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PROCEEDI NGS
Call to Order and Openi ng Renarks
DR, WOOD: Let's get started.
LCDR SCHAREN: Good norning. The
foll owi ng announcenment addresses the issue of

conflict of interest and is nmade a part of the

record to preclude even the appearance of such at

this meeting.
Based on the submtted agenda and all
financial interests reported by the Cormittee

participants, it has been determ ned that all

interest in firns regulated by the Center for Drug

Eval uati on and Research present no potential for an

appearance of a conflict of interest with the
fol | owi ng excepti ons.

In accordance with 18 USC 208[ b][ 3],
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 which he receives | ess than
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$10, 001 per year per firm Dr. Mrris Schanbel an
for consulting with a conpetitor which he receives
| ess than $10, 001 per year; Dr. Paul Wolf for
consulting with a conpetitor which he receives |ess
than $10, 001 per year; Dr. Margaret Werman for
bei ng a nmenber of the sponsor's and a conpetitor's
speaker's bureau whi ch she receives between $10, 001
and $50, 000 per year fromthe sponsor and |ess than
$10, 001 fromthe conpetitor; Dr. Nelson Watts for
bei ng and advi sory board for two conpetitors for

whi ch he receives | ess than $10, 001 per year per
firm Dr. Neal Benowitz for consulting with a
conpetitor which he receives |ess than $10, 001 per
year and his spouse's stock in the sponsor which is
sponsor which is between $5,001 to $25, 000 per

year.

A copy of the waiver statenents may be
obtai ned by submtting a witten request to the
agency's Freedom of Information Ofice, Room 12A30
of the Parklawn Buil di ng.

We would also like to note the Dr. Steven

Ryder is participating in this neeting as a

file:/l/l[Tiffanie/c/storage/0114NONP.TXT (7 of 337) [1/26/2005 10:48:16 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

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 discussions involve any
other products or firms not already on the agenda
for which an FDA partici pant has a financial
interest, the participants are aware of the need to
excl ude themsel 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 involvement wth
any firm whose product they may wi sh to coment
upon.

Thank you.

Qpen Public Hearing

DR WOOD: Let ne followthat with this
statenment. Both the Food and Drug Admi nistration
and the public believe in a transparent process for

i nformati on gathering and deci sion naking. To
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ensure such transparency at the Open Public Hearing
Session of the Advisory Committee Meeting, FDA
believes it is inportant to understand the context
of an individual's presentation

For this reason, FDA encourages you, the
Qpen Public Hearing speaker, at the begi nning of
your witten or oral statenent to advise the
committee of any financial relationship that you
may have with the sponsor, its product and, if
known, its direct conpetitors

For exanple, this financial informtion
may include the sponsor's paynent of your travel,
| odgi ng or other expenses in connection with your
attendance at the neeting. Likew se, FDA
encour ages you, at the beginning of your statenent
to advise the conmmttee if you do not have any such
financial relationships.

If you choose not to address this issue of
financial relationships at the beginning of your
statenment, it will not preclude you from speaki ng.

Now, we will go to the first speaker. But

let ne sort of lay out the ground rules first.
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Each speaker will have five minutes to speak. W
will time you for five mnutes and, after five
mnutes, | will cut off the m crophone. So your
lips will continue to nove but that is all we wll
hear. So | encourage you to get it done in five
m nutes and let's get started.

What we would like to do is sort of line
up the next speaker to be sitting in the chair
behind Dr. McClung. The first speaker will be
Laurie Tansman from M. Sinai Hospital. The next
one will be Janes MKenney.

James McKenney? All right. The speaker
after that will be Suzanne Hughes.

DR. McKENNEY: Good norni ng, nenbers of
the FDA, nmenbers of the advisory committee, it is
my pleasure to be here this norning. | amDr. Jim
McKenney representing the National Lipid
Associ ati on.

My di scl osures are as you see; speaker
honoraria froma nunber of pharnmaceuti cal
conpani es, research grants from many, consulting

fees fromsonme, no honoraria or other nmoneys from
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J&J/ Merck, Bristol-Mers-Squi bb. The Nationa

Li pi d Associ ati on has received educational grants
unrestricted fromall of these organizations

i ncluding J&I/ Merck and Bri stol - Myers- Squi bb

The National Lipid Association is made up
of the | eading experts and thought |eaders in our
profession in the area of lipids. People who are
in the trenches seeing patients every day,
physi ci ans, cardi ol ogi sts, preventive
cardi ol ogi sts, endocrinologists, internists, famly
physi ci ans, pharmaci sts, nurses and dieticians.

Qur principal mssion is education. W
hol d regi onal neetings throughout the year and
concentrate on exchange of information and
supporting each other. W also are interested in
i ssues that affect us and our patients.

As you know, we deal alnost every day with
nonprescription nedications as we try to nanage our
patients of which we know little about the efficacy
or safety of the manufacturing quality but we know
that they are widely pronoted with significant
clains of efficacy.

As we | ooked at this issue about a year
ago and tal ked to our nenbers, the |ine of

reasoni ng went sonething like this. Wat do you
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t hi nk about an over-the-counter statin? The
question would be how could they possibly do for
the consunmer what | do every day. It is nuch too
conpl ex.

But, as we thought further, it is clear,
mllions of Americans, nore than half at noderate
to high risk, are not yet receiving treatnment after
many years now at this. W are not getting the job
done. So what do we do? W do nore and better
educational prograns, nore and better drugs, nore
and better screenings, nmore and better public
programs. How do we overcone this issue?

Well, we maybe should consider it. Maybe
it is a good idea to give consuners the opportunity
to be nmore involved in their own healthcare and
sone tools to do that. So we concluded that the
key questions around the issue, as you said
yesterday, are the inherent safety and efficacy of

the product and the efficacy and safety of the
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consunmer who is trying to carry out that.

So the National Lipid Association went
about trying to find evidence. W felt |ike we
shoul d be debating this issue on the evidence and
we did that. W conducted surveys of consuners,
physi ci ans and pharmaci sts. W scoured the
literature. We found as nmany consuner-use studies
i nvol ving statins and we could, nore than you have,
actual ly | ooked at, and woul d suggest that there
are sone additional studies you should | ook at.

NLA, per se, did not take a position on
this but yet tried to foster an inforned
di scussion. W have summari zed our findings in a
monogr aph whi ch we have supplied to you and there
are copies available to the public outside.

We brought this information to four
advi sory boards and three town halls the nost
recent of which was at the American Heart
Associ ation this past Novenmber. Many hundreds of
peopl e participated in that.

I want to present to you very briefly

sonme, just a snippet, of sone of the information
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that we discussed and tal ked about. This cane from
our survey of consuners where we found many peopl e
are interested in this topic but, interestingly,
among those patients who said that they were likely
to purchase this product conpared to those who were
less likely to purchase this product, there was no
di fference denographically but a renarkabl e
difference in terns of their personal activity
about their own healthcare, their pursuit of diet
and exercise and the like. So it looks like there
is an activated consunmer who is interested in this
sort of thing.

We were also conforted by their statenents
that they would stay in touch with their
physi ci ans, both before and during and after naking
thi s purchase.

In terms of consumer use, per se, these
are the studies that we |ooked at. PRED CT and
OPTIONS were actually presented to this committee
in 2000 at a part of the petition from
Bri stol - Mers-Squi bb and, of course, CUSTOM you
heard about yesterday.

Here are some of the findings fromthose
three studies. The consistency is renarkabl e here.

Consul ting physicians, exercise, and so forth.
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I want to share with you, as my green
I'ight has cone on here, the negative side of things
that raise concerns and then, finally, here is the
pol ling data we--[m crophone of f.]

DR. WOOD: Thank you very nuch.

The next speaker is Suzanne Hughes and the
speaker following that is Stewart Levy.

M5. HUGHES. Good norning and thank you so
much for the opportunity to address the conmmittee.
My personal disclosures are as follows: | have
recei ved speaki ng and consulting honoraria from
AstraZeneca, Bristol-Mers-Squibb, J&I/ Merck,

Gui dant Corporation and Pfizer. M expenses
related to ny travel for this neeting are paid for
by the Preventive Cardi ovascul ar Nurses
Associ ati on.

Qur group is supported by menbership dues
and funding fromnultiple nenbers of the

pharmaceuti cal, mnedical -device and food industries.
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W have not received any funding fromthe sponsor

PC&A is a national organization of 2000
nurses dedicated to the primary and secondary
prevention of cardiovascul ar di sease. W achieve
our nission through professional and public
education and through increasi ng consuner awareness
of the inmportance of reducing CVD risk and through
advocacy regardi ng nurses' role in the care of
persons at risk for heart di sease and stroke.

The nurses on our board and who aut hored
this statement with me average 30 years experience
in cardiovascul ar nursing. W all renenber when
care of the acute patient was reactive rather than
proactive and when avail abl e strategies for the
treatnment of dislipidema included only agents that
were given three tines a day, were poorly tolerated
and only nodestly reduced chol esterol |evels and
cardi ovascul ar event rates.

Al of us in this roomknow that the
approval of Mevacor, the first HVMG COA reduct ase
inhibitor in 1987, effectively revol utionized

pharmacol ogic treatnment of dislipidema. In
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nunerous wel |l -designed trials over ten years,
chol esterol -1 owering through the use of statins has
been found to be remarkably save and effective.
The results of these trials have denobnstrated
substantial reductions in norbidity and nortality
but, of the mllions of Anericans eligible for
treatnent with these nedicines, only a fraction
recei ve these evidence-based therapies. Mny who
begin taking these nedicines fail to continue
therapy over tinme. Barriers to the initiation of
and persistence with treatnment are conpl ex and
multifactorial. WMaking a statin avail able without
a prescription is one strategy being explored to
close the under-treatnment gap. This is an option
that may be appropriate for those at noderate risk
The Board of Directors of PCNA
acknow edges the potential public-health benefits
of OTC availability of |ow dose statins. W
support the concept of the switch to OTC status
based on the satisfaction of the followi ng. The
research should indicate that the popul ati on who

chooses to use this product is conprised of
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appropriate candi dates for OTC |lipid-1owering
therapy. The research should indicate that those
who el ect to use the product follow the
instructions on the |abel with regard to dosage of
frequency.

The research shoul d denonstrate that those
who el ect to use the product consult with
heal t hcare providers for clinical follow up as
needed. The pronotion of the product nust be
acconpani ed by a responsi bl e nmarketing canpai gn
targeted to the appropriate popul ati on.

In closing, we believe that the OIC
availability of a statin is likely to be associated
with inportant public-health benefits. This is
nmore than sinply a box on a shelf. This new option
woul d all ow Anericans to take a nore active role in
their own health and well being. The associ ated
mar keting effort will raise awareness of the
i mportance of the treating dislipidenma as a
strategy to reduce overall cardi ovascul ar risk

W believe that this increased awareness

will stinmulate inportant dial ogue between the
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public and the healthcare conmunity. In response,
we should all enbrace the opportunity to educate
our patients and the public not only with regard to
the use of pharmacol ogic |ipid-l1owering agents but
about the central role of nutrition and physica
activity on cardi ovascul ar health.

The Preventive Cardi ovascul ar Nurses
Association is committed to participating in this
i mportant canpaign that has clear potential to save
lives.

Thank you so mnuch.

DR. WOOD: Thank you very nuch and thank
you for sticking to tine.

The next speaker is Dr. Stewart Levy and
Robi n Edi son will follow that

MR. LEVY: Good norning. | am Stewart
Levy from I mpact Health. Qur goals today are just
totalk alittle bit about the industry, the
bi onmetric testing industry, and also to give you
our position as Inpact Health in the industry on
the opportunity for over-the-counter chol estero
agents.

Al so, we are going to give a little
background about the education, about how we reach

consuners, the process of how we perform health
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assessnents, clinical testing and exanpl es of
different types of prograns at retail

Qur overall mssion is to create an
experience with the consuner that will drive
heal t hy deci sions and what we call the teachable
monent which will drive decisions to pronote
heal thy decisions related to products, services and
l'ifestyles.

I npact Heal th has been around for over 17
years in this industry and we have a nunber of
organi zations that utilize our services to support
their organizations and to reach consuners
i ncl udi ng advocacy groups |like the Anerican Heart
Associ ation, various ad agencies, consumer
organi zations, enployers including the U S
Government whi ch hires our services such as the
U. S. Suprene Court and ot her organizations wthin
the government, health-pronotion conpanies, food

organi zations that are becom ng very active in
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perform ng chol esterol screening and bl ood- pressure
awar eness prograns at retail, managed-care

organi zations such as Blue Cross, Blue Shield

pl ans, over-the-counter conpani es, pharnaceutica

i ndustry and pharmacy chains.

I shoul d al so disclose that Inpact Health
has not contractual relationships with either of
the OIC statin companies. W do project work on a
case- by-case basis.

As | nentioned, we have been around for
over 17 years and we hold very high standards in
quality. W have CLIA certification and we
actually are licensed as a noderately conpl ex
| aboratory. So we can actually do fiel d-based
lipid screening in many of the states that allow
this. W do everything according to H PPA
gui delines. W are not a H PPA-covered entity but
we act as one because we have very val uabl e
| aboratory information and bionetric values with
our CONSUITET S.

We have the highest standards of

professional liability insurance. W also maintain
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a very active quality-assurance program whi ch nakes
sure that all our policies, productions, practices
are necessary to assure that the laboratory results
are reliable.

We participate in both mandatory and
optional proficiency testing and we train our staff
extensively on the clinical relevance of the
probl ems, testing protocols, counseling, OSHA,
bl ood- bor ne pat hogens and HI PPA gui del i nes.

There are different types of organizations
that performclinical testing, as you may be aware.
The industry, itself, is what you would call a
cottage industry. There are very few nationa
firns that do what we do but, many tines, |oca
hospitals, as sone may be tal king today, are in the
community performng health screening services as a
way to pronote their hospital and their care in the
organi zati ons.

There are al so advocacy groups that do
this and al so tenporary nursing staffing firms that
do screening prograns. Many of the prograns are

not just one and done. There is an interest in the
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i ndustry to continue an ongoing relationship with
the consumer to nake sure that their health is
foll owed up with physicians, et cetera.

It starts with the consulting and
mar keting opportunity with the venue, with the
sponsor, and then what we will do is performa
val idated health risk assessnment and a
questionnaire which will allow us to gain very
i mportant information about nedical history,
whet her they are on other prescription products,
whet her they have a famly history of heart
di sease, and we will use Fram nghamrisk factors in

questionnaires into that assessnent.

Then we will performthe clinical testing
with technol ogy that you will hear nore about
today. We will have health education perforned and

our goal is to drive consuners to a healthcare
professional. W are not diagnostic. Let ne
repeat; our goal is to screen that consuner to
pronot e heal thy decisions so that they go to their
physi cian and get onto appropriate therapy or, in
this case, speak with their pharnacist.

We follow up with the programw th reports
to the consuners, individual reports, reports to

the sponsors, to the venue. W communicate to both
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the participant and the physician and we can
perform market research and outcones neasurements

The process is to do a health assessnent,
to do testing and to do the education

I amgoing to skip over this slide and you
wi || have a handout because it is repetitive
There are sone exanples of different types of
screening programs that are done at retail and with
different various groups. Here is an exanple of
one.

I amgoing to wap up with our position
that there is professional staff to support
retailers in the field and al so those that wl|
perform consul tative--[m crophone off.]

DR WOOD: Thank you very nuch.

The next speaker is Robin Edison and the
speaker follow ng that is Boisey Barnes.

DR EDI SON: Good norning. | wll

descri be our work exploring the question of
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| ovastatin teratogenicity in humans. You have
these materials in the handout.

We exami ned all case reports from MedWatch
and ot her sources which report exposure to any
statin drug in the first trimester of pregnancy.
This strategy does not permt causal inferences.
wi Il conclude there are potential safety issues
requiring careful study independent of whether
| ovastatin becones avail able OTC

Thi s overvi ew of the neval onate pat hway
which the statins inhibit is famliar to you and
indicates the diversity of potential drug targets.
Chol esterol is synthesized by the enbryo not only
for the rapid production of new cell nenbranes but
is probably also used in a concentration-dependent
manner to control the activity of patterning
mol ecul es that direct norphogenesis, initially in
the mdline central nervous system

Here is an overview of our case series.
O the 22 total malformation reports, | wll
hi ghl i ght patterns in these seven

| ovast ati n-associ ated cases. Three of these seven
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included mdline CNS defects. These nunbers are

tiny. However, it is interesting that

hol opresencephaly with a background preval ence of 1

in 16,000 births was reported not only follow ng
| ovastatin exposure but was also the only
mal formation reported followi ng cerivastatin

exposure.

