHRA concluded that this was an
extremely rare condition and that routine testing
of liver function was not required. Again, they
felt that the warnings included in the |abeling
wer e adequat e.

[SlIide]

Agai n | ooking at the patient informtion

|l eaflet, we see the following three itenms: First,
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consuners are told not to take these tablets if
they know they have liver disease or they have been
told they have had abnornmal liver function bl ood
tests in the past. Secondly, do not take these
tablets if you drink excessive anounts of al cohol
Third, stop taking these tablets and see your
doctor if you devel op the synptons of

hepatotoxicity--it doesn't say hepatotoxicity but

yes.

[Slide]

What about the possible use by pregnant
worren? This has cone up today | think. It was not

a concern to the folks at the WVHRA. They pointed
out that the labeling clearly specifies, right at
the very outset, that it is only to be used by
worren by 55 and over. Furthernore, again they felt
that the warnings in the | abeling were adequate.
Again, if | could refer to the patient

information leaflet, there is this directive: do
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not take these tablets if you could becone
pregnant, are pregnant, are planning to becone
pregnant or are breast feeding.

[Slide]

What about the consumer's ability to
sel f-di agnose that they are at noderate risk of a
heart attack? The MHRA concluded that with
phar maci sts' assi stance patients should readily be
able to identify whether or not they are at
nmoderate risk based on age and the risk factors.
This is included in the questionnaire which the
phar maci st goes over with the woul d-be purchaser
as well as in the patient information |eaflet.

[ Slide]

On the questionnaire, right at the top,
patients are asked if they are of a certain age.
woul d just like to point out because this came out
earlier today too, fermal es ages 55-70, and if you
are femal e, have you reached nenopause? Yes/no?

They are al so asked about four risk
factors, and these are simlar but not identical to

the four risk factors on Mevacor. Snoking is the
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same. Fanmily history of early heart disease
think is very simlar to what is on the Mevacor
| abel . But not on the Mevacor |abel, and of
concern to the British regulatory agency, was
whet her the consumers were overwei ght and whet her
or not they were of a family origin from South
Asi a.

[ Slide]

The sane information is on the patient
information leaflet. You are likely to be at
nmoderate ri sk based on age criteria as well as
those sane risk factors. So, there is plenty of
exposure to determine if they are at risk for
coronary heart disease. This, by the way, as in
the United States, is the leading killer of adults
in the United Kingdom coronary heart disease.

[ Slide]

What about do consuners need to know their
LDL chol esterol |evels? The MHRA pointed out that
reduci ng the I evel of LDL chol esterol or bad
chol esterol reduces the risk of a heart attack, and

you have heard that described al ready today.
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Therefore, the MHRA felt that there was no specific
requirenent to know initial LDL cholesterol |evels
or to nonitor these levels after starting.
Consuners that are found to be at a higher
risk--and this is based on the answers they give to
that questionnaire--would be identified by the
pharmacy staff and woul d be given opportunities to
determine their LDL chol esterol |evels. These
peopl e could then be referred to a doctor for
further studies.

[Slide]

Finally, what about the MHRA' s feeling on
the adequacy of pharnmacy staff training? It
doesn't really apply in this case but to conplete
the mpjor issues. The MHRA felt that this had been
prepared in consultation with national pharnmacy
bodi es and was adequate; would be distributed to
phar maci sts and nedi ci ne counter assistants
t hr oughout the United Kingdom and the education
specifically included understandi ng of
pat hophysi ol ogy of coronary heart di sease and nmj or

risk factors; contraindications, precautions, and
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possi bl e adverse effects of taking Zocor, as well
as alternative interventions including, for
exanpl e, lifestyle changes--di et and exerci se.

[Slide]

The consultation letter went out in
Novenmber of 2003 and was sent to over 250 different
health service agencies. O those, they received
100 responses. Mdst of these came from nationa
heal th service trust organizations, but they al so
got significant input from pharnmacy bodies, roya
medi cation col | eges, medication bodi es and
academ a. Additionally, there was input from
i ndustry and from patients.

[Slide]

Wel |, what did people think? O those 100
responses, 9 percent said unequivocally yes, we
feel this should be switched to pharmacy status; 24
percent said yes, they felt it should be sw tched
but they had issues they felt warranted further
consi deration; 21 percent said neither yes nor no
but stated that they had issues that they felt

shoul d be addressed; 11 percent responded with no
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coment; and 35 percent said no, it should not,

either statins in general nor Zocor in particular

shoul d be switched to pharnacy status.

[Slide]

I will just briefly and quickly go through

the mmjor concerns raised in response to that
consultation letter. At |least 50 of the
respondents indicated that they felt the dose of

Zocor 10 ng was too low to be effective, and

poi nted out that there were no clinical trials at

this dose so it was not clear how t he MHRA had

reached a conclusion that it was efficaci ous.

At least 27 felt that, although the MHRA

did not feel this way, there was a need for

chol esterol testing, arguing that since this is an

asynptomati ¢ di sease, a chronic asynptomatic

di sease, how coul d people know if it was effective

if they had no way of seeing anything or neasuring

anyt hi ng?

At least 21 felt that there was a need for

liver function testing, sonmething that you will

remenber the MHRA did not feel is necessary. The
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argunent was that preclinical only nedicines
require liver function testing so it was not clear
to these respondents why it shouldn't be required
for pharmacy class nedi ci nes.

At | east 21 respondents raised the issue
of the potential for ignoring |lifestyle changes.

In other words, people m ght forego changes in
their diet or exercise reginens in favor of taking
Zocor Heart-Pro.

Anot her 21 brought up the issue of the
cost of OIC statins. That is not an issue that we
worry about in the FDA but it was an issue that
came up over there. Zocor costs about 12-15 pounds
per package. That is a 28-day supply, taken once a
day, usually in the evening. That equates to about
$24-30 and that is about $360 a year. So, there
were concerns that there would be a disparity
between the ability of those who could afford it to
buy it and those who really couldn't afford to buy
it.

[Slide]

At |east 16 raised the issue of the burden
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on the pharmaci st and the pharnacy staff and the
training that would be required. We felt that
either the training wasn't conpl etely adequate or
they felt that training and the tine spent
counsel i ng potential purchasers would be too great
a burden on the pharnacist.

Anot her 16 were concerned about record
keepi ng and patient nanagement. The feeling here
was that since the pharmacy had one set of records
and the doctors had another set of records there
m ght be a di sconnect between the two and the |eft
hand doesn't know what the right hand is doing. So
that was an issue.

Ten felt that interactions wi th other
nmedi cations warranted further consideration, and 10
felt that the side effects, for exanple the
rhabdonyol ysis and the liver toxicity, merited
further consideration as well.

[Slide]

In sunmary, as | said, this was
reclassified as a pharmacy nedication in July of

| ast year because the nedici ne does not produce, in
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the view of the MHRA, a direct or indirect danger
to consuner health w thout nedical supervision, but
only if it is given with the advice of a pharnaci st
and supported by a conprehensive pharmacy training
package. Again, this type of behind-the-counter
classification does not currently exist in this
country. There is no |legal basis for it at
present. Thank you.

Questions fromthe Committee

DR. WOOD: Thanks to all the presenters
for sticking to time. | guess nowis the period
for the committee to ask questions and we will
entertai n questions. DR WOOLF: A coupl e of
questions. The systemin GGGeat Britain has been in
pl ace for six nmonths. Do we have any idea, in this
short period of tinme, how well it has worked?

DR. WOOD: The question was it has been in
pl ace for six months in the U K, howwell has it
wor ked?

DR. HEMMLL: Yes, as you noted, it has
only been on the narket for six nmonths in the UK

We don't have a good handl e on how well it is
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working yet. | do have Dr. Steve Mann, who
actually was the person who took the application
through the MHRA, here and he can answer a | ot of
your questions about this. Mybe you have a
comment now, Steve?

DR. MANN: Thank you. Firstly, | want to
thank Dr. Koenig for what | thought was a fair
characterization of the process in the UK As E
said, it isalittle early to judge exactly how
well this is working, although we are committed to
moni tori ng how t he system wor ks.

We did pilot the questionnaire that is
used i n pharnmacies before or actually during the
process of the application and showed that it works
well, with pharmacists being able to use it
adequately, and actually, a fair proportion of
peopl e being able to fill in the questionnaire
wi t hout any pharnmacy hel p.

Per haps the only comment | woul d make on
the process is that the Coommittee on Safety of
Medi ci nes was heavily involved in approving this.

It is not just the MHRA. The Conmittee on Safety
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of Medicines, as Dr. Koenig pointed out, is an
i ndependent body of advisers to the government.

The only comrent | would take slight issue
with is we do encourage people to test their
chol esterol. It is just sinply not mandatory for
themto know their cholesterol level going in. The
vi ew of our experts and of the Commttee on Safety
of Medicines was that if people have a risk |eve
that justifies treatnent, whatever their starting
LDL chol esterol level, there is evidence that they
will benefit, and that it is inmportant to know that
their cholesterol is reducing, and that they don't
have a high level on treatnment. That really is the
pl ace of cholesterol testing is the current viewin
the U K | hope that was hel pful

DR. WOOLF: The second question is for the
FDA. On page 2 at Tab 4 of our briefing docunent
it states that there were 195 cases of wonen who
were pregnant who received a statin. W only have
the data on the 25 who had | ovastatin. Do we have
the information for the remaining 170 who took a

different statin and what was the outconme in those
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pregnanci es?

DR. DAVI S-BRUNO That particul ar data was
obtained froman Ofice of Drug Safety consult that
we requested. | don't know of Jocelyn Swann is
here but she is the one who actually did the
consult and coul d specifically address that
question. | don't have slides on the other
statins.

DR WoOD: Well, while you are up there,
if ny recollection is right, Merck said there were
seven fetal abnormalities in your database, and on
page 2 and 3 of your Tab 4, are these overl apping
or are these additive, or what is the story there?