Hol opresencephaly is the classic disorder

seen in animals given other inhibitors of
chol esterol biosynthesis and is seen in sone
patients with an inborn error of this pathway.

al so saw aqueductal stenosis and a | arge

neural -tube defect follow ng prolonged | ovastatin

exposure. Not shown, there were also two cases
reporting neurol ogic disorders both including
sei zures and neur odevel oprmental inpairnent.

The nmul tiple mal formati on VACTERL

association was reported following the 10 mlligram

per day exposure to lovastatin. This particular
case had severe defects throughout the axi al
skel eton and has a background preval ence of 1 in

500, 000 births. Again, of interest, there was a
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second case of VACTERL associ ation anpong the
mal formation reports follow ng sinvastatin
exposur e.

Consi dering biological plausibility, only
the lipophilic statins generated case reports of
mal f or mati ons al t hough t he hydrophilic drug
pravastatin generated nunmerous reports as well, al
with "normal" outcone.

Lovastatin concentration in enbryonic
ti ssues reportedly averages 25 percent of the
mat ernal plasma concentrati on and we know that its
phar macoki neti ¢ paraneters vary at |least 10-fold
anmong individuals. Wth respect to
enbryoni c-ti ssue susceptibility, the earliest area
to undergo rapid expansion is the neuroepithelium
whi ch shows the hi ghest expression of HVG COA
reduct ase post gastrul ation

Ani mal studies using statins have shown
mal formations primarily in the axial skeleton but
al so include neural -tube defects,
neur al - devel opnental deficits and viscera

mal formati ons. Oher chem cals that suppress
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chol esterol |evels have induced all three CNS
mal formations reported clinically follow ng
| ovastatin exposure.

In vivo, lovastatin decreases chol estero
levels in the CNS both globally and in specific
domai ns of cell nenbranes notably depleting
menbrane sites where folate receptors are
| ocali zed. VACTERL association is induced in a
mouse nodel by decreasing the pathway activity of
t he chol est erol - nedi at ed nor phogen, soni ¢ hedgehog.

So we have an overlap of human and ani nal
findings in the CNS and two reports each of rare
mal f ormati ons associated with chol esterol or
hedgehog downregul ati on. The apparently snal
popul ati on of statin-exposed births reported by the
CDC Regi stry appears insufficient to presune these
reports reflect random events or biased
ascertai nnent. Regarding the question of why there
are so few mal formation reports, many of the
mal f ormati ons have quite high rates of intrauterine
lethality, 99 percent, for hol opresencephaly and
mostly by Week 8.

It is unfortunate that none of the feta
dem se or miscarriage cases were autopsied to rule

out associ at ed pat hol ogi cal conditions.
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Clinically, nost case reports stated the drug was
di sconti nued upon recognition of pregnancy
including the two cases of hol opresencephaly. Both
VACTERL cases had nore prol onged exposures during
or ganogenesi s.

So these materials may support a
teratogeni ¢ hypothesis linking first trimester
| ovastatin exposure with human mal f or mati ons,
particularly of the CNS. Prospective studies are
required to adequately assess risk

Thank you.

DR. WOOD: Thank you.

The next speaker is Boisey Barnes and the
speaker after that will be Sidney Wlfe.

DR. BARNES: Thank you for allowing ne to
make this presentation. | am Dr. Boisey Barnes, a
practicing cardiol ogist in Washington, D.C. and a
foundi ng menber of the Association of Black

Cardi ol ogi sts. | am speaking on their behalf
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t oday.

Four years ago, the FDA rejected a request
for over-the-counter availability of |ow dose
statins. Today, safe and effective use w thout
physi ci an gui dance remains a concern. The ABC has
gi ven thorough consideration to this issue and does
not support OTC availability of statins at this
time.

Nunber one; while | owdose may reduce
chol esterol |evels, they have not been proven to
reduce cardi ovascul ar norbidity and nortality.
There are no trials of OIC statins for
ef fectiveness in primary prevention of heart
di sease. There are no data on conpliance with
over-the-counter statins.

Nunber two; there is concern about the
peopl e who need hi gh-dose statins m ght not get
t hem because they woul d be taking the OTC | ow dose
statin that was an alternative to seeing the
doct or.

Nunber three; there is less justification

of using weaker statins because they do not provide
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optimal risk reduction. It appears fromrecent
studies such as PROVEIT that lower LDL is better.

Nunber four; individuals may | ose sight of
the need for lifestyle changes if they believe
taking a pill will suffice.

Nunber five; patients who purchase their
statins at the | ocal pharnmacy or supernarket will
m ss one of the main messages of prevention
cardi ol ogy, the inportance of global risk
assessnent. A healthy lifestyle, lowfat diet and
exerci se may achi eve the sane results as OIC
statins.

Nunber six; also will pharnacists have the
time to determine the individual's risk of coronary
heart di sease bhefore selling the drug and al so
giving lifestyle advice.

Nunber seven; OIC nedications are
generally for synptomatic conditions. This
medi cation is for an asynptonatic condition. Wen
will we start it? Wen will we stop it? Exanples
of this are Prilosec for abdom nal pain. You know

when you have disconfort. You know when to stop
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it. O Tylenol for knee pain. You know when to
start and stop it. This is an asynptomatic
condition. Stopping and starting nmedications can
i ncrease your risk for an adverse event.

Nunber eight; there will be a probl em of
under di agnosi ng and overdi agnosi ng el evat ed
chol esterol. Elevated chol esterol does not have
obvi ous synptons and signs.

Nunber nine; recognition of toxicity which
are mainly liver and nmuscle. | have never a report
of a patient dying of liver disease froma statin.
However, they may die from serious nuscle
conplications. The risk for nuscle conplications
is increased by coadm nistration of many
medi cations. The main one is genfibrozil. From
the 3,399 case of rhabdonyol osis that were revi ewed
extensively fromthe FDA that were reported, 58
percent of those were given concom tant mnedication
and the nunmber one is that of genfibrozil. There
are ot her i mmunosuppressive agents, warfarin,
anti coagul ants and ot her nedications. The risks

i ncrease as you increase age and as you increase
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the dose of the nedication along with conorbid
conditions and renal insufficiency.

Nunber ten; fermales. Statins are
contraindi cated for wonen who are pregnant or
br east - f eedi ng.

DR WOOD: Thank you very nuch.

The next speaker will be Sidney Wl fe and
then the speaker following that will be Alice Rein.

DR. WOLFE: About four-and-a-half years

ago, FDA had a general neeting on the principles
that shoul d be adhered to when any drug is being
consi dered for over-the-counter switch. | think

that the two nost inportant principles which are

rel evant here today are: one, ease and possibility

of accurate sel f-diagnosis; two, the benefit:risk

ratio and the continued evaluation of it such as

continued cholesterol-lowering levels. Related to

that is the nunber of adverse drug reactions or

interactions and the ease of detecting them

|f there are numerous adverse reactions or

iterations which may not be fully known to the

patient or, conversely, to the physician who is not
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aware that the patient is also using OTC drugs,
there is even nore cause for concern

If any one of these criteria is not net,
the decision to switch a drug to OTC is wong from
an overall public-health perspective. |f none of
the conditions are net, the switch is likely to be
an even greater public-health disaster having an
overall negative effect on health. For the switch
of any statin--in this case, |ovastatin--none of
the conditions are net and it is virtually certain
that nmore harmthan benefit would accrue to such an
ill-advised regul atory deci sion

Despite the conpany's efforts to paint the
switch as sonething positive, the anal ysis by FDA
with which I concur seriously underm nes any such
concl usi on.

First, the eased possibility of accurate
sel f-diagnosis. Since the proposed use is primary
prevention and people without synptons, the correct
assessnent relies entirely on lab tests and the
assessnent of other risk factors. The data from

these studi es of |abel conprehension and fromthe
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actual use of lovastatin yield unacceptable results
as far as the ability of very nmany patients to
accurate assess all the factors necessary to
qualify as a candidate for this drug.

In terms of the | abel conprehension, as
you have seen in your materials, only 1 percent of
the respondents who stated they could use Mevacor
OrC right away actually self-selected correctly.

In terns of the actual -use study, the current
paradi gm for the treatnent of hyperchol esterol enia
i s individualized based on serum chol esterol and
the presence of risk factors.

One of the nore disturbing corments | read
was that by an FDA revi ewer who said the nost
disturbing results are in self-selection. Over 80
percent of subjects in the study did not
sel f-sel ect appropriately. Only 484 users
initially self-selected correctly and | think this
is important and, of those, only 68 were able to do
this without a physician's input. Sounds |ike a
prescription drug to ne.

Nearly one-third of all users had ten-year
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risk for CHD of |less than 5 percent which is, as
you know, a |level that does not call for statin
t her apy.

Benefit:risk ratio and its conti nued
eval uati on and adverse drug reactions. The
continued eval uation of benefit:risk depends on
chol esterol foll ow up, anobngst other things, and
many did not have this in this little study.
Anongst the average reactions that may be difficult
to detect in the absence of physician invol venent
in a prescription for this drug and, thereby,
intervene are asynptomatic el evations of |iver
enzynes after taking lovastatin or asynptomatic
l'iver disease before using the drug unknown to the
patient.

The onset of nyositis, mnuscle
i nflammati on, a possible predecessor for
i fe-threatening rhabdonyol osis, may not alert the
patient who is not necessarily under the
supervi sion of a physician and probl enms can occur.

A recent | arge case-control study

published a nonth or so ago in Italy al so raises
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the question of peripheral neuropathy. It is the
third such study and they said this is

hypot hesi s-generating, but this is another problem
that patient may not link to the drug.

In summary, since, as is the case for a
substantial proportion of those choosing to use the
OrC version of this drug, their risk for CHDis so
|l ow that there is no evidence they will benefit.
They are being subjected to the various risks of
adverse reactions w thout any possibility of
benefit. Thus, the risks clearly outweigh the
benefits for this group.

In addition, it is clear that the
availability of easy-to-get OIC statins will deter
many from safer, |ess expensive, preventive
measures. Prevention of cardi ovascul ar di sease
must be a nmulti-pronged strategy to reduce risk
The use of heavily advertised statins out of the
context of medical consultation may inpair the
devel opment of an integrated |long-termstrategy for
preventing strokes or heart attacks.

Di et and exercise, critically inportant

file:/l/l[Tiffanie/c/storage/0114NONP.TXT (37 of 337) [1/26/2005 10:48:16 AM]

37



file:////ITiffanie/c/storage/0114NONP.TXT

conponents, may be thought to be less inportant if
the primary strategy seens to be a statin drug.

The safety probl ens, although sonewhat
rare for statins other than Crestor are especially
hard to detect and nonitor w thout physician
i nvol venent and, as nentioned above, nust be vi ewed
as unacceptable for the | arge proportion of people
who cannot possibly benefit fromthe drug.

Even for those who might theoretically
benefit, for the small fraction that self-select
properly, there are serious questions of whether
the 20 mlligramdose confers any clinical benefit
as quoted from actually, the conpany.

In sunmary, we urge the panel, as we did a
few years ago, to reject to over-the-counter swtch
of this drug.

Thank you.

DR. WOOD: Thank you.

The next speaker is Alice Rein and the
speaker following that will be Penny Kris-Etherton

M5. REINN My nanme is Alison Rein and | am

the Assistant Director of Food and Health Policy at
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the National Consuners League. | amhere today to
present sone of the key findings froma research
project that we recently conducted to explore
consunmer awar eness of and attitudes about

chol esterol and possible treatnent options.

My presence at this nmeeting is independent
of the sponsor but approxinmately 1 percent of NCL's
operating budget cones fromunrestricted research
pharmaceutical grants of which this study was one.

I will begin nmy conmments with a brief
overview of NCL. | wll then explain our interest
in this topic, describe the research nethods used
and present a top line of our findings. Gven the
brevity of this presentation, | would ask that you
refer to two suppl enmental docunents for nore
detailed information. One is a full survey
instrument with annotated results and the second
part is a PowerPoint presentation depicting key
findings and graphic representation. Both of these
have been subnitted for your review

The National Consuners League, founded in

1899, is a private, nonprofit advocacy group that
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uses education, research, investigation,
publications and public/private collaboration to
acconplish its m ssion of representing consuner

i nterest on nmarketplace and workpl ace i ssues.

NCL commi ssioned this research to explore
consuners' know edge about the significance of high
chol esterol, their attitudes toward the possibility
of an OTC statin, their perceptions about the
relative benefits of OIC versus prescription
treatnments and their perspectives on rel evant
safety and use issues.

In exploring this topic, NCL is not
| endi ng support to the approval of an OTC statin.
We | ook to the FDA to consider all of the clinica
and consuner use data and hope only that these
consumer survey data will help informthat
di scussi on.

NCL engaged Harris Interactive to conduct
this survey with nenbers of the Harris Poll On-Line
Panel which consists of several mllion people who
have agreed to participate in survey research

projects. Interviews were conducted between August
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26t h and Septenber 3rd, 2004. A total of 2,777
peopl e participated in the survey, 730 of whom were
qualified to complete it.

The sanpl e was conposed of U.S. residents,
aged 35 or older, who were either at known noderate
risk for coronary heart disease or who were at
potential noderate risk for coronary heart disease
based on specified risk criteria. None of the
survey participants were using nedi cal nmanagenent
to treat their chol esterol

We oversanpl ed bl ack and Hi spanic
respondents and used denobgraphi c and
propensity-wei ghting techni ques to ensure that the
data represented the national population of adults
aged 35 and ol der. Near the beginning of the
survey, respondents were asked to consider a ful
description of the proposed OIC statin product.

In OTC prescription conpari son sections of
the survey, respondents were instructed to consider
a sinmlar | owdose chol esterol -1 owering nedication
that is available only by prescription froma
doct or.

Here are six of our key findings. First,
American adults still require substantial education

about el evated chol esterol and its associ ated
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risks. Al nost 40 percent of all respondents did
not know their cholesterol |evel and al nbst 30
percent indicated that they were not concerned
about their chol esterol

Second, there is an interest anong
consuners in an OTC option for | owering
chol esterol. The majority of respondents indicated
that they would be at | east somewhat likely to seek
out nore information on the product, 67 percent,

di scuss the product with a heal thcare professional,
69 percent, or use the product, 58 percent.

The majority of respondents, 85 percent,
al so agreed either strongly or sonewhat that the
OIC statin option would be preferable to taking a
prescription drug to | ower chol esterol

Third, while nost people believe at |east
somewhat in the effectiveness of the OTC statin
there are concerns about safety. The large

majority, over 90 percent, believe that OTC product

file:/l/l[Tiffanie/c/storage/0114NONP.TXT (42 of 337) [1/26/2005 10:48:16 AM]

42



file:////ITiffanie/c/storage/0114NONP.TXT

woul d be at | east sonewhat effective but al nost
hal f did not think that the OTC statin would be
nmore effective at | owering chol esterol than diet or
exerci se al one.

Over two-thirds are at | east sonewhat
concerned about the potential side effects of
chol esterol -1 owering OTC and al nost one-third do
not think that the benefit of a
chol esterol -1 oweri ng OTC out wei ghs the risk

Fourth, the OTC statin option is nost
strongly associated with concepts of prevention and
control of health. It is less associated with
concepts of dependence on caretakers and poor
heal t h.

Fifth, conpared to a prescription option,
the OTC statin is seen as nore conveni ent, nore
natural, less likely to cause side effects and nore
appropriate for "soneone with ny healthcare needs."
A prescription option is generally seen as nore
effective, nore reliable, nore trustworthy and nore
suitable for someone in poor health.

Finally, respondents expressed a greater
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I'i kelihood to consider taking, recomend to a
friend or famly menber or seek nore information
about an OTC statin relative to a prescription
statin option. There is far nore information but |
will let you review that separately.

Thank you for considering this
i nformation.

DR. WOOD: Thank you very nuch. Perfect
timng. The next speaker is Penny
Kris-Etheron and the speaker following her is
W I liam G eene.