DR. DAVIS-BRUNO If you are referring to
t he pharmacol ogy/toxi col ogy briefing docunent, that
table with clinical findings--

DR. WoOD: | amreferring to Tab 4.

DR DAVIS-BRUNO Right. Those particular
human findings are relevant only to | ovastatin.

DR. WOOD: No, no, | understand. These
are the nunbers fromthe AERS database

DR. DAVI S-BRUNO  Correct.

DR. WOOD: And in the Merck database there
are seven, they said. | was surprised, first of

all, that the seven didn't seen to be reported to
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the AERS dat abase and the question was did these
seven that they have include these five, or are
there really 12, or what are the nunbers? |
t hought they had an obligation to report all the
nunbers, so how cone there are | ess?

DR LEVINE: | am Jack Levine, with Merck.
The five that are there are included in our
seven--those six are included in our seven.

DR, WOOD: kay, and what is the seventh?

DR LEVINE: There was one aborted fetus
that the FDA refers to, and we have two where there
is actually a question of whether they are the sane
case.

DR. WoOD: Al right. So, the total
universe is seven including 1/2.

DR LEVINE: Correct.

DR WOCD: Thanks. Dr. Parker?

DR PARKER It seems that there was sone

val uabl e i nformati on obtai ned fromthe | abel

file://ll[Tiffanie/c/storage/0113NONP.TXT (327 of 406) [1/26/2005 10:48:40 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

328
conpr ehensi on study, as well as the use study,
about the bottom!line of people who would use this
drug, their ability to understand what they need to
know. | amwondering if the insights gained from
the | abel conprehensi on study, however you slice
the pie, were used to nodify the |abel for the use
study. In other words, what is the exact tining of
the | abel conprehension study and the use study,
and whether or not the results fromthe | abel
conpr ehensi on were used to nake the | abel better in
the use study?

DR. HEMMLL: As you saw in one of the
slides that Jerry Hansen showed, we did research
for about three years, and the total amount of
research going even further back that that was with
about 30, 000 consuners, studying every possible
el ement of the label in focus groups and in pilot
| abel conprehension studies. So, once we had the
| abel that we were confident was well understood,
we did the studies, the CUSTOM study and the | abe
conpr ehensi on study sinultaneously, know ng

full-well that the next study would be one with
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input fromthis comrittee and fromthe FDA, having
revi ewed and conmented upon the results of not only
the | abel conprehension study but the CUSTOM st udy,
to help further refine that.

DR. WOCD: Mary?

DR TINETTI: | have a few questions
related, first of all, to | abel conprehension, and
this would be both for the FDA and Merck. First of
all, | was sort of interested that it had an 8th
grade conprehension level. | wonder if anybody
knows what the nedi an conprehension | evel for the
ol der population is. | guess the last | heard, it
was closer to 5th grade. | amcurious. |In this
popul ation there is only 35 percent for wonen, for
exanpl e, who are over 55 and probably few of those
are over 70. M concern is that there is a large
nunber of those people who are going to have many
of either the contraindications or nost |ikely the
i ndi cations for discussing it with their
physicians. So, | wonder if there was any
sub-study | ooking specifically at that popul ati on,

and whet her the people we are npbst concerned about
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understand the | abel, and could they, indeed, do
it.

| am al so concerned about the size of the
print for the older population. Finally, | was
sort of curious. It sounded as if people
understood that if you stopped the nedicine your
chol esterol would go back up. But do they really
under stand the question that we are interested in,
that once you start this nedicine you are only
going to get better if you take it forever and
taking it in fits and starts is not going to be
particularly helpful. 1 wonder if there were any
questions related to that and, if not, what do we
think the repercussions of not having that
information are.

CAPT. SHAY: There were no questions in
the | abel conprehension study that addressed that
but, | agree, that woul d have been an inportant
el ement to conme out in the study.

DR. WOOD: Let's go on to Dr. Foll man.

DR FOLLMAN: | wanted to talk a little

nmore about pregnancy. In the sponsor's analysis
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that they showed on the screen a little while ago,
my recollection was that they tal ked about 67
reports of statin use during pregnancy and that
not hi ng happened as a result of this, no toxicities
or problens, or anything. But in their briefing
docunent they talk about these 67 and note that in
34 of these pregnancies that were reported during
statin use outcome data was available, and in this
table they note that three of these 34 with known
out come data ended in elective abortion; one in a
spont aneous abortion and one in fetal death.

So, | wanted to, | guess, set the record
straight in ternms of what they said earlier that,
in fact, there were sone untoward events during
t hose pregnanci es.

| also have a couple of conments about the
anal ysis of the mce data. One was that the
sponsor's analysis sort of disparaged what the FDA
did and noted that one of the litters had, | think,
8/ 8 fetal abnormalities. So, all of the
abnormalities were in one litter and that seened to

be sort of over-counting. | don't know exactly
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what statistical analysis the FDA did but there are
certainly analyses that | trust the FDA did which
take into account the fact that outcones in a
litter are likely to be simlar. So, just the fact
that you used litters in your analysis doesn't
necessarily nean that it is incorrect.

Anot her point | wanted to nake was that in
the weight |oss analysis they had a table which
showed vari ous outcomes in the control group and
then weights at different tines for the three
different doses of statin, and they said these were
all non-significant. But if you look at them in
each instance, except for one of the 12 | believe,
the weight was less in the Iovastatin-fed m ce than
it was in the control group. So, to ne, if you
woul d conbine that it would suggest sonething nore
consi stent with what the FDA said, which was that
there was concern about weight loss with
| ovast ati n.

Finally, there was sonme conment about
di sparagi ng the use of concurrent controls and that

hi storical controls would be better. | have never
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heard that argunent before; it is kind of
mystifying to ne.

DR. WOOD: Does the sponsor want to
respond to that as these were in their
presentation? No? Al right.

DR DAVIS-BRUNO Can | just clarify? |
just want to nake sure that it is clear that the
FDA | ooks at both concurrent controls and al so
hi storical control data when we do our analysis.

DR, WOOD: kay. Dr. Watts?

DR. WATTS: | would like to hear from
Merck. You have one of your products now approved
at the pharmacy level for use in the U K and you
are asking us to approve or recomend approval of a
different drug in the sane class for use in the
U.S. | wonder why you picked sinvastatin to use in
the U K and lovastatin to use in the U S

DR, HEMMLL: There is a fairly sinple
answer. Lovastatin was never approved for
prescription marketing in the U K so sinmvastatin
was our only option for switching in the U K

DR WATTS: But why not sinvastatin here?

DR. HEMMLL: Well, as you have heard
today, we have done an awful |ot of work on

| ovastatin, including additional investigative
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ani mal work, and this has been our project | think
si nce about 1997. It would have been difficult to
switch in mdstreamto sinvastatin. Secondly, in
keeping with the data-driven determ nations that
are made by this conmttee and the FDA, |ovastatin
is directly tied to a study, AFCAPS, which showed
risk reduction in the primary prevention target
popul ation that we are considering for OIC
Si nvastatin has nmany excellent |ong-term studies
but they are in different risk |evel populations
al t hough the HPS study was certainly a basis for
approval in the U K wthout needing to know one's
chol esterol |evel.

DR. WoOD: Wiile we are tal ki ng about the
conpari son between the two, you obviously went with
an approval in the U K wthout an LDL measurenent,
and you are going here with an LDL neasurenment. Do
you want to conment on why you nade that
di stinction?

DR HEMMLL: | think | will ask Dr. Mann
to comment on the thinking that was considered in
the UK Inthe US., of course, we are trying to
be as consistent as possible with the NCEP
gui del i nes.

DR. MANN: Yes, if | could comment, in the
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UK we faced a very different situation | think to
what prevails in the U S., in that there has not,
in the UK. , been an extensive cholestero
awar eness canpai gn over many years, and | think it
is fair to say that the level of consuner know edge
about chol esterol risk factors for coronary heart
di sease and the connection between the two i s not
very high in the United Kingdom W were faced
really with a quite different setting I think from
what prevails here.

Qur expert panel and the Committee on
Saf ety of Medicines concurred with this view and
felt that the current state of know edge about
chol esterol dictated that intervention should be
based on soneone's absolute risk of coronary heart

di sease and, if that risk justified intervention,
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then the person woul d benefit fromreduction of
chol esterol whatever the starting |evel of LDL-C
I think you saw earlier today that Dr. Pasternak
presented those data, suggesting really that the
benefit is there throughout the line of what the
starting cholesterol LDL-Cis.

It is also the case in the United Ki ngdom
and | think it is probably true to a simlar degree
inthe United States, that with these age and
gender categories there are very few people who
have what is characterized as a desirable LDL-C
| evel and, on that basis, it was felt that not
having to know the LDL-C at the start of treatnent
woul d di scourage fewer people in the United Ki ngdom
fromtaking part because really the know edge of
those nunmbers didn't exist. But knowi ng what their
LDL-C was on treatnent is sonething that woul d be
encouraged both to notivate and to continue but
al so to pick up those who are inadequately treated

DR. WOOD: Dr. Finchan?

DR FINCHAM | would like to preface ny

question with just perhaps a conparison between
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pharmacy in the U K as opposed to pharmacy in the
US If you | ook at the sheer nunbers of
pharmacies in the United States, there are probably
four tinmes as many pharmacies in the U S. as there
are in the U K But, yet, because of the
popul ation difference, if you look at it as a
pharmacy per unit of popul ation, residents of U K
have probably twi ce the opportunity to see a
pharmaci st perhaps as we do in the U S. Plus, the
types of pharmacies that you see in the U K are
vastly different fromwhat you see in the United
States, and there is sone penetration of chains
much nore recently into the U K, and certainly it
is domnant in the United States. So, the size of
the pharmacies is perhaps different. Thank you for
allowing me to say that.

The question is it appears, when | ooking
at the training materials either for consuners or
for consuners and pharmacists, that the process in
the U K seenms to be driven through a pharmacy by a
pharmaci st or a trained technician to aid the

consuner, whereas, in the United States what has

file://ll[Tiffanie/c/storage/0113NONP.TXT (337 of 406) [1/26/2005 10:48:40 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

338
been proposed, or at |east what | have seen in the
docunentation, indicates that it is nmuch nore of a
consuner-driven process within a pharmacy and, by
the way, you can ask a pharmacist in the United
States should you need to. And, | would just l|ike
to have an answer to the question why is there a
difference in howthis is being nmarketed to
consuners through pharnmacies in the different
countri es.

MR. HANSEN: Maybe | will have Steve
comrent on access to pharmacists in the U K versus
the U S. M understanding, after being over there
several tinmes, is that it is pretty sinmlar to the
U S in that two maj or chains do have about 50
percent of the narket share--but | will let Steve
confirmthat--and the rest are independents, which
is simlar to what you see in the United States--

DR FINCHAM However, one of those
pharnmaci es traditionally has been a ngjor player,
and it is Boots, and Boots has al ways had snaller
pharmaci es as the norm as opposed to the opposite.

DR. HANSEN. Yes, it is not true anynore.
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They |l ook nore like a CVS or a WAl greens than they
do the old Boots that you remenber. |In fact, they
even have a dentist's office in a lot of them So,
they have expanded over the past few years. | was
actually surprised. So, we can debate whether they
| ook the same or not the sane.

But | think the key question is why the
difference; why aren't we putting it behind the
counter here and putting it behind the counter in
the U K ? And, the key difference, as Dr. Koenig
fromFDA said, is that there is no third class
legislative third class in the United States.

DR. FINCHAM That is a great answer but |
don't think it answers my question. The question
is that driving the product for consuner use
appears to be vastly different between the two
models. My point is that in the UK you are
driving it through consuners to go through the
pharmaci st in a pharnmacy, whereas here, at least in
what has been proposed and what is on the boards,
etc., it appears that this is driven by the

consuner in the pharmacy who may or may not have a
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consultation with the pharnaci st.

MR. HANSEN: Yes, | think the difference
is the hall mark of our program that the consuner
can do it on their ow here, in the United States,
because you have to consider worst case, that they
are not going to talk to the doctor; they are not
going to talk to the pharnmaci st and, therefore, we
devel oped a systemfor themto do it on their own.
That is nunber one.

Secondl y, understandi ng the type of
consumer who is interested in using this, we know
that nost of them see their doctor on a regul ar
basis. Mst of themconsult with a pharnmacist.

So, we want to nake sure we facilitate that and we
want to nmake sure that they do have that option in
a pharmacy so that it is there. It is not
mandatory. It is not behind the counter because
there is no legislation for that, however, we do
want to nake it easy for consuners to avai
thensel ves of that as well.

DR WOOD: Also, | would not oversell what

actual |y happens in a U K pharrmacy when they are

file:///l[Tiffanie/c/storage/0113NONP.TXT (340 of 406) [1/26/2005 10:48:40 AM]



file:////ITiffanie/c/storage/0113NONP.TXT

behind the counter

MR. HANSEN: | was going to stay away from
t hat !

[ Laught er]

DR. WOOD: Right, you may be reluctant to
say that what happens is the consuner goes up to
the girls who stands behind the counter and says
they would like that, and the sal es person waves it
at the pharmaci st who says okay, and then it gets
issued. |Is that fair?

DR. MANN: | think it is probably fair for
acute synptomatic treatnents. They take it nuch
nmore seriously with the newer nedicines that are
becom ng avail able, and | think simvastatin is
probably the first of a newclass and is very nuch
recogni zed as having to have a different approach

One thing | would add to what Jerry said
is that access to healthcare professionals in the
U K drives to a large extent how people get their
medi cal care, and primary care doctors are under a
huge amount of pressure in the U K just by virtue

of the nunbers. So, people are used to accessing
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care in pharmaci es. However, the nodel that is
applied in pharmacies in the U K., particularly for
simvastatin, is relatively sinple and certainly our
experience with piloting the questionnaire is that
many consuners can do that w thout pharmnmacy
assi stance al though the pharnmaci st is always there
at the point of sale.

DR. FINCHAM But there are really some
sophisticated materials that are provided in the
U. K., a pharmaci st training guide, nedicine counter
assi stance traini ng gui de, Zocor Heart-Pro consuner
questionnaire pad, concise guide to when to
recomrend, BM hei ght/wei ght chart, custoner
counter leaflets--

DR KCENNG If | could just add
sonmet hing, | pointed out, | thought, during nmy talk
that the reason this is a pharmacy nedicine is that
you can't go directly fromprescription to GSL, or
what we would call OIC, in the United Kingdom You
go sequentially and usually you stay in each class
at least five years so that a sufficient safety

record can be built up. So, sinvastatin doesn't
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have the option of being sold as we would do it in
this country; it has to be sold as a pharmacy
medi cati on under those regul ations.

MR. HANSEN. The only point | was going to
make is that exactly the same materials, at |east
as they apply to the United States, would be
avail able here. In fact, a lot of the materials
used in the U K were actually adopted fromthe
U. S. because we have been working on the program
| onger here than they have in the U K

DR. WOOD: Neal ?

DR. BENOWTZ: | wanted to just follow up
on sone of the differences between the U K and the
US trials. First, | just wanted to be sure that
we had data on primary prevention, that |owering
chol esterol below-or treating soneone with
chol esterol below 130 is still a benefit because we
saw that a |l ot of people who are going to be taking
this drug will have chol esterols that don't neet
the entry criteria. | would like to knowis it in
fact of shown benefit in primary prevention

A second thing | am curious about is why
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the U K criteria did not include hypertension
which is one of the major cardi ovascul ar risk
factors. Was there some concern about why
hypertensi on shoul d not be one of the indications
for use in the UK ?

DR WOCD: Tony?

DR GOITG Tony Gotto. The log |inear
pl ot of LDL was relative risk reduction showi ng an
intercept of 1 and LDL of approxinately 40 nyg/dL
where risk was not increased. There is nothing
magi ¢ about 130. The sponsor has very carefully
tried to make these recomrendati ons consistent wth
the NCEP guidelines to avoid causing further
confusion in the case of the person who is trying
to follow the directions or the physician. So,
they are very consistent with the guidelines but
there is nothing magi ¢ about 130.

In fact, the recommendations of the
Nati onal Chol esterol Education Program ATP |1
gui delines were that the optimal LDL |level for al
patients is less than 100. | realize that in the

CUSTOM study there were people with LDLs | ess than
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130, a third or so, who foll owed the program but
it is very unlikely that you would do harmand, in
fact, sone people with levels in that range will
get down to the optimal level. Only 23 percent of
the adult population in the U S., based on the
current NHANES data, have an LDL under 100. So, it
is very unlikely that you will get down to very | ow
LDL | evels.

As has been said before, there has been
much | ess chol esterol education in the U K and a
great deal of inmpetus for the Zocor OIC there, |
believe, cane fromthe Heart Protection Study where
the investigators very strongly believed that you
treat risk levels, not cholesterol levels. As they
said in the presentation when HPS was presented at
the Anerican Heart Association, if a patient is in
a high risk category we give 40 ng of Zocor
regardl ess of what their LDL level is because it is
too high for them The OTC programin the U K and
inthe United States is ainmed at a noderate risk
category. So, based on the prevailing conditions,

| ack of chol esterol nmeasurenents and education in
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the U K, they have gone a different route but here
we have been very closely tied to the nunbers,
spendi ng huge anmpunts of tine and funds trying to
educate the public and physicians about the
gui delines. So, there certainly is benefit in
trying to have the guidelines as closely as
possible in sync with what is being recomended to
avoi d confusing the public and the doctors.

DR, WOOD: Tony, before you sit down, what
you are saying has great inportance for
interpreting the | abeling studies because the HPS
study and ot her studies really suggest that nost
people in the groups that are under study here wll
benefit. So, the studies of |abel conprehension
and so on, ny sense is, don't allow people to be
treated who woul dn't derive some benefit based on
most of the studies. |Is that correct? Do you want
to develop that a bit because that is relevant to
under st andi ng t hese studi es and whet her they
matter.

DR GROTTC Well, | think there is no

question that the patients are people who woul d
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fall into this category with LDL between 130 and
170 with the age criteria and additional risk
factors. These were the patients that we studied
i n AFCAPS/ TexCAPS. Only 17 percent of those
patients would have qualified for statin treatnent
by the guidelines at that tine. W saw no
dimnution in treatment. W were aining at trying
to get LDLs down as |low as 110 and the nean was 115
in the group on lovastatin. But we saw no
br eakdown or no diminution in benefit going down to
the lower levels. The relative risk or the
absolute risk is related to the LDL | evel so you
have to treat nore patients, obviously, at the
|l ower risk range in order to see benefit. But it
was a very robust result and indication for primary
prevention was given based on a single study. So,
I think going by the data that are available from
clinical trials, patients bel ow 130 woul d benefit.
DR, WoOD: My point was also that if you
have patients who haven't had an LDL neasured and
who fit the other criteria for risk, the proportion

of patients who won't benefit in that group is
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relatively small. 1Isn't that right?

DR. GROITO That is absolutely correct.

DR WOCOD: So, that is relevant to
interpreting the apparent disparity in the |abeling
st udi es.

DR. GROITO Yes. | conpletely agree
That is a good point. Thank you

DR WOCD: Frank?

DR. DAVI DOFF: Yes, | have a question
about the issue of cost in the U K because, as we
have heard a nunber of times, cost is not
considered by the FDA in its decisions here. But
the British systemof financing nedical care is
obviously very different since the NHS pays for
virtually all healthcare in the U K including
nmedi cat i ons.

I notice that there were editorials both
in the British Medical Journal and in the Lancet
apropos the decision to go to over-the-counter
statins, which took up the issue of cost as a very
maj or one. The BMJ nore specifically pointed out

that if all those patients who were at noderate
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risk were actually treated with statins, and nost
of themcurrently are not, it would actually
consune 10 percent of the total NHS budget.