DR KRI S-ETHERTON: Thank you and good
morning. M nane is Penny Kris-Etherton. | ama
faculty nenber in the Departnment of Nutritiona
Sci ences at Penn State University. Wth respect to
personal financial disclosures related to this
meeting, | serve on the Medical Advisory Conmittee
for J&I/ Merck. | have paid for all expenses
incurred to attend this neeting nyself.

As a cardiovascular nutritionist with a
very deep commitnent to educating dieticians to be

effective in dietetic practice, | support approva
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of OTC statin drugs. Beyond the potential
public-health inpact of OIC statin drugs on
coronary heart disease norbidity and nortality in
the United States, there are other benefits that
can be realized

I am going to address two inportant
benefits today. First, OIC statins can be a usefu
tool for dietician, nutritionists in practice to
hel p their patients achieve LDL chol estero
treatnent goal s.

As you can see in this slide, diet has a
nodest effect on LDL chol esterol conpared with
statin drugs. This figure shows the relative
contribution of diet versus statin drugs in
| owering total and LDL chol esterol levels. Even
maxi mum di etary intervention doesn't always | ower
LDL chol esterol sufficiently in individuals who are
at noderate risk for coronary heart disease. For
these individuals, OTC statins can facilitate
meeting LDL goals. Mreover, achieving a positive
treatnment outcone greatly enhances the

dietician-patient relationship thereby achieving
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greater LDL cholesterol with diet.

You can see with this next overhead what
is achievable with diet. Moreover, achieving a
positive treatnment outcone enhances the
dietician-patient relationship and good
interactions between a patient and dietician than
can facilitate behavi or changes to achi eve
significant chol esterol -1 owering reductions and
many ot her diet-related health benefits.

So the potential outcones of OTC statin
drugs extend beyond cardi ovascul ar di sease with
i mproved |ifestyle behaviors including diet and
physical activity, risk of other chronic diseases
can be decreased. Consequently, OIC statins could
have marked public-health inpacts.

Secondly, the OTC program coul d
beneficially affect the nutritional inadequacy of
the diet. In addition, it may help facilitate
meeting dietary and physician activity guidelines.
The OTIC inpl ementati on studies indicate that
subj ects using OIC statins report inproved diet and

physi cal -activity behaviors. G ven the many
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problenms with diet and physical-activity practices
inthe US., aprogramthat facilitates positive
|ifestyle changes could favorably affect public
heal th and deserves strong consideration for
support.

The United States diet is lowin Vitamn
E, calcium magnesium potassium It is highin
saturated fat, cholesterol, lowin dietary fiber.
Very small changes in dietary practices can
facilitate achi eving recommended mcro- and
m cronutrient intakes.

For exanple, inclusion of just one orange
a day can neet the RDA for Vitanmin C. |nclusion of
one serving the dairy products could hel p achieve
cal ci um and magnesi um RDAs and hel p neet
recommendati ons for potassium Switching froma
hi gher to a lower-fat protein food could help
achi eve saturated fat and chol esterol
recomendations for heart health. These are just a
few of many exanpl es.

In summary, | believe, because of the many

substantive benefits of OIC statins, that the FDA
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shoul d approve themfor use. The likely multiple
and beneficial health outcones could have a marked
public-health inpact.

Thank you very much for your attention.

DR. WOOD: Thank you very nuch.

The next speaker is WIIliam G eene
foll owed by Steve Zatz.

MR. GREENE: Good norning. | amBil
Greene. | amthe Director for Cinical Pharnmacy
Services for Methodist University Hospital in
Menphi s Tennessee. | also carry a faculty
appoi ntment with the College of Pharmacy with the
University of Tennessee. | have served as a
speaker for Pfizer, for Merck and for
Otho-MNeill, a subsidiary of J&J.

| presently conme as a representative of
the Executive Conmittee of the Section of dinica
Specialists and Scientists for the Anerican Society
of Health System Pharnaci st s.

ASHP i s the 30, 000- renber nationa
prof essional and scientific association that

represents pharnaci sts and pharnacy technici ans who
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practice in hospital inpatient anbulatory clinics
hone-care and |l ong-termcare settings. | am
pl eased to provide the perspective of ASHP on the
proposed switch of lovastatin fromprescription to
over -t he-counter status.

ASHP bel i eves that existing nodels for OTC
di spensi ng do not provide the safeguards required
to ensure the safe and effective use of statins as
part of a nulti-nodal approach to preventing
coronary heart di sease. ASHP does support the goa
of extended consuner access to inportant
medi cations including statins. W encourage
consi deration, therefore, of alternative
nonprescription di spensing nodels for statin that
woul d advance coronary-heart-di sease prevention
provi de ready access to assessnent and advice from
a pharmaci st and nake the drug readily avail abl e
t hrough phar naci es.

ASHP has reconmmended that eval uation and
treatment of |ipid disorders be guided by the
recomrendati ons of the National Chol estero

Educati on Panel, the | atest of which are contai ned
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in the Adult Treatnent Panel 11| GCuidelines.

Statins are certainly considered the drug of choice

for nost patients with dislipidenma who require

l'ipid-lowering therapy. They are effective at

| owering LDL-C. They reduce events in patients at

risk and they reduce nortality in patients with

proven coronary heart disease. Cearly, there are

benefits of these drugs.

The effectiveness of these drugs in

reduci ng LDL-chol esterol has pronpted calls for the
reclassification of statins as an OIC nedication

Al t hough ASHP does not support reclassification to
OIC status as that status is currently constructed,

al ternative nonprescription nmodels for dispensing

t hese val uabl e nedi cati ons shoul d be expl ored.

To achieve the goal of safe and effective

use, any nonprescription-di spensi ng nodel for

statins should include or should identify

candi dat es based on an assessment of multiple risk

factors and other events related to the patient.

Thi s process shoul d devel op an optinal treatnent

pl an consistent with ATP 3 CGuidelines. This
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process should allow patients and heal thcare
providers to monitor the response to treatnent

i ncludi ng adverse reactions. Finally, this process
shoul d maxi m ze the effectiveness of treatnment by
encour agi ng adherence and appropriate interactions
wi th ot her heal thcare professionals.

H gh-risk patients should be able to be
triaged for further evaluation. |If statins are
appropriate therapeutic options, they should be
part of a nultinodal approach to reducing overal
coronary-heart-di sease risk. One study has
exam ned the use of statins in a simulated OIC
statin. The CUSTOM study provides interesting
i nformati on regarding the potential of patients to
adhere with an OIC process. However, a nunber of
adverse events were noted even in that study.

Cauti on shoul d be exerci sed when
extrapol ating such information to |arger
popul ation, especially information regarding
safety. A systemthat relies on voluntary
reporting of adverse events nmay be inadequate to
protect the public or detect subtle signals.

The existing nodel for OIC nedications
woul d place the entire burden for performng this

eval uati on and assessnment on the patient. Wder
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use of drug encouraged by OIC status will result in
a broader exposure and in increased risk to
patients.

ASHP believes that, for these reasons,
reclassification of statins to OIC status as
currently constructed is not advisable but that
al ternative nonprescription nodels for dispensing
these should be explored. Since 1985, the Society
has advocated a policy that urges changes in
federal statutes and regulations that would create
and internedi ate category of drug products that do
not require a prescription but are available only
from pharnaci sts and other |icensed heal thcare
pr of essi onal s.

ASHP believes that the regulatory system
for this internedi ate category should contain the
followi ng features; first--[mcrophone off.]

DR. WOOD: Thank you very nuch.

The next speaker is Steve Zatz and the
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speaker following that will be Bob Dufour

DR. ZATZ: M nanme is Steve Zatz. | am
the Chief Medical Oficer of WebMD. It is a
privilege to appear before you today to introduce
WebMD and descri be our commitnent to providing
accurate, clear and unbi ased heal th-rel ated
informati on to consumers and heal thcare
prof essionals and to inproving conmuni cations
between all parties in healthcare, particularly
pati ents and physicians.

Over the past year, WbMD has been worKki ng
wi th J&I/ Merck Pharnmaceutical Partnership to design
educational prograns that can rai se awareness and
educat e consuners and providers on the managenent
of mild to noderately el evated chol esterol. WhbM
has al so worked with J& and Merck on a variety of
progranms to educate consuners health professionals
on topics unrelated to chol esterol nmanagenent.

We are here today not to speak for or
agai nst all owi ng Mevacor to be available OIC but to
informthe committee nmenbers of our capabilities to

provide information to and facilitate
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54
conmmuni cations with patients and heal thcare
pr of essi onal s.

According to third-party research, the
i nternet has becone the preferred nmedi um for
consuners and physici ans seeki ng heal t hcare
i nformati on today. WhbNMD has becone the | eading
and trusted on-line health destination. More than
80 million unique visitors a year view nore than 2
billion pages across the WbMD Health Network to
research health and wel I ness information and access
our on-line communities and heal th nanagenent
t ool s.

Wth nmore than 500,000 physician visits
per nonth, MedScape, our health professiona
website, has becone the | eadi ng professiona
destination on the web designed to neet the
substantial and growi ng information needs of
physi ci ans and ot her healthcare professionals. In
2004, MedScape nenbers conpl eted nore than 800, 000
CME credit hours maki ng MedScape the | eading
on-line source on the web for continuing nedica
educat i on.

WebMD works with many of the country's
| eadi ng heal thcare organi zati ons and gover nnent

agenci es including Health and Human Services, the
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Centers for Disease Control, the National Cancer
Institute and several state public-health
departnents to distribute their health information
on our websites.

In addition, we publish the officia
references of the Anmerican Coll ege of Physicians
and the Anerican Col |l ege of Surgeons. W work with
nuner ous ot her professional societies including the
American Public Health Association, the Amrerican
Acadeny of Fam |y Physicians, the American College
of Preventive Medicine as well as with foundations
such as the Commonweal th Fund and the Markof f
Foundat i on.

Wth nore than 250, 000 nedical witers,
editors and physicians who devel op our highly
regarded content, WebMD is the website nobst
recomrended by physicians to their patients and
MedScape is the site nbst recommended by physi ci ans

to their peers. Qur mission is to provide tinely,
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accurate and bal anced information that enabl es
patients to nmake informed decisions about their
care and enabl es physicians to provide care
consistent with the | atest medical evidence.

In addition, with various health-condition
assessnent prograns and deci sion support tools,
WebMD is in a unique position to provide education
and targeted outreach to specific popul ati ons.
WebMD al so provi des heal t h-deci sion support tools
and i nformation for |arge corporate enployers and
health plans to better enabl e enpl oyees and pl an
menbers to take a nore active role in their health
deci sions and to better nanage overall healthcare
costs.

Today, we provide these enpl oyee health
tools for many of a largest corporations in the
United States. Wen consuners and physici ans need
heal thcare information, they turn to WebMD. For
exanmpl e, when consumers and heal th professionals
needed up-to-date and unbi ased i nformati on on the
Cox-2 inhibitor class of nedications, they turned

to WebMD in record nunbers. As of Decenber 31,
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2004, over 1 million pages of information on the
subj ect had been requested by consuners and health
prof essional s through our websites and e-nail

news| etters.

In sunmary, WebMD is a significant source
for health informati on and we take very seriously
or responsibility to be an objective and reliable
information resource for Americans. W believe
that we can be a vital resource for educating and
i nki ng consunmers and heal t hcare professionals
regardi ng appropriate treatment options and stand
ready to support your efforts as needed.

Thank you.

DR. WOOD: Thank you.

The next speaker is Bob Dufour. The
speaker following that will be Jan Engle.

MR. DUFOUR: Good norning. M nanme is Bob
Dufour. | amthe Director of Pharnacy Professional
Servi ces and Governnent Rel ations for WAl Mart.

Wal Mart operates pharnmacies in Sam s C ubs,
Nei ghbor hood Markets, Wl Mart SuperCenters and

Wal Mart Di scount Stores. |In the 49 states we
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operate, we have 3,500 pharnacies and 10, 500
pharmaci sts on staff. On average, over 100 nillion
custoners shop our stores each week.

Prescription statins have inproved the
health of mllions of consumers by |owering their
chol esterol levels. |If the FDA deternines that
Mevacor is appropriate as an OIC product, the
opportunity to better mllions of nore lives wll
be possi bl e.

Hi storically, products that have noved
fromRx to OIC status have increased both the
accessibility of the product and the affordability.
Consuner awareness of proper cholesterol |evels may
al so heighten with the availability of statins as
OrIC products.

Prelim nary plans have been di scussed
bet ween Wl Mart and Johnson & Johnson/ Merck in
anticipation of the OIC approval. These plans have
included, first, testing in a limted nunber stores
a Heart Health section which would make consuners
nore aware of the testing kits and other health

products avail able. This section, if successful,

file:/l/l[Tiffanie/c/storage/0114NONP.TXT (58 of 337) [1/26/2005 10:48:16 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

could be inplenented in nore stores as denmand for
OIC statins increase. Secondly, broadcasting a
conti nui ng- education program available to all of
our pharmaci sts via our satellite network.

The obj ectives of this programinclude; A,
recall of the inportant concepts regarding lipid
met abol i sm and phar macol ogy of statins; B, |ist
chol esterol goals for American adults and discuss
the treatnment gap between those goals and current
reality; C, discuss the clinical evidence that
supports the nove toward broader access and
treatnment with statin nmedications; D, identify the
types of people who woul d benefit fromaccess to
nonprescription statin nedications; E, describe how
pharmaci sts m ght best interact with self-treating
patients to ensure optinmal outcomes from
nonprescription statin therapy.

Qur third initiative would be support from
Johnson & Johnson/ Merck at WAl Mart Health Fairs to
i ncrease the awareness of consuners and their
chol esterol levels. This support would include

funding for consuners to have their chol estero
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tested as well as information about proper
chol esterol |evels.

Fourth, Wal Mart and Johnson &
Johnson/ Merck will further discuss the use of other
Wal Mart vehicles to increase awareness after the
| aunch including Wal Mart t.v., radi o, pharmacy bag
prograns, displays and in-store denponstrations and
i nformati on prograns.

Wal Mart has provided i nput to Johnson &
Johnson/ Merck on consumer-friendly packagi ng. Cur
enphasi s has been on the patients knowi ng when and
when not to take an OTC statin. Johnson &
Johnson/ Merck has included warni ngs for consuners
when Mevacor is not appropriate and a four-step
process for consuners to determine if Mevacor OTC
i s appropriate.

The American Pharnmaci sts Associ ati on has
advocated for a pharmacy-care OIC cat egory.
Val vart woul d be able to linmit distribution from
our warehouses to pharnacies if the FDA determ nes
this category is necessary. Wl Mart Pharmacy

recogni zes the significance of the decision FDA is
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considering. |f the FDA decides that Mevacor woul d
be appropriate as an OIC product, mllions of
consuners who are at noderate risk for coronary
heart di sease woul d have Mevacor OTC avail abl e as
an affordabl e option.

| appreciate the opportunity to be heard
today. WAl Mart Pharmacy is committed to providing
af f ordabl e healthcare to our consuners and our
associ ates. Thank you

DR WOCOD: Thank you very rmuch.

The next speaker is Jan Engle and that
will be followed by Christopher Maus

DR. ENGLE: Good norning. Thank you for
the opportunity to present the views of the
Ameri can Pharmaci sts Association. M name is Jan
Engle. | am Associ ate Dean for Acadenic Affairs
and Cinical Professor of Pharmacy Practice at the
University of Illinois at Chicago. | ama forner
Presi dent of APHA

In the interest of full disclosure, APHA
did not receive funding to participate in today's

meeting and the views | ampresenting are solely
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those of the Association and its nenbership. APHA
represents nore than 52,000 pharmaci sts, scientists
and student pharmacists in all practice settings.

It is our understanding that the product
sponsor's application includes a recomrendation
that lovastatin, if approved as a nonprescription
drug, be distributed only in outlets with a
phar macy.

Over the years, APHA has exanined this
i ssue several tinmes and, in August of 2004, we
convened a task force to nake recommendati ons for
the profession's adoption of a pharmacy-care OTC
So what is a pharmacy-care OTC? Pharnmacy-care OICs
are a category of nonprescription medicines
avai l abl e in pharnacies on the open shelf with
ot her over-the-counter mnedications.