The argurments can go either way because it
was al so pointed out by Lancet that going
over-the-counter woul d nean that those peopl e who
could afford to pay what it cost to buy the
over-the-counter drug would do so and those who
couldn't would not, and that this would actually
increase the disparities in health care.

So, ny question is whether in the
regul atory process, approval process, in the UK
cost is actually formally considered because it
clearly, fromthe NHS point of view could nake a
huge difference in making the decision to go
over -t he-counter.

DR. MANN: It is not explicitly a
criterion for whether sonething goes
over-the-counter or not. However, it clearly has a
consi der abl e i npact on how peopl e behave. The
joint British societies that issue our guidelines

on treatnments of coronary heart disease have al ways
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recogni zed that |evels of risk, nore noderate
| evel s of risk--that there is very good evi dence
that treating themis beneficial. That has been in
the guidelines since 1998. But the thresholds for
treatment under the NHS are governed entirely by
soci oecononmic factors. The new joint British
gui del i nes which are shortly to be issued and have
al ready appeared in sone abbreviated formats do
suggest treating at | ower levels of risk, going
down to 15 percent, or broadly the equivalent to 15
percent 10-year coronary risk. So, there is a
shift gradually downwards within the Nationa
Heal th Service as resources allow-I think those
are the weasel words to be used.

I think the recognition here is that the
OIC approach is entirely conplenentary to what is
avai |l abl e on the National Health Service, and that
peopl e should have the option to take that shoul d
they wish to. CQbviously, people then have choices
whet her to spend their noney on healthy lifestyles
or reducing their chol esterol

DR WOOD: Dr. Neill?

DR. NEILL: Earlier this norning Dr.
Ganl ey di scussed what constituted the OTC and we

reviewed a little bit of that today in terns of the
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fact that this is a consideration that includes a
condition that meets few or none of the classic OTC
conditions. In a prior NDAC neeting, in discussion
of non-sedating antihistamines, it was interesting
to listen to a company have to answer why a
medi ci ne shoul d not be nade OIC since it was safe
and effective, and | believe it is still the case
that it is incunmbent upon the FDA to nake somet hing
available in the OIC setting if it is for an OTC
condition and if it is safe and effective for use
in the OIC setting. |In other words, a conpany
cannot sinply decide to make it prescription if al
of those things are nmet because they would |ike to.
Rat her, the FDA may conpel them And, it is ny
understanding that that in part inforned the

di scussi ons between health plans in California and
the manuf acturers of some of the non-sedating

anti hi st am nes.

So, with that background in nind and given
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that we are tal king about a new OTC condition that
you al ready have approved in the U K a different
product from your conpany, | am anxious to hear, if
you are willing to reveal, how you would respond to
a health plan provocation to encourage you to take
other safe and effective statins OTC at sone dose,
nunber one and, nunber two, perhaps for FDA to
what extent is it in the public interest to make

t hese over-the-counter statins avail abl e across
product lines and across conpanies if, in fact, we
reach a decision--and | don't know what w |l happen
tomorrow-that this is an OTC type condition and we
are okay with that, and that this is a safe and

ef fecti ve medi cati on.

I am confident that we could sit here for
mont hs di scussi ng the individual dose for
Zocor--list all the statins--and we could discuss
how or whether they were safe and effective. But
that is a dichotomy that | think requires sone
explaining. |In other words, if the default is that
these nust be OIC, why aren't they?

DR WOOD: At the risk of sounding
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cynical, it usually happens when the patent
expires.
DR HEMMLL: | amnot sure if that is a
question that has a straightforward answer. It

sets forth a number of hypothetical situations. |
think that we have been trying to devel op the data
to convince the Food and Drug Adm nistration and
your commttee that a product like this should be
OrC for about seven or eight years.

DR. NEILL: W shoul d approve Zocor as
wel |, and you shoul d be conpel |l ed because the issue
here for nme, in ny mnd, is that this is an issue
of compulsion. It is the FDA's duty to nmake these
medi cations OTC. That is the default. The only
reason to have themRx is if they are not safe and
effective.

DR. WOOD: Hang on, hang on. W are here
to di scuss Mevacor and that is probably nore than
we can cope with before five o' clock. So, although
these are all very reasonable and interesting
points to discuss in the bar on Friday night, |

think we need to focus on Mevacor right now and
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just stick to that. | don't nmean to cut you off
but I think | have bitten off as nmuch as | can chew
with that right now. Your point is noted. Leslie?

DR CLAPP: | have a brief observation to
share with Merck about the packagi ng, and that is,
as ny eyes mature | have increasing difficulty
seeing small print. But additionally, the script
that is in red on the | abel that is supposed to be
nore inportant is very fuzzy and blurry. The only
one | can see in terns of red is "test at two
weeks." So, if you can consider enbol dening the
red script, perhaps it will be easier for aging
eyes to see. That is just an observation

But now | have nore of a question for the
FDA. | would like to have sone clarity about
preghancy category labeling. As was stated
previously, Mevacor is pregnancy category X and the
conmponents that seened to go into that
determination is the clinical benefit of a
medi cation, as well as the human and animal feta
risk. | don't knowif there is any weighting that

has been done in terns of a perspective fromthe
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FDA as to category X for Mevacor, but | heard sone
comparisons from Merck as to those nedications that
were category C. | amwondering if the perspective
we m ght be encouraged to feel is that Mevacor
could be a category C because of the |ack of
risk--1 think that is what Merck is touting as a
fact, that there is very little or negligible risk
Wereas, the final statenent on Dr. Davis-Bruno's
presentation certainly does nention that, based on
ext ensive animal data, potential hunman risk does
exi st followi ng exposure to |ovastatin during
pregnancy. So, | amnot sure if there is a
wei ghting that the FDA has to risk for the
medi cation fromthe human and aninmal feta
conponent versus the benefit to the nother or the
worman of chil dbearing age taking the nedication

The other question | do have is are there
any other OIC nedicines that are category X?

DR MEYER | will take the first part of
that question. | guess, to make it clear, under
the wording of the regulations as they stand for

the pregnancy categories, if one is to advise that
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the drug not be used in pregnancy because the risks
outwei gh the benefits, then it is a category X and
you can get to that cal cul us because of large risks
in the face of benefits, or you can get to that
with a snmaller risk in the face of no perceived
benefits.

I think that you have heard fromthe
sponsor, and | amnot sure we would very |oudly
disagree with it, that that is nore the case with
| ovastatin, that we are in a situation where the
ani mal data suggests there are in fact some risks.
The human data don't really answer it at this
point. So, the tenporary or short-termtreatnent
of the mother during her pregnancy does not
outwei gh the potential that we feel the aninmal data
suggests might exist for the fetus. The decision
about the category obviously was made sone tine ago
and data continue to accrue both with the
post - mar keti ng experi ence and ot herwi se.

I would urge the comrmittee not to focus a
whol e ot on whether it is category X or not. |

woul d ask you to consider the data that we have
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presented and that the sponsor presented and | ook
at whether you think that represents a significant
risk and, if so, does the | abeling that the sponsor
has undertaken help mnimze that risk? That is
really the question because when you get to the OIC
setting pregnancy categories have no rel evance.

DR. CLAPP: Yet | do just wonder whether
or not there are any over-the-counter nedicines
that have been switched, that were category X as
prescription medications that are over-the-counter
now.

DR ROSEBRAUGH: We have consi dered
category X drugs. W have drugs that are OTC that
do have teratogenic effects. The poster child is
probably nicotine repl acenent.

DR WOCOD: Dr. Parker?

DR. PARKER: | just wondered if you could
comment on the Zocor warning about al cohol use and
the fact that that is not there for Mevacor. Did |
m ss that?

DR, HEMMLL: That is sinply a matter that

that was sonething that was requested by the U K
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It seenmed |ike sound judgrment to warn agai nst
al cohol use, and certainly we woul d consider that
for the U.S. as well, but it is not because there
is any evidence that people with al coholic |iver
di sease are at any greater risk. But, again, it is
meant to be nore of a safety net and to keep the
risk to a mnimum

DR. PARKER: | guess that was a part of
the di scussion that went on at the tine.

DR. HEMMLL: In the UK ?

DR PARKER: Yes.

DR MANN: In the UK we submtted this
to the expert opinion about the need for liver
moni toring and concluded that it was not necessary
and probably unhel pful. However, we started with a
Zocor |abel that said that people with preexisting
l'iver disease should not receive the drug, and we
really didn't feel we had evidence to say that we
shouldn't do that. Therefore, we have excl uded
people with known liver disease and | think that is
just a precautionary principle. On that sane

basi s, people who have used al cohol and therefore,
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potentially at |east, have the risk of |iver
di sease were al so excluded, again, on a

precautionary principle, not on the basis of any

great data that those people are at special risk
DR. PARKER: Could | just ask do we have

from CUSTOM al cohol use? Was that a variable that

was captured?

DR. HEMAMALL: No, we do not.

DR. WOOD: Does the Tyl enol |abel have an

exclusion for liver disease?

DR. GANLEY: | would have to check on it

but I amnot sure that it does right now. | don't

believe it does.
DR. WoOD: It would be worth know ng

because it is relevant to this.

DR GANLEY: It has an al cohol warning.

DR. WoOD: | actually was asking for prior

liver disease. Jack?

DR FINCHAM | know we are not supposed

to tal k about cost but it is hard not to think

about it in the context of at |least the tradition

inthe United States. Wen a drug is swtched
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i nsurance coverage ceases whether it is managed
care or whether it is Medicaid or soon to be
Medicare. In the UK previously, at |east
according to pharnacy informatics organi zation, the
consuner paid in effect a third co-pay for a
nmonth's supply of simvastatin, an equival ent of $10
for a $30 prescription. Now they pay between $19
and $30 and the governnent doesn't pay anything.
There can be no question that these drugs are
inportant to take. | just wonder what the result
will be, and this may be a rhetorical question but
I just wonder what the result will be when this
burden is forced nore and nore on consuners, not as
an opportunity to help thensel ves but, yet again,
anot her decision that they have to nake relative to
how t hey spend linited resources.

DR. WoOD: Do you have that question to

address to sonebody?

DR FINCHAM | don't have the answer to
it. |If sonmebody else in the roomdoes, | would
sure like to hear it. | think it is a concern that

is not addressed in any of our materials, nor
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should it be.

DR. WOOD: Dr. Snodgrass?

DR. SNODGRASS: Just a couple of brief
comrents around the birth defects, the fetal
adverse effects issue. One has to do with sharing
medi cations. |If Susie buys it and shares it with
Sally and Sally turns out to be pregnant is an
i ssue. The conparison | will make is not,
obvi ously, a very good one at sone levels but it is
a real one. Many years ago, before the current
procedure for Accutane in a physician's office to
fill out the long forns, Ed Lammer, in California,
had shown by epideniologic data that there were at
| east 1000 rmal forned infants in the United
States--this is well over 10, 15 years ago--with a
drug that had been narketed with a bl ack box
war ni ng about teratogenicity, realizing that it is
a very well characterized potent teratogen. So,
that occurred under prescription circunstances with
a bl ack box war ni ng.

The other comment is about the folate

receptor inin vitro studies. Wen you |ower
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|ipids around that receptor it doesn't work as
well. It doesn't take up folate; it doesn't
respond as well, and we know the rel ationship
bet ween fol ate and neural tube defects.

DR. WOOD: W have gone round and round on
this pregnancy issue so naybe we should try to
reach some sort of closure on that. [If | can
summari ze where we are, nobody di sagrees that it
shoul dn't be taken by pregnant wonen. So, the
question really evolves into--were this to be
approved and we are not there--have we got
sufficient confidence in the nmethodol ogy to prevent
it being taken by pregnant wonen? That seens to ne
the i ssue rather than debating the biol ogy, which
suspect we have neither heard enough about to
really deal with adequately today, nor do we have
sufficient time to do that. |Is that fair? | nean,
are people confortable with that? |f people have
further comments, let's deal with that issue and
then put it away. Neal, is your comrent on this
i ssue?

DR. BENOW TZ: Yes. Let ne say that |
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don't think you can nmake it quite that sinple
because if we are tal ki ng about Accutane, then we

want to be very, very, very sure that no pregnant

woman takes it. If we are tal king about a | ow
theoretical risk, then you mght be nmore willing to
have a little bit of an error. So, | do think

there is a quantitative issue here

DR. WOOD: Do you want to address what you
think the quantity looks like? | nean, are you
suggesting you think this is Accutane?

DR. BENOW TZ: No.

DR WOOD: kay, good. So, help us
understand that. | mean, where do you think this
fits in the quantitative |evel?

DR. BENOWTZ: | certainly can't answer
that. To me, it looks like it is lowin terms of
evi dence in human exposure |levels but | wouldn't
want to have a wonman take it if she is pregnant if
| could helpit.

DR. WoOD: Right, | think we would all
agree nobody wants this to be taken by pregnant

worren, but that would be true of nost drugs that
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don't have a benefit in pregnant wonen. So, the
issue then is can we avoid it and how do we avoid
it being taken by pregnant wonen? You are raising
a new issue--well, tell me what the new issue is.
DR. BENONTZ: No, it is not a new issue.
It is howlarge is the risk. [|f a pregnant woman
absolutely takes it and the risk is really
substantial, then you want to nake sure absolutely
and do everything possible to nake sure no pregnant
worman ever takes the drug. |If it is a theoretical
risk or very obscure risk, then if there are some
exposures it is not going to be of as mnuch
consequence for the population so we nmay be a
little bit nore willing to say let's have a little
bit of leeway. Now, | don't have the paraneters
for that in ternms of nunbers for risk. It seens to
me that the risk in humans has not been
denponstrated at sonething equivalent to a 20 ny
dose. That is not to say it couldn't happen in
some case. But | think it is inmportant in terns of
how strong the barriers have to be to prevent any

worman who coul d possibly get pregnant from getting
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the drug.

DR. WOOD: Does the conpany want to
respond to that issue? Ch, | amsorry, we will let
Dr. Makris talk first.

DR. MAKRI S: Thank you, just a few
thoughts. It seens that there is pretty nmuch
agreenment | think between FDA and the sponsor that
what has been seen so far in human incidence data
really doesn't indicate that there is a rea
concern for birth defects when there has been
acci dental or unintentional exposure. So, there is
agreenent on that.

It seens that there are sone di sagreenents
in terms of howto characterize the animl data,
devel opmental data and having sat on a nunber of
peer review comittees, | know that if you put
three toxicologist in a roomyou get seven
opi ni ons- -

[ Laught er]

--about how to interpret the data.
Usual | y you have to go back to the individua

animal data and ook at it a whole |ot nore
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carefully to be able to weed things out, and
don't know that that is really an issue here or
sonet hing that we need to be addressing.

But there is sonething that | do see in
the data that was presented that, you know, raised
sone concerns with me. It had to do with sone of
the functional assessnents that were done. |
believe it was the seg. 3 study that characterized
a nunber of functional deficits in the pups and a
nunber of different paraneters. And, there was a
foll owup study done that was a neurodevel oprment a
study that dosed from postnatal day 4 through
sonmewhere around 41 or 50 of age, and did a numnber
of additional tests. The evaluation of that study
by FDA indicted that there were still sone concerns
or that they felt that the endpoints that were
assessed in that study weren't enough to truly
characterize what they were getting at.

But even that being said, | think that the
original functional assessnments that were done that
rai sed the concern were not addressed in quite the

same way in that second study because it was
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| ooking at different stages of developnent. It is
possi ble that the functional deficits seen in the
first study may have cone fromin utero exposure;
may have cone from postnatal exposures, and you
can't determ ne that fromthese types of studies.

The foll owup study that was done was
essentially trying to mimc hunan exposures in |late
gestation and early postnatal and rmaybe even
t hrough al nost adol escence. But the early in utero
exposures were not captured in that study and that
seens to be what sone of the concerns are here,
what happens when a woman who just finds out she is
pregnhant is taking the drug and those early
gestati onal exposures are the ones of concern. So,
they haven't, | think, been characterized fully.

So, there are some uncertainties | think in terns
of whether or not there m ght be devel opnenta
exposures that could result in some kind of
functional outcome in the fetus or child.

So, | amnot sure that there is any way to
address that with the data that have actual |y been

collected, and there is nothing that | see in any
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of the hunman or epidem ol ogi cal data that would
suggest that maybe that is an outcone, but | think
we need to at | east recognize that |ack of
i nformati on.

DR. LANKAS: | would just like to nake a
brief comment relative to your conment, and that is
that the neonatal toxicity study where the aninals
were treated begi nning on postnatal day 4 was done
expressly to, hopefully, try to ally sone of the
concerns that FDA had raised that a statin-Ilike
drug could affect myelination as a function of its
effect on lipid nmetabolism As Dr. Davis-Bruno
poi nted out, rats are quite different
devel opnmental |y than humans with respect to the
time of nyelination. So, the specific study was
done to address the issue of when nyelination
occurs the exposure to |lovastatin was initiated,
and in the rat it is during early postnata
devel opment and in hunmans it is basically during
the latter part of pregnancy, during the second and
third trinester. So, that was the reason for that
study desi gn.

Again, there are differences in
interpretation but | think Dr. Davis-Bruno's

characterization, a conservative one, indicated
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that there was a clear no-effect level at the
m ddl e dose group of 5 ng/kg which, in terms of an
exposure, would far exceed any exposure that a
human fetus woul d receive because we were dosing
the pup directly as opposed to any in utero
exposure or |actational exposure.

DR MAKRI'S: Yes, | understand that and
the study was not designed specifically to foll ow
up the effects that had been seen in the previous
study. It did have a conpletely different intent
and was designed to assess that.

DR WOCD: | think Neal Benowitz's
question still needs to be addressed. Are you
going to do that?

DR HEMMLL: Yes, if | can renmenber back
to the beginning of the discussion, you are
concerned about some of the behavior in CUSTOM
There were 12 wonen who were pregnant or breast

feeding that cane to the study site and eval uated
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whet her or not to use Mevacor OIC. Al 12 of those
worren el ected not to use it, and there were no
pregnant wonen that took the product.

DR. BENOW TZ: What | was tal king about
really was the nunber of women of chil dbearing age
who took it and, obviously, could have becone
pregnhant without knowi ng it.

DR. HEMMLL: Yes, that is correct. |
think what we want to be able to do is be stronger
in the | abeling about the potential for
chil dbearing. Again, we don't believe that there
is asignificant risk at all, but we do want to
m nimze as nuch as possible the use of the product
by wonmen who are of chil dbearing age, and | abeling
that has been used for other products that have the
same problem such as nicotine replacenent which is
obvi ously used by wonen of chil dbearing
potential --we would extend that to Mevacor and work
with the agency or with conmittee reconmendations
on the best |anguage.

DR. WOOD: | thought, Neal, you al so had

the question about getting sone quantitative
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measure of the risk in hunans

DR. BENOW TZ: Well, | was trying to.

DR WOOD: Right. Well, let's see if they

can respond to that.

DR. HEMMLL: W don't have a quantitative

measure of the risk in hunmans. W have examned in

an abstract the nunber of prospective and

retrospective pregnancies, both in the |ovastatin

and sinvastatin database, and there is no clear

signal that rises above the |evel of background.

However, you can't rule out a certain multiple of

background just because of the pure statistics.
DR. GANLEY: Alastair, could | just

i nterject sonething?
DR WOCD:  Yes?

DR. GANLEY: W have obvi ously been

thi nking about a lot of this internally, and | will

gi ve you ny perspective and others can chine in.