VWhat is different? Wth pharnacy-care
OICs is the availability of the pharnacist and the
mar keting of the product, where that product is
pl aced and the pharmaci st's preparation to support
consuner - pharmaci st i nteraction. Pharnaci st

intervention is not required but it is strongly
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supported for pharmacy-care OICs for those

medi cati ons being used for chronic, asynptomatic
conditions or other conditions where consuners
woul d benefit from additional interaction with the
phar maci st .

The task force devel oped gui di ng
principles for inplementing this new category. Qur
recomrendat i ons address areas such as sel ection of
the product as a pharmacy-care OTC, supporting
consuner - pharmaci st interaction, the scope of
consumer - phar maci st i nteracti on and ot her rel evant
services avail able at the pharnacy.

To support consumner-phar maci st
i nteraction, pharmacy-care OTC products shoul d be
carefully placed within the outlet to facilitate
direct access to the pharnacist. Pronotion of
these products should direct consuners with
questions to their pharmaci st and outlets that
remai n open when a pharnacist is not on duty, such
as a grocery store, for exanple, should provide
alternative nmethods to counseling such as the

tel ephone, the internet or even appointnments with
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the pharmaci st and this would help facilitate this
interaction in a busy practice environnent.

In outlets where the pharmacy is only
conmponent of the facility, appropriate non-pharmacy
staff should al so be educated about pharnacy-care
OIC products. Staff can direct consunmers to the
pharmacy area and advi se them of the pharmacist's
availability for consultation

In terms of interaction between the
consuner and pharnaci st, pharmaci sts can hel p
identify consumers who should use the nedication
t hrough screening nmethods, identify consuners who
shoul d be referred to other healthcare
prof essional s and al so provi de appropriate support
including lifestyle recommendati ons.

For pharnmacy-care OTCs used for chronic
conditions, the pharmaci st can provi de ongoi ng
support such as monitoring for conpliance and
t herapeuti c endpoints. To prepare pharmacists to
deliver these services, the task force reconmends
that pharnmaci sts be educated and trai ned about

t hese pharmacy-care OTCs, the appropriate patient
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popul ation that should use these products, the
product risks, what the appropriate nonitoring and
foll ow up should be, and al so procedures for
referring consuners

O her rel evant services should al so be
avai |l abl e at pharnacies that distribute
pharmacy-care OTCs. The task force reconmends that
outlets provide support services such as
poi nt-of -care testing when necessary to identify
appropri ate consuners and nonitor their progress.
When such services are not available in the
pharmacy facility, referral information should be
provi ded.

Consuners shoul d al so be encouraged to
report the use of these pharnacy-care OICs to their
pharmaci st and their physician. The task force
recomrends that pharnacists add these products to
the consumer's nedication profile. Docunentation
of pharmacy-care OICs will hel p pharmacists
identify drug interactions, protect against
drug-di sease contraindications and nonitor for
out cones.

To conclude, an OTC designated as a
phar macy-care OTC can provide significant benefit

to our consunmers. The pharnmacy-care OTC approach
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woul d not only provide consunmers with greater
access to inportant medications that can benefit
their health but would al so ensure that consuners
have access to the nedi cati on expertise of
pharmaci sts to hel p them use those nedications
appropriately.

Thank you for the opportunity to present
the views of the nation's pharmacists.

DR WOOD: Thank you very nuch.

The next speaker is Christopher Maus and
he will be followed by Laurie Tansman

MR. MAUS: Thank you so much for having ne
today and giving nme this opportunity to speak. |
am Chri st opher Maus, CEO of Lifestream
Technol ogies. W are not here to sway the board
one way or the other as to the efficacy and safety
of Mevacor going over the counter. However, the
support of technol ogies that are now available to

facilitate the NCEP Cui delines, nany nay not be
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awar e of.

Ri ght now, consumer testing is becom ng
nore and nore preval ent throughout those people
that are what we call focused on health nanagemnent.
Wth over 100,000 chol esterol nonitors now being
used in the consunmer market and mllions of tests
bei ng performed, we see the health guidance to
consumers out there taking nore control of their
own personal healthcare.

Qur surveys, we showed that people that
purchased t hese hone-testing devices, that 90
percent of them had seen physicians within 12
months. O that, only 25 percent of the people
were actually on therapeutic interventions, drug
therapies. 79 percent selected dietary, exercise
and other therapies to facilitate their goals and
obj ecti ves.

One way or the other, the probability is
that 80 percent of the people are going to
self-treat. |If self-treatnment is inevitable, then
technology is crucial to support this and

sel f-managenent is an inportant component.
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Physi ci ans, pharnaci sts, consuners will see
poi nt-of -care testing as a critical role.

There are basically three types of
testing; screening, the purpose of screening which
is identifying people at risk; clinical diagnostics
which is used by physicians for the purpose of
carrying out the treatnent of nedicine; and
moni toring, |ong-term support which actually
supports |long-term conpliance to the outcones.

The NCEP now recommends hone nonitoring
and the NCEP 3 Guidelines recomrends home
nmoni toring as good way of increasing conpliance
whi ch is the biggest issue that confronts al
therapeutic intervention for chol esterol |owering
since conpliance is so | ow

Total cholesterol is also identified as
good surrogate for LDL which we think is also a
very critical conponent for ease of use by the
consuner. Hone testing for cardi ovascul ar
asynptomatic conditions is not new. It is very
famliar to the consuner through bl ood-pressure
testing.

In the market since 1972, there are about
5 mllion blood-pressure cuffs sold in the United

States each year for people taking control of their
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own health. Those nonitoring bl ood pressure are
very simlar to consuners. 80 percent of themare
not on drug therapy.

Qur product was designed and used by both
phar maci sts and consumers for both the pre and post
of an intervention. One of the product has just
been recently approved, cleared, by the FDA that
actually does the NCEP CGuidelines in the device.

So the idea of a questionnaire that you have to
fill out to assess the risk factors are no | onger
limted to just paper in someone's head. W
actually give you quantitative outcones inside that
device along with the chol esterol tests.

Along with that, these products are
becom ng | ess and | ess expensive with new
technol ogi es that are being introduced that allow
you actually to hook directly into the conputer
utilizing the sane strip and seeing the data right

on line with the same risk assessments. Not only
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do we utilize the risk assessnents, we have
opportunities to direct the consumer to the
physi ci an which we actually do on the risk
assessnents as submitted to the FDA

We do body-nmass index also telling obesity
and anount of overweight. W pronpt people to see
physi ci ans when required and this is a
cost-effective assessnment w thout the assistant of
a healthcare professional but has the ability to
i nteract.

Ri ght now, the technol ogy that we
introduced was the first ever presented to the FDA
that actually allows individuals to store data on
menory cards inside devices with the NCEP
Gui del i nes and recomendations in the device which
is transferrable. At the physician and pharnacy
site, they have the sane ability to |look at this
material and assess it. It can be e-muil ed,
transferred to healthcare practitioners in the
areas that it indicates.

Pharmacy care al so can print out actua

recomendati on probl ens according to the NCEP.
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This is no longer an effort of expressing nedical
opi nion in a non-nedical environment but using
statistically correct data so you have continuity
of message to each and every individual. This can
be done at home, with the pharmacist or at the
physician's site.

The record-keepi ng capability and
managenent, the portability, also, is avail able.

We are not saying this is the answer. Al we are
saying is the technol ogy can support the
initiatives by this coimmittee and by peopl e seeking
to lower their chol esterol regardl ess of the nethod
in which they are doing it.

In concl usion, technologies are fulfilling
many of the goals and considerations of this
hearing and is affordable and convenient at this
time with over 25,000 pharnacies--[m crophone off.]

DR. WOOD: Thank you very nuch.

The | ast speaker that we know of is Laurie
Tansman.

MS. TANSMAN: Thank you. Let ne just

preface nmy comrent by saying nmy views | am
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presenting are solely mne not on behalf of ny
institution. Let nme also say that | ama fan of
the statins. They are a remarkabl e class of drugs
and it seens that the positive inpact they may have
on our health has yet to fully be realized.

But that doesn't qualify it to have OTC
status. There are nultiple reasons for this but,
as a registered dietician, | amgoing to limt ny
remarks as they relate to |ifestyle changes and
apol ogi ze for tal king so quickly.

In the same news article that | just
cited, Slide No. 2--1 am going quickly--Dr. Robert
Bonow, past President of the AHA, was quoted
regarding i s anbival ent feelings about the statins
bei ng approved for OTC. There is another problem
human nature. People who ought to be dieting and
exercising are going to feel that, since they are
taking a pill, they can now continue habits that
are unheal t hy.

In an article by Gordon, et al., it was
witten, "However, because of the wi despread

avai lability of powerful medications, the value of
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therapeutic lifestyle changes, per se, in
contenporary medi cal practice is often discounted
by clinicians, health insurers and patients."

This is ny first concern. | feel
confident that people are going to pay even |ess
attention to lifestyle changes and nore readily
resort to nedication. |If they do this, then what
about the inpact of not making lifestyle changes
that are a necessary treatnent for other nedica
probl ems such as obesity, diabetes and
hypert ensi on.

But let's first address the concern about
statins going OIC for those having a mld or
moderately el evated LDL chol esterol value. Diet
therapy is a cornerstone for treatnent and is the
first treatnent in treating such an LDL val ue.
Since it is Merck that is seeking OIC approval for
Mevacor, this slide is a direct quote fromthe 17th
Edition of the Merck Manual as it appeared on their
website regarding dietary changes in the treatnent
of mild or noderately el evated LDL chol esterol

As outlined in this next slide, these are

file:/l/l[Tiffanie/c/storage/0114NONP.TXT (73 of 337) [1/26/2005 10:48:16 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

the guidelines for the therapeutic lifestyle
changes diet. Wat can clinicians do? Well,
basically, they can instruct patients to reduce
intake of red neat and fried foods, use skinmmed

mlk instead of whole mlk, substitute | owfat

cheeses for full-fat cheese. But how nany genera

practitioners as well as cardiol ogi sts have the

time in their schedule to sit with a patient for

maybe an hour and review diet records for hidden

sources of saturated fats such as the use of

coconut mlk. This is a staple in food preparation

for many et hnic groups.

How many physicians are going to revi ew

diet records to develop a useful plan with a

patient to help themrealize weight loss. If we

don't provide the opportunity for a patient to
realize appropriate dietary changes, then, of
course, the TLC diet may be unsuccessful and
medi cati on becones the only therapeutic option

This is the real heart of the matter.
a quote froman article by Gordon et al.,

"Moreover, therapeutic |lifestyle changes can
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generally be inplenented | ess expensively than nost
medi cati ons and, unlike single drug therapy,
favorably affect nmultiple risk factors."

If we don't provide the opportunity for a
person to realize appropriate dietary changes,
then, of course, the TLC diet may be unsuccessfu
and nedi cati on becomes the only therapeutic option
This is the real heart of the matter and, in a
quote fromthe article by Gordon that | previously
referred to, "The value of therapeutic lifestyle
changes, per se, is, indeed, often discounted by
health insurers as is evidenced by the | ack of
i nsurance rei nbursenent for nutrition counseling
provi ded by registered dieticians."

This was an issue that | addressed in an
abstract | presented at a national conference in
1998. But so much for ny first concern. M/ second
concern alluded to earlier is that if people are
going to pay even less attention to lifestyle
changes and nore readily resort to nedication, then
what about the inpact of not naking lifestyle

changes for obesity, diabetes and hypertension
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This was also identified by Gordon et al. in that
same article previously referred to; that is,
making |ifestyle changes are not only |ess
expensi ve but favorably affect nmultiple risk
factors.

I am getting ahead of nyself. |
apol ogi ze. | have to back up so | amjust going to
read this to you. Approval of statins for OIC
would mark a major turning point for this drug
class and for OTC therapy in general as identified
in an article by MKenney. |If statins are approved
for OTC, then OIC approval for oral antidiabetic
agents and anti hypertensi ves cannot be far behind.

This is what | think is really, also, the
second heart of the matter and | inplore you to
really, really, think about the inpact an what is
going to happen if you approve for OIC statins.
This, | really, think is nore inportant than
anyt hi ng el se.

Then, just in summary, | just want to say
that if we are going to get nore aggressive about

hel ping those with mild or noderately el evated LDL
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chol esterol --

DR. WOOD: Thank you very nuch to all the
speakers.

Are there any other public coments that
we have m ssed or anyone el se that wants to add to
the public record? |In the absence of hearing any,
then I think what we will do is we will take a
short break and reconvene at 9:30 to start on the
conmi ttee di scussion again.

Thanks a | ot.

[ Break. ]

Questions fromthe Committee
and Conmittee Di scussion

DR. WOOD: Let's begin by seeing if there
are other issues that the committee want to address
fromthe discussion that we had yesterday and
continue that. After that, we will begin | ooking
in detail at the questions so yo mght all want to
make sure you have themin front of you.

But let's begin with the questions, other
i ssues, other points of discussion, other things
that the conmittee nmenbers would |ike to discuss.

Dr. Benowitz.

DR. BENOW TZ: | just have one question

fromthis norning and that is to get a
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clarification from FDA | guess about whether having
a pharmacy-only program where the drug can be
provided only in pharnmacies, is that sonething

whi ch can be done? It sounds |ike--sonme people say

that that is not provided for in the law. It is
proposed be Merck. | just want to know can it be
done.

DR. WOOD: Does sonebody fromthe FDA want
to take that? Charlie?

DR. GANLEY: | amnot a |lawer so | am
reluctant to give a definitive, but we have never
approved anything in the behind-the-counter

DR WOOD: | don't think that is the
question. What he is asking is can it be sold in a
store that has a pharmacy rather than a conveni ence
store.

DR. GANLEY: That is still an issue of
restriction. | msunderstood the question

DR. WOOD: Maybe, Neal, one way to proceed
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79
woul d be for the conmmittee to discuss it under that
rubric and | eave the decision as to how that can be
done to the FDA and their negotiators. If we feel
strongly, on the other hand, that the drug could be
sold in places other than pharnacies, then we ought
to give the FDA guidance on that as well.

So it seens to ne there are two
extremes--three extremes. One is that the drug
shoul dn't be sold over-the-counter. One is it
shoul d be sold in stores that have a pharnaci st and
one is that it could be sold in any kind of store
that can sell over-the-counter drugs.

| guess one of the issues for the
committee to debate is which of these options is
reasonabl e and which do they recomend. |Is that
fair? FDA, is that fair? Bob?

DR. MEYER | think that is fair. | guess
I woul d just enphasize that one should, in your
del i berations, regard the proposal for this
phar macy-care type setting where this is only sold
in outlets where there is a pharnaci st present as
bei ng vol untary.

The reason that | think that is inportant
to realize--you know, we are not saying that we

have a definitive answer on that but you shoul d
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regard it as voluntary for the purposes of your
di scussion. Again, the reason that is inportant is
if this drug were to be switched when it were to
becone a generic drug, that voluntary agreenent
fromthe sponsor would no | onger necessarily hold
for that.

DR. WOOD: kay; that is a good point.
Dr. Fi nchan®

DR FINCHAM | appreciate that
clarification. This gets very conplex quickly.
Even if it is, at first, in a pharmacy that has,
quot e-unquot e, a pharmaci st on duty, not al
pharmaci es that have licenses in any of the states
have a restriction on when other types of products
may be sol d.

For exanple, you may have outlet that is
open 24 hours a day but the pharmacist is present 8
to 10, 12 hours. So what happens when the

pharmaci st, perhaps, is not on duty. | don't have
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the answer to that, but | have not seen anything
that woul d indicate how that woul d be handl ed or
woul d be done. | think it is sonething to at |east
t hi nk about .

DR. WoOD: Dr. Wol f?

DR, WOOLF: Lovastatin is available just
generic, is it not? So what would prevent one of
the generic conpanies to say, | want to make this
avai | abl e over-the-counter and what would that do
to whatever the paradigmis in terns of educationa
progranms and all those kinds of issues.

DR, WOOD: Sonebody fromthe
over-the-counter comittee want to answer that?

DR. MEYER  Again, sone of this is
treading on areas that are difficult for us. The
fol ks here are physicians, not |awers, so the
exclusivity situation, | don't think we would Iike
to speak to. But, to the extent that anything that
Merck is proposing is put into their product
| abeling, that labeling will hold for a generic
product as well.

To the extent anything in their programis
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not in the labeling, there is a piece of that that
you must regard as being voluntary and may not
apply to any follow on products then.

DR. WOOLF: So then the display that was
here is not part of their label and that is
vol untary.