But | don't think | am as concerned about pregnant

worren using this product. Renenber, this has to be

a highly notivated popul ati on who woul d want to use

this and understand that they are going to get sone
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benefit fromthis. |If a woman knows she is
pregnant, | think nost wonen are very careful --1
may be wrong in that assunption--and | think the
evi dence fromthe CUSTOM study where 12 wonen
actually showed up and chose not to use it, which
was the correct thing to do--well, that nakes a | ot
of sense.

Now, if these neurodevel opnental issues
are second and third trimester issues and a wonan
may know she is pregnant by her second or third
trimester, well, | don't think she is going to
necessarily choose to take this drug. So, | don't
have this nmuch concern about that.

I think the issue that | have is this
chil dbearing potential and what really is the risk
inthat first trinester. | think, going back to
the CUSTOM study, what is difficult for us, or for
me at |east personally, to understand is that
clearly soneone knows their age, and if it is said
that this is for a wonan greater than 55, well, why
did wonen less than 55 take it, other than being
overridden by a doctor?

Merck had some survey data at the end of
the study and | don't know if there is sonething

within that that could hel p us understand, well,
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what was it that wonen did not understand there
that caused themto take it. Did they have their
tubes tied or was there sonething else in there
that gave thema confort |evel? Because, clearly,
if 100 percent of the wonmen in this CUSTOM st udy
were greater than 55, we probably would not be
havi ng thi s discussion right now.

So, | think that is how we sort of have to
think about this, what went wong there? O, if a
lot of it was physician override, the prescription
| abel i ng for Mevacor says if wonen of chil dbearing
age are going to be put on this, they should be
i nstructed about not getting pregnant, or they
shoul d have sone other type of birth control, or
sonething to that effect. But wonen still got
pregnant while on Mevacor.

So, that systemfailed in itself. The
systemis not perfect whether it is prescription or

OrC so we are not going to get perfection. But I
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think we need to understand a little bit why, you
know, there was such a high percentage | ess than 55
that chose to take it. Until we can understand
that | amnot sure--you know, that may help us get
closer to the perfection part of it here. So, |
don't know. | know they had a survey, a certain
percent age of people were surveyed at the end of
the study to better understand their behavior. But
I think it would help us sort of consolidate this
i ssue and we coul d, you know, possibly address that
by sonme ot her mechani sm and understand the risk in
the first trimester.

DR WOCD: Well, it seenms to ne there are
two i ssues on the table. One is the one you just
articul ated, how do we avoid themgetting it and
how do we understand why they took it. |f they al
had a hysterectony, for instance, you know, that
woul d be different.

The second one that | am surprised nobody
fromthe agency or the company responded to
directly is, you know, if there are seven cases in

t he dat abase of adverse outcones in pregnancy, just
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by the seat of the pants, to nme that seens
extraordinarily low. | amsurprised, therefore,
that no one has offered us that kind of assurance
because it would seemto ne that, given the nunber
of abnormalities in pregnancy that occur by chance,
that seens a pretty small nunmber. So, it would be
interesting to know what the data are for--you
know, pick a drug. | amsurprised that Merck and
no one else has told us because that is clearly the
i ssue that Neal was getting at. You know, he says
is this Accutane? It is clearly not Accutane and
we need to be clear on that. David?

DR ORLOFF: Actually, | do think Merck
did answer the question in their own presentation
in this regard by concluding that, while they
believe there is a theoretical risk to exposure
with regard to fetal exposure in the first
trinmester specifically related to potentia
teratogenicity, they think, based on everything
that they know, that the risk appears quite | ow.
Again to reiterate what Dr. Meyer said and

what Dr. Davis-Bruno said, there are sone ani nal
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findings that suggest a theoretical risk. Although
there is nothing in the spontaneous reports of
exposures during the first trimester, there is
not hi ng that obviously stands out as a pattern, as
a cl ear pathol ogical presentation that seens to
describe a syndrone of |ovastatin fetal exposure,
nor do those reports conpletely allay any concerns.

So, nobody here can give the answer. You
have gi ven an answer that says, flying by the seat
of your pants, you think it is relatively |ow.
Merck has not been so--you know, they don't fly by
the seat of their pants and they think it is
relatively low. | think the FDA has to concl ude
that, on balance, it seens like it nmust be a
relatively lowrisk. But nobody actually can tel
you exactly what that is.

DR. WOOD: So, the FDA calls "the seat of
their pants" "on bal ance."

[ Laught er]

Mary?

DR TINETTI: M question has to do with

the long-termuse of this medication. As we heard
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today, this is really a new direction for
over-the-counter towards |ong-termuse for primary
prevention. | think it is a very exciting
opportunity, but still playing by the old rules,
particularly with the actual use studies which I
think are still predicated on short-termuse for
synptomatic conditions, ny question to the FDA is,
is there any interest in having actual use studies
that will now nore actually match the |l ong-term use
of long-termnedications if we are going to start
putting them over-the-counter?

My question to Merck is, regardl ess of
whet her you will be required, is there going to be
some long-termmonitoring if this does go
over-the-counter to nmake sure that as people's
chol esterols do go up after six nonths, do they
continue to nmonitor their medication if they now
take on new conditions such as diabetes that they
get nore aggressive care and are not in a situation
of under-treatnent?

MR. HANSEN. Can you bring up slide 1824?

[Slide]

As you have seen, both us as well as other
sponsors of OIC statins have done a | ot of use

studies, and we really feel |like nobst of the
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questions, at |east in that environnent, have been
answered. So, we are very commtted, if this
product is approved, to do post-nmarketing
surveill ance and we have given a | ot of thought to
this. The key issues we would be | ooking at are,
first of all, do consunmers use it safely once it is
nmore available in the broad market and, secondly,
is their use consistent with the | abel

So, here are the nmethods we have used with
ot her OTC nedici nes, and they woul d be extended
further in the case of Mevacor. The nethods woul d
be that, first of all, we do surveys, toll-free
nunber, hotline, websites and third-party data
collection, and we would do this both anong
consuners and heal thcare professionals because both
of those would be inportant on how this product is
bei ng used in the marketplace. Then, obviously, we
woul d want projectable sanples to the popul ation

We think it is inportant to do a
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pre-launch study because we want to understand
basel i ne nmeasurenments of awareness and attitudes so
we can see if this product, in effect, is having
the greater popul ation benefit that we are
proposing. So, before the product hit the market
we woul d want to | ook at the nunber of untreated
peopl e at risk and Rx users and understand their
attitudes, awareness and insight prior to being put
on the market.

As far as a post-launch study, we would
| ook at OTC users in addition to these untreated at
risk and Rx users, again, to see what kind of
dynanics there are with the OTC. W woul d use
predefi ned nmeasurenment frequency. What we
frequently do with OICs is at six-nonth intervals
is data pulls to |l ook at |arge popul ations to see
where we can nodify the program So, it actually
| eads to actions which, first of all, if sonething
happened that we didn't anticipate or sonething
that we didn't see in the use trial, and if we do
see that, whether it is safety or behavior, to take
corrective actions in the marketpl ace.

DR. WoOD: Dr. Oloff points out that
Charlie Ganley's question didn't get answered and |

amjust going to reiterate it, if | can, and |et
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you think about that while we are going through the
ot her questions. The question was, what are the
characteristics of the wonen who took the drug
whil e they were under 55, and tell us about the
characteristics of these wonen.

MR TIPPING Bob Tipping, from Merck
again. Dr. Ganley, | believe your question was
about the younger wonen and how many women under
certain ages were actually using drug in CUSTOM |
guess to answer that, first of all, | would rennd
the conmittee that the age cutoff on the |abel for
worren was driven by the risk factor approach, not
so much a concern about pregnancy.

But sonme of the information about the
worren in CUSTOM from the user popul ation--there
were 430 anmong the users in CUSTOM and 81 percent
of this group net the age criteria or did have the
interaction with a doctor. | think nost

inportantly, only 24 of those wonen were under 45
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and didn't speak with a doctor. So, if we are

tal king about a concern within an age group where
pregnanci es do occur and then are happening within
the context of an interaction with their physician,
there are | ow nunbers within CUSTOM that that is
actual | y happeni ng.

Then, one final point, while there were 37
percent of women in CUSTOM | ess than 55, |ess than
that age cutoff, if you | ook at the non-purchaser
popul ation, 57 percent of that group were. So, we
can argue whether 37 percent anobng the users is too
hi gh, but the | abel nessages do seemto be working
in that, you know, there is a 20 percentage point
drop in the actual wormen who were using the product
as opposed to evaluating it in that age category.

DR GANLEY: Do you have any data that
tells you why a physician would tell soneone |ess
than 45 it was okay and did they provide them
i nformati on about potential risk if they becone
pregnant? Because that is what the prescription
| abel says a physician should do.

MR TIPPING In no part of our program
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did we confirmwhat actually took place in a
physician's office. W are assum ng that that
di scussion did take place.

DR. GANLEY: In your first survey you
coul d have asked the woman what did the physician
talk to you about.

MR TIPPING R ght. W did not do that.

DR LEWS: Let ne address that because
see these wonen every day in ny practice. There
are very few prenenopausal wonen for whom | woul d
recomrend |ipid-1owering therapy but there are a
few because of the very high risk group that woul d
take special attention and really don't fit in this
CUSTOM category. But if you | ook at the CUSTOM age
breakdown, there are a |ot of wonen that are in
this 45-55 group who nmay be postnenopausal and
maybe they have two risk factors so that the
doctor's evaluation could | ook at them and say,
yes, you are right, you fit NCEP criteria; one risk
factor plus age 55, you don't fit that but you do
fit by other criteria and, yes, give it a try.

There are large nunbers of wonen in that 45-55
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year-ol d age group that are spreading their 10-year
ri sk very quickly.

One of the things we | ooked at was the
conparison of the age spread fromthe CUSTOM woren
to the age spread fromthe wonen in the CARE study
and the curves are alnost identical, with about a
5-10-year break, pretty nuch predicting that this
is a group of wonen that is at risk and the risk is
maybe 5-10 years later than the nen, who have not
been getting aggressive risk factor nanagenent.