DR MEYER  Well, | will let Merck talk to
some of that because | see that they are ready to
do so. But | think much of that actually would be
consi dered | abel i ng.

DR. WoOD: Dr. Hemwal |, do you want to
respond?

DR HEMMLL: Yes. |In fact, it is all
| abeling and it has been subnitted as such and
woul d be under total review and approval authority
fromthe FDA. Any changes we would want to make to
that would require prior approval before we could
make those changes. That includes everything that
you have seen in your package and those things that
are connected to the package through the proxinmty
in the store may al so be considered as | abeling.

We obviously conmit in that regard. It is
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under the NDA. W can't go back on it and neither
can a generic. They have to be approved under the
sanme terms. As you heard fromthe Anerican

Phar maci sts Associ ation, the pharmacy-care is
somet hing that they strongly believe in and, |
think, as part of their overall program they would
not authorize a generic to then be outside of the
pharmacy-care in the sane category which has been
deened pharnmacy-care as we have | aunched it and
created it.

DR. WOOD: Do you want to commrent on the
exclusivity in OIC?

DR HEMMLL: Pardon me?

DR. WOOD: Do you want to comrent on
exclusivity in OIC?

DR. HEMMLL: Yes. The exclusivity lasts
for three years under Hatch-Waxman.

DR, WOOD: kay. So a generic could not
cone--in answer to Dr. Wholf's question, a generic
coul d not appear for three years.

DR. HEMMLL: Correct.

DR WOOD: Okay. | just wanted to
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get--Dr. Bull?

DR. BULL: | just wanted to bring an
exanple to your attention with regard to where you
have conpl ex--what are risk nanagenent or
conditions of approval. Accutane is a drug that
has a very, very conplex set of docunents attached
to it for both prescribers and patients. Those are
all considered part of the approved |abel and were
part of the conditions of approval. So what Merck
alluded to, that their materials are being
submitted as part of the labeling, that would then
entail those being considered conditions of
approval if so approved.

DR. WoOD: Dr. d app?

DR CLAPP: | have sone questions that
maybe Merck and the FDA can address in terns of
| abel i ng of the Mevacor. It is kind of a conundrum
and that is if you--you are presum ng that you have
tried a healthy diet and exercise to reduce your
chol esterol, according to the package insert,
before you then proceed to take the Mevacor.

Then, once taking the Mevacor, it says,

file:/lll[Tiffanie/c/storage/0114NONP.TXT (84 of 337) [1/26/2005 10:48:16 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

"If you stop taking it, your cholesterol will go
back up.” Then am|l to presume that if you, then,
try harder with a healthy diet and exercise, could
that not nmke Mevacor unnecessary if that change in
lifestyle then reduces your chol esterol, and then
st oppi ng Mevacor night not nake your chol esterol go
back up.

But, the other point of concern that |
have is then should Mevacor OTC say that if you
want to continue to keep your cholesterol within a
range of normal you nust take every day for the
rest of your life. Should it be very clear that
there is an expectation that this is a lifelong
commitnent to nedication rather than an
intermttent conmtnent that is based on, | guess,
your whim

I think there was data yesterday that said
after two years only 25 percent were continuing
statins. | amnot sure if that was the
over-the-counter--no; it wasn't the
over-the-counter. It was prescription statins.

So, in the public-health interest, is it
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appropriate that we then nake it clear to people

that, if they take Mevacor, they shoul d consider

t hensel ves having a commitnent to this nedication
that is lifelong.

DR. WOOD: | guess a nunber of people have
rai sed the issue of diet and exercise and the
efficacy of it. Sonebody nmaybe ought to conment on
that. Tony, do you want to comrent on what the
actual outcome is with diet and exercise long term

DR HEMMLL: Could | have Slide 174 from
the core deck, please.

While they are bringing that up, | wll
answer your other questions with regard to
instructions on the |abel. As you have heard, we
have studi ed consuners very carefully and
extensively for a long time before we created the
actual final |abel

They are very different in the way they
approach the information, but one of the things
that we have |learned is that people sometines think
that, once they get their chol esterol down to goa

that they are cured and that they can stop taking
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the product. So that is why that nessage is there,
that you will go back up if you stop taking the
product .

But, certainly, the program encourages
ongoing diet and lifestyle. That is what is found
in the materials that cone in the acconpanying
education program and then, of course, in the
newsl etters that follow, and staying on the product
for the duration of the tinme that you are stil
getting to goal. That is why the encouragenent is
to get your cholesterol tested again in a year to
make sure you are still at your goal, in which
case, you may continue to take it on a yearly basis
as you continue to nonitor your chol esterol which
could extend to a nuch | onger period, as you cal
it, as a lifetine.

That woul d be the inportant thing. Now,
am not answering your question.

DR. CLAPP:. The interesting point that you
are raising is that your counseling people to
change their diet and exercise habits at the sane

time that you are encouraging themto take the
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medi cation. So if, perhaps, you have a rea
compliant consumer who is reading your educationa
mat eri al s and decides to change their diet and
exerci se dramatically--

DR. HEMMLL: Yes; that is a good point.
The very first thing on the |abel--

DR. CLAPP:. Excuse nme. Let nme just finish
my question.

DR HEMMLL: |'m sorry.

DR. CLAPP. |Is it accurate to say that
their cholesterol will go back up because which
factor is it, indeed, that nade their chol estero
go down. So who reassesses this and then can we
accurately say thatm if they stop the medication,
their cholesterol will go back up if, in fact, they
instituted some of the aggressive diet and exercise
exerci se changes that you are pronoting with the
nmedi cati on.

DR. HEMMLL: Those are good points. Here
is the way we tried to address that is within the
| abel under the heading, How to Decide if Mevacor

is Right for You. Before using, you nust have
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tried a healthy diet and exercise to reduce your
chol esterol. So we are asking people to already
take it to that step to nake sure that that is

al ready--they have taken it as far as they can
Then, they are to get a fasting chol esterol test
within the appropriate period of time and then
determine, with that, having tried diet and
exercise--and that is exactly what we saw in the
type of consuners that are interested in using this
product .

I will take the slide now, Slide 174 from
the core deck.

[Slide.]

This is a slide you saw yesterday. It is
important to point out that these people that cane
to the site, 80 percent had al ready previously
tried to lower their cholesterol with diet and
exercise and, with regard to their change while
taking the drug, the change in dietary patterns, 58
percent of them maintained that and anot her 40
percent, while on the program did inprove. So

that could contribute to sone of the cholestero
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| oweri ng.

Li kewi se, in exercise, 70 percent and 0.4
percent inproved. So there was no deterioration,
as sonme have specul ated, while taking the product.

Could | have core slide 155, please.

[Slide.]

This is the sane data. It is shown in
anot her way. You can see that what we did was we
adm nistered a MedFi x diet test to everybody to
really get down to a nore technical neasure of what
their diet was. At baseline, 36 and 47 percent
were either on a Step 1 or Step 2 diet,
respectively, with 17 percent not on a Step 1 or
Step 2 diet. That is the American Heart
Association Step 1 or Step 2 diet.

By the end of the study, many had noved
up, either froma Step 1 or Step 2 or out of the
neither diet so that, by the end of the study, 89
percent were on a Step 1 or Step 2 diet according
to the Anerican Heart Association definition. W
view this as very, very positive in the sense that

we are keeping people to maintain their diet and
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exercise and, yes, it may be a conponent of the

lipid-lowering that they get but it is clear that a

| ot of them have already tried that when they

started using the drug.

DR. CLAPP: At that point, did you teas

out the difference by continuing the study by
st oppi hg those who were taking them Mevacor and
seei ng whether or not their diet and exercise
changes had been a major factor in keeping their

chol esterol | ower?

DR. HEMAMALL: No; we did not. But di et

and exercise is usually a few percentage points,

to 7 percent. According to some studies, we are

tal king about a total |owering that was seen here
in the order of 20 to 25 percent with |ovastatin.

DR CLAPP: Do you think it is accurate to

say, then, that the Il abeling should--it is
appropriate to say that the consumer shoul d

understand very clearly that, from your

perspective, that, even though they change diet and

exercise, that they will need to take Mevacor as a

lifelong commtnent to keeping their chol estero
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lower? |s that appropriate?

DR. HEMMLL: | think, again, that we
could certainly consider that sort of nessage. But
we really want people to continue to check to nmake
sure that other changes in their health status
don't require themto see a doctor or that the dose
of 20 mlligrans of lovastatin is no | onger enough
for themto achieve their NCEP goal

So, in other words, we don't want to give
the nmessage that all you need to do is take 20
mlligrams of lovastatin the rest or your life and
you are okay. We want to nake sure that there is
ongoi ng reeval uation of their status and what they
m ght need in the future.

DR. WOOD: These are all good points.

Bob, do you want to--

DR. MEYER [|I'msorry. | want to ask a
point of clarification on Slide 155 which you just
showed. Are those the same patients contributing
to the percentages at the beginning as at the end?

DR. HEMMLL: Yes; they are.

DR. MEYER So these are just people who
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conpl eted the study.

DR. HEMMLL: Exactly. So, in other
words, for sone people, there is just a benefit of
di et and exercise even if they didn't continue on
wi th the drug.

DR, WOOD: Dr. Caprio?

DR. CAPRIO W have been provided with a
nunber of things to read and we have listened to
many presentations but, perhaps, | have missed it.

I want to know what is the position of the Anerican
Heart Association in this matter. |f anyone knows
it, please share it with us

DR WOOD: In their absence, we would have
to impute that so | guess we should pass on. That
is an interesting question but | amsure they are
keen to get chol esterol |owered. Whether they want
to weigh in on this is an issue they have obviously

debat ed and decided not to, | think, is the

position.

Dr. Benowitz?

DR. BENOWTZ: | just had a very sinple
foll owup question on the generic OICs. |If there
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94
is an 800 nunber required for Merck to provide and
a generic cones out, and we think that 800 numnber
is inportant, will that be part of what is required
for a generic OIC manufacturer as well?

DR. GANLEY: That is not as easy a
question as it seens because we generally don't
require 800 nunmbers. But, as Dr. Bull had said, if
that is part of the conditions of approval that we
clearly specify is necessary, then it cones down to
our lawyers |l ooking at that and agreeing that that
is something that would be part of the program

I know it is not a conplete answer. That
is the answers we deal with internally, too, when
we try to answer these ahead of tine.

DR ORLOFF: Just to follow that up, |
think the answer is, however, that it is a
possibility. So it is certainly not sonething that
can't happen.

DR. WOOD: | think, again, that cones back
to the options we have got and debating which one
of these we decide on and then decidi ng what these
are.

Dr. Fi nchan®

DR FINCHAM Thank you. Yesterday

afternoon, we heard sone presentations regarding
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t he post-Ilaunch surveillance that might occur with
|l ovastatin if it goes OTCin the United States.
am just curious what the conpany has done in the
United Kingdom since |last may froma surveillance
st andpoi nt .

DR, HEMMLL: W have actually done quite
a bit because that was sonething that is very
i nportant and we are planning on | earning as much
as we can fromthe U K and taking as nuch of those
learnings to the U.S. and inplementing a simlar
system W have two people fromthe U S. on our
pl anning commttee there to nonitor that, Dr. Randy
Juhn and Dr. Valentin Fuster

I will let Steve Mann give a little nore
of the details.

DR MANN:  We have undertaken sone
general - survey work about what has happened so far
and | can show you a very small survey if that is

of help. But, broadly, we think that the pharnacy
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protocol is operating nuch as we expected. Since
that pharmacy protocol was piloted, that is not
really a surprise

What we are nore interested in doing going
forward is to take a prospective look in a cohort
of subjects as to how the actual pharnmacy nodel
operates, how the self-nedication nodel operates,
in practice. As Ed has said, we have a
di stingui shed body of academ cs hel pi ng us design
that study to deternine what best to | ook at.

But, certainly, anongst the itens of
interest, we will certainly be looking at, firstly,
how wel | the nmodel predicts actual risk by |ooking
at a subset of people and | ooking at their ful
risk profile to check that the nodel is correctly
i dentifying people as we expect it to.

W will, then, also |ook at how people
conply, how they adhere to the treatnent and al so
to their lifestyle neasures. We will, in a
subgroup of those subjects, also | ook at LDL-C
| owering a surrogate for what we m ght expect to
see in ternms of endpoint reduction.

There are various other ideas under
di scussion but that, certainly, will be the core

program of a prospective | ooking forward.
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DR. WOOD: Dr. Davidoff?

DR. DAVIDOFF: | would like to get back to
this issue of whether people will maintain their
diet and exercise, which is a very interesting
question that clearly was on a | ot of people's
mnds. | was quite intrigued by the finding in the
CUSTOM study and, in sone sense, encouraged or
heartened by that because it would be very nice to
believe that the decision to take over-the-counter
statins mght actually encourage people to continue
to do things that they ought to be doing anyway
that are not pharnmacol ogi c.

But | have to also admit that | have
substantial concerns about that information in
maki ng generalizations fromthe data that we have
seen. In the first place, dietary surveys, even
val i dat ed ones, they may be reliable but | think,
as everyone knows, may not be all that accurate.

mean, in ny youth, | ran a diabetes unit and | was
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very famliar, spent of ot of time on diet in the
nutrition literature. It is quite clear that
self-reports of diets are not terribly reliable.

But, even accepting those data, | would
al so get back to the issue of the sample here
because this was a fairly sel ected sanple of people
who clearly had, in the first place, responded to
an ad to cone participate in the study, then
self-selected to actually participate, knew they
were going to be getting sone rei nbursenent, et
cetera, et cetera

This is not the general U S. public. If
the drug goes over-the-counter, it will be 260
mllion people who are going to have this avail abl e
to them | would argue that the likelihood that
this finding in the CUSTOM study applies to that
broader sanple is not very great and that there may
very, very well be people in the general public who
began to use over-the-counter statins who, in fact,
woul d feel that this was a magic pill and they
woul dn't have to continue to diet and exerci se.

DR WoCOD: Dr. Taylor?

DR. TAYLOR: Actually, | would like to
take up where Dr. Davidoff left off. | agree with

you that the CUSTOM sample is a very narrow sanpl e.
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For exanple, were the advertisenents in Spanish?
Maybe they were. That is a credit. But | am
concerned about the fact that 28 percent of your
sanpl e was a non- Caucasi an sanple. | think--I
don't remenber; what was a low literacy, how nuch
that was of the sanple.

As you know, our U.S. population is
i n--the non-Caucasi an popul ati on i s growi ng and, by
sone date in the future, is projected to be the
majority. Wth that in nmind, and given that this
CUSTOM study was a self-selected sanple, | am
wondering if, on all the neasures that you had
out cones, |ike conpliance, |ower chol esterol,
lifestyle changes and that, that that 28 percent
performat the sane |evel

Do you understand ny question?

DR. HEMMLL: Yes; the 28 percent you
refer to are the evaluators and then there is a

subset of all of those that actually used the
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product. | amnot sure if we have a breakout by
race or gender on diet and exercise. Do we have
t hat ?

DR WOOD: You did show data earlier on
m nority popul ations that had a high rate,
actually, as | recall.

DR. HEMMLL: This was a very conmon
finding in all of our surveys and those that were
done i ndependently by the NLA and the Nationa
Consuners League with regard to the type of
consuner that is interesting in using a product
like this, they are already very health consci ous
and are doing all the things, like diet and
exercise, to manage their health and this is not
unusual that this is the type of cross-section that
woul d be interesting in using the product in the
CUSTOM st udy.

So we don't necessarily agree that it is a
narrow band of people that doesn't represent the
group that would use it in the real-world
mar ket pl ace

DR. TAYLOR. One other question. In your
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pharmacy pronotional information, your pharnacy
i ntervention, how would you ensure that there would
be | anguage conpatibilities at the point of sale of
t he product?

DR. HEMMLL: Language conpatibilities?
Are you speaki ng H spanic?

DR. TAYLOR  Hi spanic.

DR. HEMMLL: Yes. Actually, Johnson &
Johnson and J&J Merck are very conmmitted to
reachi ng out and marketing to the Spani sh conmunity
and have a nunber of prograns already in place for
the programs, or the projects, that are already
avai lable OTC. In fact, we are |aunching a Spanish
| abel for Pepsid AC this nonth and we have al ready
had Spani sh-1anguage advertising. W intend to
have that sanme |evel of Hi spanic community
reach-out and other mnority conmunities as well
for a product like this.

DR. TAYLOR. But what about at the point
of sal e?

DR. HEMMLL: | n nei ghborhoods where the

| anguage is predoni nantly Spanish, we would have
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Spani sh materi al s.

DR. TAYLOR: But pharnacy intervention is
a critical part of what you are proposing.

DR. HEMMLL: Yes; and it would be only in
pharmacies so it would be in the pharmacists and in
Hi spani c- -

DR TAYLOR  But would there be staff who
woul d be bilingual or be able to comruni cate? Mny
of the patients that | see that are H spanic don't
speak any Engli sh.

DR HEMMLL: | don't have an answer for
whet her or not individual pharnmacies, in those
comuni ties, would have bilingual pharnacists.

DR. TAYLOR: But, as a part of what you
proposing, | think that is a consideration

DR HEMMLL: | think it is a good idea
and that would be somet hing we woul d want to nake
sure that we have the proper training and the
materials in both | anguages.

DR. WoOD: Dr. Patten, do you want to
comrent on this?

DR. PATTEN. W have heard survey results
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i ndi cating that the general public considers OTC
medi cations to be less risky than prescription
medi cations. That being the case, | am wondering
if there is any information available, or if it has
al ready been presented, | mssed it and | would
like to revisit it, what are the consequences of
starting and stopping and starting and stopping a
statin.

I amguessing that, if it goes OIC, that
wi Il happen fairly frequently as people run out, it
is a week or two before they get back to the
drugstore or the pharmacy, or they are pinched for
money this nonth so this is sonething that goes by
t he board.

So | am wondering what the health
consequences are for starting and stopping,
starting and stopping, this medication at this
strengt h.

DR. WOOD: So the question is are there
adverse effects of starting and stopping or are
there beneficial effects in inadequate--

DR. PATTEN. Right. Wat happens to lipid
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| evel s? Do they go up and down and up down and
what are the health consequences.

DR WOCD: Dr. Gotto?

DR GOITG Tony Gotto. There is no
credi bl e evidence that stopping a statin causes a
rebound or any increase inrisk if the risk is
related to the LDL chol esterol level. As the
chol esterol and LDL go back to baseline, you would
| ose the benefit of having the LDL reduced.

But you can be sure that when you stop it,
it wll go back up into--related to the previous
concern, | would have a concern if you had a
statement that |ed somebody to think if they took
it and, for some reason, had to stop it, it would
cause some immedi ate reacti on, have sone health
consequence such as stopping, abruptly stopping a
drug like cl onodi ne.

So that is not the case with the statin.
It is alifetime reconmendation in a sense that it
only is effective as long as you take it in
| owering cholesterol. Now, if the AFCAPS/ TexCAPS

study, we did see a benefit for two years after the
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study was over, an increased reduction in
cardi ovascul ar events and al so there was a benefit
within the first year

But the Iipid levels are going to go back
up either if you go off your diet or exercise
programor if you stop taking the nedication.

There have been two studi es conparing
statins with diet. One, Hunni nghake and col | eagues
published in the New Engl and Journal of Medicine in
whi ch they had a patient on |lovastatin in one group
and on an Anerican Heart Association diet, and
there was about a 25 percent or so change with the
| ovastatin group and about a 5 to 6 percent change
in the American Heart Associ ation

There was a subsequent publication about
two years ago with a nuch nore extrene diet, very
| arge anobunts of fiber, nuts. It was an atypica
diet. But at |east you can concoct and put
together a diet which, in that case, gave the sane,
approxi mately the same, amount of reduction of LDL
as | ovastatin.

The diet, the exercise and the nedication
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all work together. | think the over-the-counter
Mevacor is ained for healthy people who have an
interest and want to diet and exercise but need
sonet hing nore than that to get down to their
target LDL levels, at least that is the intended
popul ati on. Those are the recommendations. So
this makes sonething available for an individua
who is not able to get there but with a conbination
of diet, exercise and nedication nmay be able to
achi eve their target and reduce their

cardi ovascul ar ri sk.

DR, WOOD: But, while you are up, isn't it
also true that only a very small proportion of
patients who have a validated risk are able to
adequately reduce their risk with diet and exercise
al one?

DR. GOTTO It depends on how rmuch the LDL
i s el evated.

DR WOOD: Right. But | meant, with
el evated risk due to LDL.

DR GOTTO Yes. Yes; if they have got a

mar kedl y abnormal LDL, that is correct. It is
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difficult, also, to get patients to follow a diet,
exercise or take a nedication over a period of time
and you are right. Most patients are not able to
mai ntain diet sufficiently adequate to keep their
LDLs in range.

There are sonme publications, Frank, that
there is a correlation, positive correlation,
bet ween bot h di et - and- exerci se adherence as well as
medi cation with the other two so that an
i ndi vi dual - - peopl e who were foll owed over a period
of time on a diet are nore likely to maintain the
diet if they are al so exerci sing.

They are also nore likely to maintain
adherence to their nedication if they diet and
exercise. So | think there is a correlation
probably related to the type of individuals who go
into a program of prevention to begin wth.

DR. WOOD: They are peopl e who know al |
about everything; right?

Dr. Follman, did you want to comment
directly on that?

DR FOLLMAN: | wanted to talk a little
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bit about the on-and-off aspect. There is concern
maybe that use of Mevacor might be intermttent.
The discussion around this is focused on what woul d
the risk benefit be for an individual due to statin
interruption and then reintroduction.

I amthinking of a different kind of
potential risk would be, say, call it
desensitizati on where an individual, because they
have tried a statin and given up onit, will, in
future, be less inclined to seek a doctor the
period of tine when their LDL is really quite high
and they really need it.

So the fact that they used a statin and
had forgotten about and thought, oh, | have tried
that statin thing. | don't need it anynore. Wen
they really need it, it is no |longer available. It
changes their future health-seeking behavior, if
you will. So |I amwondering if that has been
t hought about, if it is a concern or not.

DR. WOOD: Dr. Snodgrass?

DR. SNODGRASS: My question is regarding

the CUSTOM study and naybe both FDA and Merck coul d

file:///l[Tiffanie/c/storage/0114NONP.TXT (108 of 337) [1/26/2005 10:48:16 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

109
address this. In the lowliteracy group, | thought
it was about 11 percent, was there a subanal ysis of
the lowliteracy group with regard to correct
choi ce?

MR. TIPPING This is Bob Tipping, again.
We did | ook at the behavioral results from CUSTOMV
in a nunber of subgroups, the lowlits, difference
in race, differences in age. But, specifically, to
your question about low literacy, there are 12
percent of the users who were classified as
lowliteracy based on the REALMtest and the
behavi or was consi stent that the behavi or agai nst
the self-selection nessages and t he behavi or around
the decisions to stop use were consistent in that
12 percent subgroup

DR WOOD: Dr. Carpenter?

DR CARPENTER  Anot her concern nuch |ike
Dr. Follman's regarding the episodic use of
statins, is there any evidence about refractoriness
to either subsequent courses of statins or
alternative behavioral nethods of lipid contro
followi ng multiple on-and-off courses.

DR. WOOD: So the pharmacol ogi ca
desensi tization.

DR. CARPENTER: Correct.
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DR WOOD: | guess the answer is no, but
someone el se may want to answer that.

DR PASTERNAK: There is considerable
evidence that there is no resistance that is
devel oped by going on and of f because, in the
course of studying all of these drugs, not just
Merck but all of the pharmaceutical conpanies
studying statins, many of the trials are, in fact,
done exactly that way with on-and-of f peri ods.

DR. CARPENTER: Thanks. A second question
has to do with anecdotal comments | have heard
about abuse of statins in eating disorders. |
wondered if there is any other potential for abuse
of these nedications.

DR, WOOD: Let's just nmmke sure people
understand the question. There is a suggestion
that particularly young wonen abuse statins
sonet i mes because they believe that fat is bad and

sonet hing that reduces fat will nmake them slimrer.
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Is that a fair sumary of what you are trying to
ask?

DR CARPENTER:  Correct.

DR WOOD: Ckay. Does anyone have data on
that one way or the other?

DR CARPENTER: O other potential areas
of abuse of these nedications.

DR. WOOD: But maybe a statenent that it
doesn't do that woul d be hel pful

DR HEMMLL: | don't even know the
reports that you are tal king about so I--do any of
our experts? Have they heard of this before? No.

DR. CARPENTER: This is not published.

DR. HEMMLL: It may be sonething one
would try but it probably doesn't work, so the
positive reinforcement woul dn't be there.

DR. WoOD: Dr. d app?

DR CLAPP: | wondered if Merck has done
any postmarketing research fromwhen you
direct-market to consuners a nedication |ike you
sai d Prevacid, have you studied to see whether or

not consuner behavior is appropriate in terns of
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the usage in deternination that their purchase is
appropriate for the conplaint that they have and,
if so, could you extrapolate that to consuner
behavi or that you predict, not just fromthe CUSTOM
study but--how does direct nmarketing to the
consuner affect purchase behavior that differs from
solicitation for a study |ike the CUSTOM st udy?

MR. HANSON: | don't have the exact data
but I can tell you Johnson & Johnson had to switch
a nonostat. W have been doi ng postmarketing
studi es on nonostat since its approval around 1990.
So, as it went from7-day to 5-day to 1-day to
creamto pill, each one of those has been done,
| ooked at, from a postmarketing standpoint in
conjunction with the FDA

So, if there are any issues, we certainly
go back and address those. | just don't have the
data. But there is precedent for postmarketing
with an OTC.

DR. WoOD: Dr. Tinetti?

DR TINETTI: My question relates to

yest erday when we heard about the treatnment gap.
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interpreted the data that the benefit to the
popul ati on, because the benefit to the individua
is pretty small, given their absolute risk of
havi ng an adverse event, was predicated on the
total population who are eligible for this

medi cati on having access to it.

Thi s morni ng, when we were concerned about
some safety issues, | heard a nmuch narrower
definition that it would only be the people who are
"interested in their health" and have high health
literacy that would be nost |ikely the people that
woul d access this nedication.

So | guess | woul d appreciate some comment
fromthe people, who they really think the target
group is for this nedication and how that actually
affects the public-health benefit. It would
certainly mean we need to know what percent of the
popul ation neet the criteria that you just
menti oned woul d probably be the takers of this
medi cati on.

DR. WOOD: So your questionis, is it

aimed at people with the anal group or the people
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wi t hout heal th insurance?

DR. TINETTI: No. Yesterday, we heard
that it was ainmed at the entire popul ati on of
peopl e who neet criteria. |In response to Dr.

Davi doff's conment, it was concern about people
taking this nedication and whether or not they
woul d stop exercising and diet, et cetera.

We heard that probably the people that
woul d take this nmedication are those who are
overal| adherers. That is ny question, which--we
are hearing two sets of target popul ati on and what
effect, which one do they really think and what do
they really think is going to be total
public-health benefit.

DR PASTERNAK: It is, | think, a semantic
point and | think we will have a two-part answer
today. The target remains the target. The target
is the target as defined by NCEP, ATP 3 is
nmoderately high in noderate-risk people. So that
is the target.

The question, though, and | think it is

i mportant one, goes to who, anong that target, are
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likely to use it. That is not target. That is
use. And that is where we have information to
share with you.

MR. HANSON: | would like to look at slide
1978.

[Slide.]

As Dr. Pasternak said, we are targeting
everybody who is at noderate risk treatment-gap
section. However, we have found, and | nentioned
the 34,000 people we have talked to in the past
seven years, very strong consistency in the market
research we have done, quantitatively as well as
the CUSTOM st udy.

I think this is very relevant for a | ot of
the di scussions that have taken place today because
it shows al ong each of the colunmms sonme of the
i ssues discussed. So what this | ooks at are these
are the likely people who are likely to take action
and try and OTC. You will see whether it was done
wi th market research, done by Merck or done by
outside organi zations with regards to diet and

exercise, their doctor visits, whether they are
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likely to see a doctor in using this, whether they
use vitam ns and suppl enents. Everything is very
consi stent.

So, although we are targeting a popul ation
that is 15 to 20 mllion, what our research says is
it is going to be much nore selective than that.

It is going to be these people who are interested--

DR TINETTI: Wat nunber is that?

MR. HANSON: That will in the range of 3
mllionto 5 mllion people. Again, that is very
rough.

DR TINETTI: So, if it is 3 mllionto 5
mllion, then how does that translate into the
popul ati on benefit of this medication?

MR. HANSON: | will ask Dr. Cohen to
address this, showthis, fromhis core slide

DR. WOOD: Just before you | eave,
presumably, of course, that is all predicated
before an advertising blitz starts.

MR. HANSON: Actually, these studies
simul ate what will happen with advertising because

we actually do these to forecast sales froma
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busi ness standpoint. So what we do is we show
consuners an advertisenent, sinulated
advertisenent, in a general popul ation.

DR WOOD: No, no,no. | understand that.
But if you start advertising OIC nmedici nes, then
groups that have not thought about |owering their
chol esterol will be exposed to that in a way that
they have not been up to now

MR, HANSON. That's true. But the way we
sinulate this is we do go to a general popul ation,
whet her they are interested in chol esterol or not.
W show t hem an adverti senent for OTC chol esterol .
We tell themthe price and the nunbers that | am
quoting are the ones that say, after | have seen
that, whether | aminterested or not, these are the
ones that say they are going to buy.

It is not real-life but we try to
simul ate- -

DR, WoOD: If you went out and asked
peopl e about TEVGs and, if they have never heard of
TEVO, they won't know about it. |If you have an

advertising blitz for it, you will know about it.
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So you extend your proportion of people enornously
at that point.

DR COHEN: Jerry Cohen. Thank you. That
is a good question. Just to reiterate, yesterday,
| identified the treatnment gap and the size of that
gap was between 6 million and 15 mllion people in
the noderate-risk group. Wiat we estimated was, in
that gap that we have identified by the Iabel,
approximately 3 million to 5 mllion additiona
people will conme on to therapy.

When we | ook at the public-health
benefits, it applies to that group. As | nentioned
yesterday, this is not a panacea. It is not going
to fix the entire treatnment gap. But if we have a
mllion patient years, a mllion people using the
drug over the ten years estimated, we would see a
reducti on between 20,000 and 35, 000 coronary
events. That is the huge public-health inpact.

DR TINETTI: What adherence rate did you
use to calculate that?

DR COHEN: We used an adherence rate of
peopl e persistently taking the drug.

DR. TINETTI: For ten years.

DR COHEN:  Yes.

DR TINETTI: 100 percent.
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DR COHEN: Per 1 nillion. That is for
just amllion. If it is 3 mllion who continue to
persi stence over the ten years, you can multiply
the 25 tinmes 3, et cetera. O you can reduce it
proportionately as you w sh.

DR TINETTI: So, in the perfect--

DR. COHEN:. But that neans persistent
taking ten years, a mllion patients, this is what
we would see. And we saw earlier the persistence
data is very, very good. It is just as good as was
poi nted out earlier in the Rx treatnent.

DR TINETTI: The only persistence data we
have are randoni zed controlled trials over five
years, not actual use

DR COHEN: The CUSTOM data that was
shown- -

DR. TINETTI: That was only for six
nont hs.

DR COHEN: Six nonths; correct.

DR. TINETTI: That is only six nonths
whi ch doesn't tell us very much about ten years

DR WOCOD: Are you finished with your
response”?

DR COHEN:  Yes.

DR WOOD: Dr. Cdyburn: That was actually
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my question but | want to followup a little bit.
When we tal k about target popul ations, the vast
majority of the patients in the CUSTOM study didn't
meet your eligibility requirements. So does that
nmodel i ng hold true given that the vast mpjority may
not be in that noderate-risk popul ation?

DR HEMMLL: The nodel that Dr. Cohen
descri bed applied the exact paraneters of the
CUSTOM popul ation, the CUSTOM popul ation, itself,
not the target popul ation

DR WOCD: Dr. Schanbel an.

DR SCHAMBELAN: This is probably an early
question, but, since you have had six nonths
experience in the UK and | realize that you are
pl anning to do an assessnent of outcones, do you

have any idea what the sal es have been and, in
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particular, what is the target population in the
U K conpared to the 3 million to 5 mllion that we
have heard about here in the U . S.? Six nonths.