DR. WOOD: Dr. Schambel an?

DR SCHAMBELAN: Weéll, | think that this
was alluded to, the reason for the age sel ection
here is that, as you say, it is efficacy driven,
not avoi dance of pregnancy. Nowhere on the | abe
does it nmention anything about being concerned
about becomi ng pregnant. It says if you are
pregnant or breast feeding you shouldn't be taking
the drug. But there is no reason soneone would
thi nk about the risk of becom ng pregnant fromjust
reading this label. So, I amwondering if this

couldn't be alleviated to sonme extent by addi ng
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that and by having these people take it into

consi derati on because there are |ots of people who

are going to use this who aren't going to talk to

their doctor, and that seens |like a pretty sinple

fix to at least get that to the consci ousness
| evel

DR WOOD: Dr. Carpenter?

DR. CARPENTER: Yes, if | can divert from

the pregnancy issue, otherwise | can cone back to

it later.

DR. WOOD: Go ahead.

DR CARPENTER:. My question is to Dr.
Shetty. | was really struck with sonewhat of the

di scordance between the survey of conprehension

versus the behavior informati on that was somewhat

di scordant on a nunber of different categories.
concern in particular has to do with the
concom tant medication risk, particularly
antifungals, certain antibiotics, and in the
over-the-counter setting and potential |ack of
conmmuni cation with a physician there is greater

potential for such drugs to be conconitantly
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adm ni stered. Al though the conprehension survey
i ndi cated t hat peopl e understood that
contraindication of certain co-adm nistered drugs,
what was the behavior or the actual outcone in
CUSTOM as to the use of other contraindicated
medi cati ons?

DR SHETTY: There were a total of 32
subj ects that were taking interacting nedications,
and 12 of themdid not consult with a physician. |
think 10 of those 12 continued taking nedi cation
Maybe sponsor can confirmthat. There was not a
| arge proportion of people that were taking
i nteracting nedications.

DR. WOOD: Dr. Parker?

DR PARKER. | had a question about study
personnel, a termthat | see on the |abel seven
times. | could say that the word pregnancy is only
on there twice but this isn't about pregnancy. |
wonder, it is always "doctor or study
personnel "--you know, consult, talk to. | also
took a look at the little brochure, you know, that

hel ps me get a coupon and, you know, | guess
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getting into the study that allows the
post-marketing surveillance. | want to direct this
to the FDA, to ask you to help nme understand for
ot her drugs that have gone to the over-the-counter
status, has the study personnel status been a part
of labels, and what does that really nmean, and
could this also be viewed as direct access to
buyers of products, and what are the inplications
of that?

DR. HEMMLL: | think you need sone
clarification. The materials that you have in your
background packages and all the materials,

i ncluding the box and the internal materials, were
actually the materials used in the CUSTOM st udy.
So, in every position where you would see nornally
"talk to your doctor" it says "talk to study
personnel or pharmacist."

DR PARKER  So, these wouldn't be the
ones that would go forward? This was just for the
CUSTOM st udy?

DR HEMMLL: Right, and that is to be

di stinguished fromactually going to their doctor
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but in areas about study personnel and adverse
event reporting.

MR TIPPING Could | come back and just
add sone additional information on the potentially
i nteracting nedications.

DR WOOD:  Sure.

MR, TIPPING Just very briefly, we agree
with Dr. Shetty's nunber. There were 12
i ndividuals at the beginning of the trial who were
on a potentially interacting nedication and used
Mevacor without a doctor's interaction. Two of
those, however, indicated that they had stopped
their interacting medication. Then | would add to
that that during the course of the study there were
only two individuals who were prescribed a
potentially interacting nmedication. |In both of
these situations the drug was clarithronycin and we
didn't get into the actual behavior. W
conservatively listed them anongst our 21 but, in
fact, the reported behavior fromthese two
i ndi vi dual s was that one discontinued his Mevacor

at the tine of the clarithromycin and the ot her one
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interrupted his Mevacor dose during his course of
clarithronycin therapy. So, snmall nunbers of

i ndividuals but | think they were exhibiting
exactly the behavior that we woul d hope the | abe
woul d drive.

DR WOOD: Dr. Taylor?

DR TAYLOR | guess | was concerned a bit
about Dr. Shetty's anal yses and how they differed
in many respects, not only in terns of the nunber
of pregnant wonen, the number of individuals who
had--for exanple, 55 percent of users had greater
than one relative contraindication according to the
| abel and, yet, even with all those probl ens--|I
will call them problens--there were no serious
signals that were seen, and perhaps this is related
to the relatively snall sanple that you studied
Nonet hel ess, in actual practice we violate those
categories anyway. So, the argunent that the
CUSTOM is not sufficiently sensitive rmay be true
but, on the other hand, as a practitioner | see a
| ot of women who are in their 40s, with some

counseling of course, and | think some of that can
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be taken as | abeling.

So, | just sort of want to put a little
bal ance in there. That is neither a pro nor a con,
but in a real functional sense, a |lot of
things--m stakes, if you want to call them
that--that occurred in CUSTOM occur every day and,
despite that, the safety record is fairly good

DR WOCD: Dr. Watts?

DR WATTS: | don't want to revisit the
preghancy issue but | do want to visit the next
step. | realize that drugs, whether prescription
or OTC, are potentially available to children in
the household. Prescription drugs typically would
come with a child-proof lid. | wonder what
precautions you are taking to prevent accidenta
i ngestion of Mevacor OIC by children, and if you
can give ne sone idea of how rmuch drug m ght pose a
problem for, say, an average one year-old or 18
nmont h-ol d child who night get hold of it?

DR. HEMMLL: Well, first and forenost,
the package will be in child-resistant packagi ng

and, obviously, that is sonmething that is done with
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prescription drugs as well. W can go to sone
slides that we can show you but it is al nost
i mpossi ble to overdose acutely on |ovastatin.

Very, very |large doses have been tolerated. It is
actually witten up in sone detail in your
background package. W have the data from poi son
control centers. So, even though we are expecting
full child-resistant packagi ng and that is our
plan, if some child were to inadvertently be able
to break open a |ot of blisters or bottles and get
intoit, it would be very hard to overdose

DR WOOD: Dr. Schade?

DR SCHADE: There is a portion of this
package that is very confusing to me. | understand
that the conpany is targeting the internediate risk
group, but it seens to nme they are actively
excluding a high risk group. This is what is
confusing to ne, it says, "do not use unless

directed by your doctor if you have...," and then
they list six things. Included in those six things
are, one, ever had a heart disease (heart attack or
angi na, and then di abetes.

Now, let me put this in the context of the

real world. | cone from New Mexi co where a very

hi gh percentage of our popul ati on has no insurance
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and the only doctor they ever see is in the
energency roomwhere they come in once a year with
their pneunonia or sonething else even if they are
at high risk. O course, we also have a very high
i nci dence of diabetes. So, | see themreading this
and they are not going to see a doctor. Even if
they have a doctor, it often takes four nonths to
get in to see one.

I don't understand why we are actively
excluding the high risk group when the high risk
group, in fact, would probably benefit nore from 20
mg of lovastatin than fromnothing at all and that
is really the alternative here. In other words, in
the real world where we have nany uni nsured peopl e
who can't afford to see a doctor, who don't see
doctors, this drug m ght be of great benefit. And,
I don't understand whey the packagi ng here seens to
directly try to ward off the high risk popul ation

Now, Dr. Gotto nmade a comment wi th which
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agree, that in the best of worlds all these
patients would be put on 40 ng of sinvastatin and
be followed with their LDLs. Well, the fact is
that it doesn't happen in ny state and | would |ike
to see this changed to encourage people at high
ri sk, who are unable to see a physician, that this
drug might help them and a statenent to the effect
that they ought to see a healthcare professiona
because the dosage may be insufficient, or sone
ot her reason, but not to actually ward them of f
fromtaking a drug that may be really beneficial to
t hem

DR. HEMMLL: Yes, we agree with you that
peopl e at even high risk could benefit fromtaking
this if they were taking nothing el se, but we stil
want | think to stay within the real mwhere we are
treating the people that could nost benefit by this
than trying to get the people that could benefit
from nmore conprehensi ve physician care, treating
their diabetes and their post-M nore aggressively
with full physician involvenment. So, this would be

a gap | think in reaching the bal ance between
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trying to attract the right people and then
directing the people that are at higher risk to see
their physician. But we take your point.

DR. WOOD: VYes, | agree with Dr. Schade.
It seems to me that there is a huge problemin
listing as a contraindication the patient who needs
it nost, which doesn't nake a | ot of sense in any
sense, and it also trivializes the
contraindications. So, it does seemto ne that it
is inmportant that patients understand that
something is a contraindication, not really a very
strong indication which is co-mngled right now
So the strongest indications are al so
contraindications in your |abel, which is crazy.

MR HANSEN. | just want to clarify, it is

not a true contraindication--

DR. WOOD: | under st and.
MR, HANSEN. --what we say is "do not use
unl ess directed by your doctor." Then within the

materi al s a phrase that has been very hel pful and
that is that "OIC nedici ne may not be enough for

you. You may need prescription therapy." So,
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there is that balance we are trying to nake by not
i nduci ng high risk peopl e.

DR WOOD: Neal ?

DR. BENOW TZ: A question for the FDA,
somewhere | saw nmentioned that the marketing
material or pronotion material is regulated by FTC,
not FDA, once it is approved. 1s that right?

DR. GANLEY: The advertising is FTC

DR. BENOWTZ: So, will you be checking
out their materials as well to nake sure that it is
bal anced?

DR. GANLEY: W can ask a conpany for
their advertising material and they don't have to
send it to us.

[ Laught er]

Let me put it this way, and we ask all the
time. | have been in OIC quite a few years and
can't remenber the |last tinme soneone sent me sone.
It is interesting, you know, usually who we get it
fromis a competitor.

[ Laught er]

But | think the other thing is that we do
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have a relationship with FTC, and FTC has a huge
mar ket they have to oversee and they are nmaking
judgrments as to what they are going to put their
resources to if they have to take an action because
someone is marketing outside the | abeled

i ndi cations.

DR. BENOWTZ: | amsure this will come up
tomorrow and | don't knowif we will have a chance
to talk to the sponsor, but | have a concern about
appropriate communi cati on of benefits to people to
deci de where they are going to spend their noney
and efforts, and | think it is workable but | think
with a lot of drugs there are concerns, as everyone
knows, about over-promption and this could be
really over-pronoted

DR. GANLEY: That is what | was trying to
point out in my initial discussion because the
| abel is focusing on a certain population, as we
di scussed at length. Depending on how a drug is
mar ket ed or advertised, clearly could pull in a
popul ation that was not originally intended. Now,

that is taken in the context of, you know, a
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conpany is such a good nmarketer that they are able
to convince soneone to buy a drug that treats no
synptons for themfor the rest of their life. So,
you know, you have to put it in that context too,
that someone will really have to want to take this
drug. But | think it is inmportant for soneone to
under stand, you know, what is the benefit up front;
how long | have to take it; what is the downside to
this; and whatever popul ation you are pulling
in--you know, if they don't understand the | abe
and they are just going to buy the product because
they are very health conscious and they want to
control their cholesterol, well, | amnot sure that
is the best thing but that is the way, you know,
peopl e nake deci sions soneti nes.

DR. BENOWTZ: | certainly agree with you
I think the dietary suppl enent industry is an
exanpl e where you can market to a | ot of people
taking nedications to allegedly inprove their
health for many years at a billion dollars of
expense. | just think that at some point in tine

soneone shoul d make sure that the benefits to the
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i ndividual are really made clear to them so they
wi Il know what they are getting, and how | ong t hey
have to take the nedicine, and what it is going to
cost them | just want to be reassured that FDA
will be doing that at sone |evel

DR GANLEY: Again, if it is an
advertising issue we don't have nuch control. [If
it is alabeling issue or sonething to that effect
that will adequately convey that nessage, then we
do have control. | think that is why it is
i mportant to understand did soneone adequately
understand the benefit. You raised it earlier in
terms of the absolute benefit to them-you know,
may be a better way of trying to convey it to
soneone so they really understand that. | think
that is very inmportant.

DR. WOOD: But al though the FDA may be
unwilling to step into that, this advisory
committee could provide very strong recomendati ons
that the FDA shoul d take control of advertising
over-the-counter drugs. | am serious--not that |

am ever reactionary, right? | mean, we could nmake
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that as a recommendation tonorrow, Neal, if you
t hought that was inportant and, you know, we woul d
see probably fewer young | adi es skipping through
fields of daisies, and so on. Yes, Dr. Wolf?

DR. WOOLF: | have to get back to the
question of post-narketing surveillance. The EDVAC
conmittee has probably asked about this at every
committee nmeeting where we have been asked to
approve a drug, about how effective it is, and it
is certainly an issue that has been in the news the
| ast nmonth or so.

How can we be assured that, in fact, there
i s appropriate post-marketing surveillance that is
carried on despite the promses in this roomthis
afternoon? What teeth are there that six nonths
after the drug has been approved for
over-the-counter use, assuming that it is, that in
fact data is being collected, being distributed and
bei ng | ooked at based upon that surveillance?

DR WOOD: The short answer is there
aren't; there is no assurance.

DR. GANLEY: | am not sure what the
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question is. |If something happens and soneone
takes the time to fill out a MedWatch report,
whether it is prescription or OTC, we | ook at those
things, as would many conpani es--100ok at them
seriously.

DR WOCLF: | understand that--

DR. WOOD: He is tal king about Phase |V
st udi es.

DR WOOLF: Merck has prom sed a
post - marketing surveillance survey to do sonething
far nmore el aborate and proactive than that, and the
EMDAC committee has heard this before, that a
conpany will do that but ny understanding is the
FDA has a hard tinme trying to enforce that.

DR. WOOD: He is tal king about a Phase IV
st udy.

DR. BRINKER Excuse ne, | didn't nean to
interrupt you. | am Al an Brinker fromthe Ofice
of Drug Safety. Let nme just say that if you have a
specific concern that you want to raise for the
post - marketing environnment, then that is engendered

to Merck to provide a protocol and we will | ook at
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that. So, you know, we have al nbst ten years worth
of experience in looking at this drug al one, plus
all the statins. So, we have a pretty good handl e
on that. But if you have a concern, then we will
follow it up in the post-marketing environnent.

DR ORLOFF: But to respond to your
question about how nuch | everage does FDA have with
regard to enforcenent of these sorts of comm tnents
on the part of the sponsor, in the absence of a
contingent approval, for which there is a
regul atory instrument that would not apply here as
far as | understand, that is to say an
over-the-counter switch, we do not have a | ega
regul atory handl e.

That said, as you yourself have pointed
out just for the endocrine and netabolic drug area,
across the different drug areas or the
pharmaceutical classes that are regulated in the
United States, there are multiple such conmtnents
that are essentially described at the tine of
approval as a matter of public record and there are

clear incentives in that alone for the conpanies to
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adhere to or to maintain those commtnents.

At sone level, it is a gentlenen's
agreenent, if you will, but fromone instance to
the next there is no necessary reason for you or
for the public to believe that a commitnent is not
going to hold. So, our job here, and your job, is
to think about what sorts of information you think
FDA shoul d be concerned about garnering in the
post-marketing period, to propose that, and we can
take it forward fromthere.

DR. WoOD: Well, David, a third of the
Phase |V studies that are mandated are not started,
or weren't started in the last survey. So, | nean,
that is not entirely true. Anyway, let's nove on.

DR ORLCFF: But, Alastair, | want to make
it clear. | mean, | don't know any other way to
state it but on a case by case basis. | don't
think we can go into this process with an
assunption that no one's word is worth anything or
that putting this out in the public domain has no
weight. There is experience in the Food and Drug

Admi ni stration with the pharmaceutical industry of
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success in adherence to Phase |V commitnents.
There is apparently a record that may be overal

| ess than satisfactory, but that doesn't nean that
we can't talk about what is necessary now. DR
WOOD: Al right. W have one nore question.

DR, HEMMLL: | just want to add that
Merck Research Lab has a perfect perfornmance record
in adhering to Phase IV commitnments that we nake at
the tinme of approval, and we woul d expect to uphold
that record

DR. WOOD:  Frank?

DR DAVI DOFF: Just to get back briefly to
the i ssue of pregnancy, it seenms to ne there are at
| east two reasons for some reservations about the
existing data. One is that, as | understand, the
reported nunber of adverse pregnancy outcones is
really very small. It is 7, or 30 or 40, depending
on whi ch universe you are | ooking at. But given
the mllions of doses and years that is quite
smal | .

But at the same tinme, as | understand

this, this is all voluntary reporting and vol untary

file://ll[Tiffanie/c/storage/0113NONP.TXT (402 of 406) [1/26/2005 10:48:41 AM]

402



file:////ITiffanie/c/storage/0113NONP.TXT

403
reporting is well-known to be grossly
under-reporting and it is not good sanpling. So,
it is quite possible that the nunbers are |arger
than that and we really can't make a judgnent about
that. But to assunme that these are all the cases
that have happened is not probably appropriate.

The other comment is on the issue of the
apparent |ack of a pattern of fetal abnormalities
and t he outcones of the adverse pregnancy outcones
as sonehow bei ng reassuring and that there were no
comon bi ol ogi cal mechani smat work. On the other
hand, we are learning rapidly that the statins are
not sinple agents when it cones to biol ogica
actions. In |last week's New Engl and Journal there
was a very striking article about the apparently
chol est erol -i ndependent actions of statins,
probably relating sonehow to the inflammtory
response. So, | think that it is hard to interpret
this lack of pattern as neaning that this is
somehow not related to the presuned single action
of the statins because | think the actions are not
single; | think they are quite conpl ex.

I think that that also gets to the issue
of assum ng that the teratology or the damage to

fetuses is going to be related to nyelination
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because it assuned--sonmehow the sinplistic
assunption is nade that all they do is to interfere
with chol esterol netabolism | don't think that is
fair. It seens to ne that there mght very well be
ot her devel opnental abnormalities that have not hing
to do with chol esterol nmetabolism So, at least in
my own mnd, | have maintained a little bit of
reservation fromthese data that | have been
hearing are being interpreted otherw se.

DR ORLCFF: Alastair, | wuld like to
clarify. Understand, | amnot a toxicologist and,
as | said, in terms of absolute risk,
unfortunately, all we are left with is hazarding a
guess. \When | said there was no pattern apparent
that woul d suggest a lovastatin fetal syndrone,
yes, there are clearly multiple final mechanistic
effects of statins. But | think it is safe, for
pur poses of at |east beginning to conceptualize

this, to understand that there is absolutely no
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evi dence that statins work in any other way except
as HMG CoA reductase inhibitors. | nmean, that is a
hard one to deny. Yes, HMG CoA reductase
inhibition itself engenders nultiple cellular,
bi ochem cal and systemc effects but these are HVG
CoA reductase inhibitors first and |ast.

Now, it may turn out that sone of them do
have pl eiotropic effects beyond HMG CoA reduct ase
i nhibition per se but that has never been
established. They are designed as such, and
think we have to start at |east by considering that
that is their mechani smof action

DR. WOOD: | conpletely agree with you but
I would just caution that what Frank | think is
saying is that beta bl ockers act exclusively by
bet a bl ockade but practol ol had an effect that was
i ndependent of beta bl ockade. | think that is the
point he is trying to nake.

But on that note, and the FDA havi ng
conceded "seat of the pants" analysis, we are going
to stop for tonight and reconvene at eight o' clock

i n the norning.
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[ Wher eupon, at 5:15 p.m, the proceedings
wer e adj ourned, to reconvene on Friday, January 14,

2005 at 8:00 a.m]]
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