DR. MANN: | have to say, what we have
tried to do in the U K is a staged approach to
this. Qur first concern has been to nake sure that
the nodel in the pharnacies is working so that when
people are stimulated to go in and talk about this
that they get a good response.

So we have really concentrated on that for
the monent. Tel evi sion advertising has only begun
on Boxing Day, the 26th of Decenber of |ast year
So | think it is early to say what the consuner
response will be.

I think it is fair to say, though, that in
the U K, because we are starting froma |evel of
popul ati on know edge about coronary heart disease
that is probably considerably less than it is in
the United States, we do expect it to be a fairly
slow build and we anticipate a | ot of education
bei ng needed on a popul ation |level to get people to

understand that this is a concept that may apply to
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t hem

But, in terms of the total popul ation, the
total popul ation gap, proportionately, in terns of
the population, it is very simlar to the United
St at es.

DR WOCOD: Dr. Parker and then Dr.
Fol | man.

DR. PARKER: | wanted to talk for a couple
m nutes and hear where the FDA night be as well as
where the sponsor mght be on the issue relating to
advertising. Qbviously, we have the results of the
actual -use study which show us that there were many
peopl e who sel f-selected incorrectly for whatever
reason. M guess would be they didn't understand
what they needed to do and it seened |ike maybe it
woul d be a good idea

So, perhaps, there was sone sort of
persuasion that led themto decide to do this.
amnot really sure because we don't know a | ot
about those people. | would like to know a whol e
| ot about those people because that really concerns

me. But we don't have a | ot of infornmation on
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t hat .

But | know that, were this product to go
over-the-counter, it would be heavily advertised.
There is a slippery slope, however you define it,
bet ween advertising and educating the public.

The requirenents for the | abel are that
the ordi nary person can understand what they need
to know based on what they read on the |abel. |
think the actual use calls to question the ability
of many people to be able to do that.

Advertising takes it to a new | evel
There was sonme nention yesterday of perhaps--and
advertising is not under the control of the FDA
It is under the control of the FTC. So I am
wonderi ng--there was a slight nmention yesterday
that perhaps | ooking at the FDA having a stronger
role in regul ations regarding the advertising, and
I am wondering, perhaps, how the FDA feels about
that. But | would al so wonder whether or not the
sponsor might be willing to partner with FDA in
trying to see that happen.

DR. WOOD: | doubt the FDA is going to
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answer that.

DR. GANLEY: Please wite to your
Congr essman.

DR WOOD: Right. | thought that. So the
message i s advertising should be under FDA control
but there is not a public statenent to that effect
from anyone.

Dr. Follman. |If there is anyone el se
wants to talk before we start on the questions, you
had better indicate it now Go ahead.

DR FOLLMAN: | wanted to talk a little
nmore about the treatnent gap and the potential for
underdosing. Dr. Cohen just nentioned--we had a
brief discussion about the 1 or 2 or 3 million
peopl e that they expect would be brought in who are
nmoderate risk under an over-the-counter program
The presunption is, and | think it is a fair
presunption, is that they would get benefit from
receiving a statin. | think that is unquestioned.

So we can do sone cal culations. Actually,
the calculations | will be describing briefly are,

given an article by Dr. Brass and so | am changi ng
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themslightly, but | think they will help inform
t he di scussi on now.

If we have an individual who is in the
center of the target for Mevacor OTC, say, with an
LDL of 150, and they have a Fram nghamrisk score
of 0.15, and they are brought in to use
over-the-counter Mevacor, their risk will go down
by about 20 percent, say. So the risk of death
will go fromO0.15 to about 0.12

If we translate that to 100 peopl e that
are brought in, we would expect three fewer CHD
events for these people that are brought in. So
that is on the plus side. There is no question in
my mind about that.

On the downsi de, though, there is a
concern which is mentioned in Dr. Brass' article
about underdosing. So, in the CUSTOM study, we did
see that about a third of the patients had LDLs
| arger than 170. So, if they had optinmal therapy,
they woul d reduce their risk even nore than they
woul d reduce it with Mevacor at 20 mlligranms. So

the calculation you can do is you assune that a
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person with a Fram nghamrisk score who is

i nappropriately taking over-the-counter medication
reduces his risk by a little bit so it will go down
to about 24 percent.

If that person is optimally treated, his
risk will be cut in about half and his risk of
death will be about 15 percent. So if we bring in
100 people into OIC over-the-counter therapy when,
in fact, they would have been getting opti nal
prescription therapy, we have caused ni ne nore
deat hs.

So, to balance this in a sinple way, you
could say, if we bring in three new peopl e,
noderate risk, for which it is intended, but we
al so bring in one person who should be on opti nal
therapy but is now getting Mevacor
over-the-counter, we are indifferent in termnms of
the popul ati on-based risk: benefit here.

So it is not just bringing in these
people. There is this concern about underdosi ng.

Now, | should say that these cal cul ations

| have described here which were also given in Dr.
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Brass's article, are, under certain assunptions, a
person with an LDL of 150 versus 200 and so on
But the inportant point, | think, not to get too
specific, is that there will be sone underdosing
and it is much worse to have a person go from
opti mal therapy, or what woul d have been opti nal
therapy, to under-therapy. That is worse than
bringing in someone who is at low to noderate risk
into sonething that gives hima noderate benefit.

DR. WOCD: That is true, of course, but
just to make the other side of that case, every one
of these people had the opportunity to get
prescription therapy right now and, for whatever
reason, didn't avail thensel ves of that
opportunity. | guess, secondly, perfection is the
eneny of the good. People are not being denied
t herapy because of that. It is that they are not
currently, for reasons we don't fully understand,
guess, are not availing them of that right now

DR. FOLLMAN: It is a fair point. So,
like the person in Arizona Dr. Schade alluded to

yesterday who is at high risk and not going to do
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anything, if he is not going to go get prescription
statin and he does get a statin naybe underdosed
with OTC, that is in that plus, too. So we don't
really know the full dinensions of this.

There is sone concern about under-dosing.
It is conplicated and | just want to frane the
argunent here and point out that under-dosing is
more of a concern, | think, than bringing in people
who woul d not be getting statins otherwise in the

noder at e-ri sk group.

DR. WOOD: | amnot sure | understand
that. | amgoing to keep that line of conversation
going. | nean, by offering therapy to people, you

don't preclude others who should avail thensel ves
of a different therapy fromgetting it fromtheir
doct or.

DR. FOLLMAN: No, you don't. But--

DR. WOOD: Hang on. There is a sort of
phi | osophi cal issue here, sort of al nost
libertarian issue, that should you deny the right
to people who want to take sonethi ng because other

peopl e are behaving inappropriately. That is an
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i ssue the conmittee is actually going to have to
grapple with, | think.

The peopl e who have LDL's over 170, which
I thought was interesting in the sponsor's
docunent. There were people in there with LDLs
that were extraordinarily high and, interestingly,

t hese people seened to consult their doctor and get
advi ce about which 3A4 inhibitors they shouldn't be
t aki ng whi ch seened i nprobable to ne, that if the
doctor hadn't treated their LDL. That these sane
doctors were sort of experts on drug interactions
just seened to ne a little hard for ne to swall ow.

But | was surprised that they didn't sort
of raise that. | amgrappling with that but | am
not sure that we have exhausted that topic. So go
ahead.

DR. FOLLMAN: | think that is an extrenely
common concern initially. In fact, when | first
heard about this option and when col | eagues,
clinical colleagues, of mne react to it, the
concern is exactly what was just stated. | think

the data, both the data from studi es that were
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submitted to this panel in 2000 and in CUSTOM
suggest, however, that that concern is invalid,
that, as Dr. Wod just said, this is not taking
peopl e away fromthe nmedical system

You can debate how nuch it is driving them
into it but there is no evidence that it is taking
people out of that. 1In terns of the nedica
system even former Presidents being cared for by
physi cians stop taking their statins.

DR. WOOD: Apparently on their physicians
advice, we were told in the paper. Sorry; | wll
|l et you finish. Go ahead.

DR FOLLMAN: Just to finish up. These
studies are all done in the prescriptions world and
so peopl e who do cone into the CUSTOM st udy, et
cetera, weren't getting statins. | amthinking
about the individual in this over-the-counter world
who woul d have seen a doctor and gotten optinmally
dosed but, in this hypothetical over-the-counter
worl d, he doesn't bother to see a doctor. He
thinks, well, I will take care of it nyself with

Mevacor over-the-counter, and, hence, he is
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under dosed.

So there is this concern. The studies
that were done have been done in this prescription
world. | don't think we really know to what extent
this will be a problem in which way the bal ance
will tilt at the end of the day.

DR. WOOD: Okay. Good point.

Two nore questions and then we are going
to turn to the FDA's questions unless there are
people with conpelling points. Now is your nonent.

Dr. Wolf.

DR WOOLF: | would like to conme back to
the issue of teratogenicity that was raised
yesterday and we were provided with a |l ot nore data
this nmorning. Back of the envel ope, we are told
that roughly there are 5 nmillion Americans who are
likely to use the product the way the conpany hopes
it will.

There are roughly 5 percent of the CUSTOM
worren were 40 to 45 years of age. | have no idea
what their fertility rate is but that is roughly a

quarter of a mllion wonmen. Sonme of themwill get
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pregnhant on this drug and there are sone concerns
that were raised this morning that, | don't think,
certainly, can be ignored. W don't know what the
magnitude is but | don't think it is trivial.

So | wonder, given this information, what
the conpany will do when this goes out into the
real world and people can wal k past the display and
say, oh; | think | amgoing to inprove ny heart for
the future and take the drug without really | ooking
at it quite as closely as they need to.

DR. WOOD: So you are tal king about the
pregnancy ri sk.

DR WOOLF: Yes.

DR. WOOD: We are going to cone to that
under Question 4. Just to keep us nmoving, | think
we are going to have plenty of discussion, |
suspect, at that tine. So would you be agreeable
to deferring that until we get to that actually on
t he questi ons.

DR. WOOLF: Absolutely.

DR WOCOD: Dr. Benowitz.

DR. BENOWTZ: | wanted to ask and foll ow
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up on a comment | think Dr. Wl fe nmade about a
potential adverse effect of peripheral neuropathy
quoting three case-control studies. This was
sonet hing that we hadn't heard about before and
was not aware of it. | amjust curious to know
nore about that, what the data | ook |ike.

DR WOOD: Who was it that quoted it? Oh;
Sidney Wl fe. Ckay.

DR LEVINE: A lot of these studies are
hard to interpret because a | ot of these patients
who are taking statins are also diabetic or have
ot her things, and they have peripheral neuropathy
fromthat.

We actually have | ooked at EXCEL and
AFCAPS for peri pheral - neuropat hy adverse events and
there is no difference between actives and pl acebo.
In our WAYS database, actually, the reporting
rate--we have about 363 reports on periphera
neuropathy and, with the 27 nmllion patient
treatnment years, the reporting rate cones out to
1.34 reports per 100,000 patient treatnent years

and the background rate is 7 to 15 cases per
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100, 000 years.

So our reporting rate is | ess than what
the background treatnent rate--if there is an
association, it seems to be very rare. | think the
benefit woul d outwei gh the risk.

DR. BENOWTZ: | amjust curious. Wat
were the odds ratios in those three case-contro

studies? Wre these |large odds ratios or snall of

what? | have no idea what any of the studies
showed.

DR. LEVINE: | don't know. | just have
our dat a.

DR WOOD: Does the FDA know that? Is it
currently in the warnings or precautions?

DR ORLOFF:  No; but | think we would
agree with the sponsor's assessnent.

DR. WoOD: Al right.

Dr. Neill?

DR NEILL: Because | think we are going
to be discussing these eight questions real quickly
and because | find nyself rethinking sane thoughts

at each question and because | believe each of us,
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as a committee and probably audi ence nenbers, are
interested in having this be as focused a
di scussion as possible, | feel conpelled to just
share briefly some of the concerns that | have

First, | want to summarize what | have
heard over the last day and a half. First, thisis
a large public-health problemand that it can be
fixed by taking Mevacor OIC it is going to fill a
treatnment gap and we are going to increase, even,
peopl e who are high risk taking statins and that is
an added benefit and, because we have failed to
meet that public-health goal of increasing the
nunbers of people on statin, we are being asked to
consider inmplicitly, if not explicitly, changing
what constitutes the OTC-ness of a condition, and,

i nstead of focusing on relief of synptons,

sel f-di agnosis and nonitoring and the ability to
carry this out in the absence of a |earned
intermedi ary, we are going to be focusing, instead,
on a patient's ability to self-select, the ability
to adhere to recomendati ons from a box and the

ability to access a learned intermedi ary when
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needed.

Implicit in each of these is a
risk:benefit ratio for an individual patient that
is favorabl e across the board.

| have also heard that this switch woul d
be safe, although there are questions about
interactions with the nunber of nedications and
ot her herbal preparations and questions about its
use in pregnancy. | have heard that, even if it is
not safe, that the people who don't self-select or
who m ght not appropriately self-select using those
ot her neds or being pregnant are probably going to
benefit anyway. | will be honest. | think that
may be true.

I have heard that it is effective based on
AFCAPS/ TexCAPS data that, | fear, is not
generalizable to the OTC setting and is based on a
proxy LDL neasure of use over six nonths rather
than a real outcone of interest to me which is
whet her ny patients live |longer or suffer fewer
heart attacks or strokes.

| also have heard that patients can
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sel f-sel ect appropriately and that, if they do nake
a mstake, as | said, that they will still get from
benefit.

Lastly, | have heard that patients adhere,
if only for six nmonths. One thing | have | earned
as a famly physician is that | no |onger ever say
to a patient, you nust be on this nedicine for the
rest of your life. There are two reasons for that.
The first is sonmething better always cones al ong.
The second is sonetinmes we know better and you have
got to change for that reason.

Unfortunately, both for the FDA and for
Merck, sometimes we know better and nedicines | eave
the market. Unfortunately, when something new
conmes along, it typically is always nore costly and
| ess available to the patients.

Now, we are about to tal k about eight
questions and we have been given sone very carefu
gui dance fromthe FDA al nost like jury
instructions. | was talking with one of staff
earlier in terns of howwe will think about these

things. The good thing about being a jury is, once
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we get the instructions, unlike the FDA that cannot
and does not consider cost or public-health
benefit, we can pretty nuch consi der what we w sh
to.

The kinds of things that | consider are
that having nore people on Mevacor woul d i nprove
the public health and | honestly believe that that
is the case. And | believe that Merck, as a
conpany, deserves a |lot of praise, both for
bringing this class of nedicines to the market, for
i nnovating, for taking the risks to even ask this
i mportant question, should we consider a new cl ass
of QOTC.

If we have failed so miserably in the
public-health arena as to have this nany peopl e not
bei ng adequately treated, then is this sonething
that we could try instead. And that is, | think, a
real and valid question. It is not going to be
answered by this group but it is a good question to
bring up and | amsorry if, in sone respects, Merck
ends up as a whi ppi ng boy because your history, as

a conpany, does not deserve that. You are sone
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good fol k.
Ckay. Having said that, | do have one
| ast--sorry--1 recogni ze that there are sone other
nmotivations that are at work here. | recognize

that there is an interest in expanding a market
share. This is a good thing if it gets nore people
on medi ci ne.

| realize that there is an interest in
i ncreasi ng nmarketshare, however big it may be, and
that sonebody is going to get three years of
exclusive rights to OIC marketing, and | do believe
mar keting will happen.

Lastly, | recognize that the changing OTC
Mevacor is only one way that we can neet this
i mportant public-health goal. W have heard about
a lot of others including health and diet and |
trust that nost of you listening, like ny patients
and |ike nyself, understand that it is hard to do
the right thing when you are reaching for ice cream
in the refrigerator, when you sit in a meeting for
two straight days and don't really have the tine to

do the physical activity that we are told by the
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federal government we woul d be doing every day.

As aresult, | don't think that this is an
appropriate way to address this inportant
public-health issue. It is not an appropriate
model for other chronic-illness managenent. |
woul d not be interested in sitting through neetings
about anti-hypertensives and oral anti-diabetic
medi cations. W do not know enough about the
ability of mass-market canpaigns to effect change
at the public-health |evel

VWhat we do know is that, despite JNC7 and
NCEP and all of the other federal and public-health
progranms that have been around to bring these kinds
of issues to the awareness of the Anerican public
and that have cost a | ot of taxpayer dollars, there
are other efforts--Atkins cones to mind--that have
not only made noney but have been nore effective at
bringi ng these nessages in front of the people.

Per haps conpetition is a good thing in
this regard. That is another reason why | appl aud
Merck for asking this really tough question. |

t hi nk having conpetition across the narket is a
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good thing but the best way to handle this is
t hrough some kind of coordi nated public-health
mar keting effort.

| ama little saddened that FTC and FDA
can't speak, that HHS or we, as the public, can't
get to the point where we can discuss, in sone
controll ed and consi dered way, things that, in the
U K., have been able to be discussed. | appreciate
that, in the UK, Zocor is OTC. | think it is
wonderful . Many things about what happens in the
U K | would | ove to have here. They spend a
fraction of their GNP on what we spend.

Wt hout tal king about the value that they
get for that dollar, if nothing else, if, by
switching to OTC, | could get sone agreenent that
we are going to reduce our overall health spending
to that sort of level, | would say, great. Let's
go for it.

Now that | have got that off ny chest, |
amgoing to be as quiet as | can for the rest of
the day. Thank you.

DR WOOD: Okay. Looking at the weather
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outside, you could feel right at hone in the UK

The final word before we take the
questions is fromDr. Patten.

DR. PATTEN. Thank you and | am sure ny
question will not be nearly as el oquent as ny
predecessor here. | have a couple of questions
about the possibility of inappropriate dosing and
would like to refer back to the hypothetica
patient that cones in with an LDL above 170 but
makes the decision to use Mevacor OTC

VWhat are the possibilities that a
pharmaceutical aid, let's say, would say to the
person, well, just take two a day, or that the
person, hinself or herself, would conclude, well, |
will just take two a day.

So, if you have a person on what anmounts
to OTC 40 mlligrams a day, what are the possible
consequences to be taking that dose relatively
unsuper vi sed.

My ot her question about inappropriate
dosing has to do with the person who is within the

desired range but we are tal ki ng about people very
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concerned about their health. | am asking about a
person who might fall into the category of the
worried well.

There is a great deal of infornmation

available to the public about, "lower it; lower it;
lower it; the |lower the better." So soneone
decides, well, | will just buy nyself this little

added increnent here of health or safety or risk
aversion. Has there been an armof a clinica
trial |ooking at inmpact of 20 milligrams over a
sustai ned period of tine on a person whose LDL is
already in the optinmal range?

DR. HEMMLL: There are a |ot of questions
contained in there. | wll try and address them

DR WOOD: Let ne try and sumari ze what |
think I heard the questions.

DR. HEMMLL: Ckay.

DR WOOD: Is there a risk fromtaking
nmore than one tablet a day, nanely two, and you
m ght want to put in context the prescription dose
is up to 80 mlligrans.

DR. HEMMLL: That's correct. The
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prescription dose is up to 80 milligrans and
think that if soneone were to take--on the question
of whether or not they should be doubling up on
dose which, by the way, we found very, very little
evi dence of in the CUSTOM study, the question night
be raised, No. 1, the doubling of dose only gets
you another 6 percent of lowering so it is not |ike
a doubling of effect. That is just in terms of the
phar macol ogy.

Second, if soneone is being advised al ong
those lines, they would probably al so consider the
economi ¢ inpact in that buying two boxes a nonth of
an OTC 20-nmilligram dose is probably going to be
nmor e expensive than getting generic paid
out - of -pocket for even a 40 or 80-mlligramdose in
prescription. So there would be an econonic
di sincentive to actually behave in that way.

The second part of the question was
related to if sonmeone was |ower in the range, say,
even bel ow 130, and they took 20 mlligrams for an
extended period of tinme, | believe there is a large

body of evidence that says even those fol ks woul d
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benefit although their absolute reduction nmay be
relatively |l ess because they are starting at a
| oner |evel of risk

Certainly, Dr. Pasternak coul d address
that further, but there would still be benefit.

DR PATTEN. What was the nature of the
question in the CUSTOM study that got at this
i ssue, whether or not a person would ever consider
taking nore than one of these a day. Was that
specifically asked?

DR. HEMMLL: W nonitored how many boxes
t hey purchased and how many pills they returned at
the end of the study and then tried to do the
cal cul ation of how many days they were actually on
drug.

Now, one of the things that we had to keep
hands of f on with the consunmers was actually
keeping a diary card because, once you ask themto
keep a diary card, then you are taking away the
hands-of f approach and you are tradi ng an
artificialness which has them actual ly marking

every day that they took the pill which woul d,
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then, possibly be criticized for not being
realistic and naturalistic.

DR GANLEY: Can | just follow up on that
because | think she asked a very inportant question
and | amnot sure it was directly answered. It is
a popul ation of people who have what woul d be
considered a normal LDL or a low LDL and take the
medi ci ne for a prolonged period of time. Are there
adverse events associated with that that we are not
awar e of because that is generally not the
popul ati on who sees it on the prescription side.

So it is a very inportant question because
there are a |l ot of people out there that take
dietary supplenents for their chol esterol health.
These people may get pulled into this. So | think
it is inportant to understand are there any data
that has | ooked at that.

That is, | think, what your question was
trying to get at.

DR. WOOD: | guess there are data that
have | ooked at driving the LDL down to 70 and 80.
So maybe we shoul d hear that.

DR. GOTTO There are patients, people,
who have familial hypobiliuric proteinem a who go

through life with levels, very low |levels, of
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chol esterol and LDL and, except for sone m nor
transport abnormalities across the red bl ood-cel
menbrane, there are no abnornalities that you can
detect with having very low | evels of chol estero
or LDL.

In a nunber of the trials that are either
ongoi ng or sone | have been involved with such as
the M RACLE trial and the PROVEIT trial where there
were very low |l evels of LDL, there was no toxicity
associated with it.

So | think, at 20 mlligrams of Mevacor,
there is no clinical evidence that taking 20
mlligrams of Mevacor in soneone who is bel ow the
range will do any harm

DR WOOD: Aren't there data that you
addressed that getting your LDL down 70 may have
some benefit.

DR, GOTTGO Yes. That certainly is the

case and sone of the patients in the Heart
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Protection study had | owere levels. Then the
PROVEI T study, with acute coronary syndrone
patients having a LDL of 70 was better than--or 64,
actual ly, was better than having one at 94.

DR. WOOD: Just to reassure people, and
this is a question, there does not appear to be any
generic--unfortunately choi ce of word--but any
generic adverse effect of driving your LDL down to,
say, 70.

DR GOITG That's correct.

DR WOCD: Then let's nove on to the
questi ons.

Questions to the Commttee

In order to try and get us to go through
these as efficiently as possible, what | would |ike
to suggest we do is we try to confine our
di scussion to each question as we address it
directly. You will see other issues cone down
bel ow, but let's try and avoid bringing these up
until we get to that question, just to try and
focus what we are tal king about.

The first question, which you should all
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have in front of you, and | will read it to you;
taking into consideration the efficacy data from
the various trials plus any additional information,
and | woul d renove "provided by the sponsor"
because there is plenty of other information as
wel |, please respond to the follow ng questi ons.
Firstly, does the proposed target popul ation nerit
treatment with a statin to | ower chol esterol and
t hereby reduce heart-di sease risk? Secondly, has
t he sponsor provided adequate rationale for the use
of the fixed dose of lovastatin 20 mlligrans to
| ower chol esterol and heart-disease risk in this
popul ation? | would ignore the exanple right now
because | think there are other issues there, too.
So, let's start with Question a.; does the
proposed target population nerit treatnent with a
statin to | ower chol esterol and thereby reduce
heart-di sease risk. Discussion? Sorry, David; do
you want - -
DR. ORLOFF: | just want to give two
m nutes on the way these questions were structured,
just to be sure.
DR. WOOD: Start the clock. Just kidding.
DR, ORLOFF: So that | hope there can be

| ess confusion. The first four questions really
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150
relate to the intrinsic safety and efficacy
qualities of the drug at the dose proposed and ask
for judgnent based upon the review of the data
presented, recognizing, of course, that there are
data | acking, specifically, to answer these
questions where true judgnment is necessary, but for
your best answer on these. So these are intrinsic
qualities of safety and efficacy of the drug.

Questions 5, 6 and 7 go to the CUSTOM
actual -use study results. W ask for your judgment
as to what those results inply with regard to the
safety and efficacy of Mevacor OIC according to the
proposed program

Then, of course, the last question is the
ul timate one.

DR WOOD: As they say. Al right. 1Is
that hel pful to people? Are there any other
questions you want to ask the FDA directly before

we begin the discussion that would clarify your
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under st andi ng of what we are supposed to be doi ng?
In the absence of that, let's nove ahead. Any

di scussi on? Okay. Nobody wants to discuss this
bef ore we answer the question?

Let's move through the question then; does
the proposed target population nerit treatnent with
a statin to | ower chol esterol and thereby | ower
risk. Am1l right that Dr. Ryder can't vote? So we
will start with Dr. Wolf.

DR. WOOLF: M answer is yes.

DR. BENOWTZ: | would say yes but only in
the context of the sort of conpliance that was seen
inclinical trials taking the drug for five years.

DR. ORLOFF: Again, the intrinsic quality
of the drugs. W thank you for that comment. It
is inplied. This is really a question, is there a
rationale for treating these people.

DR, WOOD: | guess as we go through all of
these questions, it is inportant to sort of keep in
m nd that perfection is the eneny of the good here.
I think that nay be even truer in OIC settings than

in Rx settings, although nmuch of the data we have
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seen speaks to the inadequacy of the Rx efforts as
wel | .
kay. So, Neal, you are giving a

qualified--

3

BENOW TZ:  Yes.

2

WOOD: Yes; a qualified yes. Keep
goi ng.

CAPRIO | would say yes.

BLASHKE: Yes.

CARPENTER:  Yes.

PARKER:  Yes.

FOLLMAN:  Yes.

T %3 3 3 3 3

PATTEN: Yes.

3

McCLUNG  Mdst patients in that group
deserve therapy.

DR. WOOD: Sorry; say that again? | am
not sure we got that.

DR McCLUNG In the target group, there
is a range of risk. Overall, the average risk in
this population nerits therapy but there are
patients in this target group whose risk is

relatively | ow conpared to the others in the group
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and it is not convincing that either, froma
risk:benefit ratio, or, certainly, froma
cost-effectiveness standpoint, that therapy for

everyone in this target group nerits therapy

al ways.

DR WOOD: So, pull the lever. 1Is it yes
or no?

DR. McCLUNG It is yes if you have to be
categorical. But there is always--it is not quite
so clear.

DR. WOOD: Put himdown as maybe. Let's
go back to Dr. Davidoff who m ssed his chance to
vote. We will come back to you at the end, Frank.

DR CLYBURN: Yes.

MAKRI S:  Yes.
CLAPP:  Yes.
SCHADE:  Yes.
TAYLOR  Yes.
SCHAMBELAN:  Yes.
WOCD:  Yes.
TINETTI:  Yes.
WATTS:  Yes.

NEI LL:  Yes.

W ERMAN:  Yes.

2 %3 3 3 333 333D

SCHULTZ: Yes.
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FI NCHAM Yes.
SNODGRASS:  Yes.

WOOD: Dr. Davidoff?

3 3 3 3

DAVI DOFF:  Yes.

3

WOOD: So you need to vote. She
hasn't got a vote for you.

DR. McCLUNG Yes

DR. WOOD: Thank you. So we have 25
yesses and no no's. Renenber, you can abstain if
you really want to, if people are unsure of what to
say.

The second part of this question, then;
has the sponsor provided adequate rationale for use
of a fixed dose of lovastatin 10 mlligranms to
| ower chol esterol in heart disease in this
popul ation. Let's have discussion on that point
first.

DR TINETTI: | think he question is

really different if you include or not include the
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part in parentheses.

DR. WOOD: | understand that.

DR TINETTI: And you told us to ignore
t hat .

DR WoOD: | would like us to do it with
and without that part because | think it does--

DR TINETTI: It is a very different
quest i on.

DR WOOD: | think it significantly alters
the question. That is why | wanted to do it both
ways first, if that is agreeable to people.

DR TINETTI: So we are going to vote
twi ce, then?

DR. WOOD: Maybe we shoul d discuss it with
and without and see if that hel ps us. How about
that? Mary, do you want to head that off and
explain why you think it is--

DR TINETTI: | think the big difference
is whether or not there is enough evidence to
suggest that a sizeable proportion of the
popul ation will be able to reach this level. The

problemis we don't really have those data. The
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CUSTOM study is not able to do it and the
random zed controlled trials are a very sel ect
popul ation. Even they were only for five years.

So the problemis we don't have any
informati on on the second part. It would be a pure
guess. But, overall, | think it is a reasonable
question and nost of us will answer yes to it.

DR. WOOD: The reason | have concerns
about it was that it seened to ne to inply that you
didn't get benefit unless your LDL was reduced to
Il ess than 130 milligrams per deciliter

DR, ORLOFF: Alastair, | think your point
is a good one. Really, what the question--you
know, these are questions intended to nake sure
that no one has a fundanmental disagreenent with at
least it initial part of this approach because, if
they do, then it is a non-starter. The first
question was should sone of these people be treated
with a statin. The answer seened fairly
straightforward. The question here is is a
20-mlligram dose of lovastatin an effective dose

of lovastatin? |s there evidence that you can
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reduce heart-disease risk in this population with a
20-mlligram dose of |ovastatin.

Forget the 130 thing.

DR WoCOD: Al right. W have had further
clarification. The reason we are doing that is we
think people may benefit--just for the record,
peopl e may benefit even if they don't get their LDL
down to 130

Dr. Foll man?

DR FOLLMAN: | think the thing in
parentheses is clearer to me, will a sufficient
proportion be able to reach this LDL. | think the

first part speaks to the point | was trying to nake
yesterday, will it have a benefit conpared to what.
So if we conpare the fixed dose of statin
to people getting nothing, the answer in nmy mnd is
absolutely clear, they would get a benefit. The
question that is not at all clear in ny mnd is
conpared to a prescription world, would there be,
in a popul ation basis, a benefit to this.
We don't have evidence of that to ny m nd.

The study that comes closest to this, though it is
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inmperfect, is the lipid-lowering trial conpliance
of ALLHAT which showed really no difference between
usual care, which is, you get statin when you think
you need it, as opposed to a fixed dose of
pravast atin.

So, depending on the reference group, |
have one or two different answers to this question

DR ORLCFF: | think it is reasonable for
me nowto try to clarify alittle nore. 1n an
effort not to get bogged down in these, this
question is independent of the marketing status of
the drug. 1s 20 mlligrans of |lovastatin an
effective dose of |ovastatin?

DR. WOOD: That is why | deleted the
second part.

DR, ORLOFF: | want you to delete the
second part.

DR WOOD: Ckay.

DR. SCHAMBELAN: That assunes the patient
i s adherent to the nedication, David?

DR, WOCD:  No.

DR SCHAMBELAN. O is that just putting
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it into this population and seeing how it works in
terns of adherence, or are you asking will it
reduce heart disease risk if taken in the

prescri bed anpbunt on a continuous basis. Wat are
you aski ng us?

DR WOOD: | would say--

DR ORLCFF: Is there evidence that this
is an effective dose? It is assuned that
ef fectiveness, or at |least optinmal effectiveness,
depends upon adherence to | abeling, whether it be a
prescription drug or an over-the-counter drug.

DR, WOOD: But, pragmatically, the answer
to the question has to be are there clinical-tria
data that support that concl usion.

DR ORLOFF: That is exactly the question

DR. WOOD: So that presupposes that people
took the drug inadequately or adequately. OCkay.
Any further discussion on this point? Al right.
Then let's start again and we will start at the
opposite end this time with Dr. Snodgrass

DR SNODGRASS: | guess | need to ask a

little discussion here. The question, | think, is
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franed in a way that is not a straightforward
answer. It is the fundanental--1 think this is
just very elenentary. It is fundanental
t herapeutics that you individualize your dose for a
patient in the patient-care setting.

But, in a public setting like this, you
have got a fixed dose because you can't individua
it. You have got a fixed dose. So there was sone
response but it is not going to be optinmal. So
think that is just a distinction here. So, when
you see this kind of question, has it provided
adequate rationale, | would | ook at that in one
sense, with those words. But if you are saying
beyond that, is the question is there really form
prospective random zed clinical-trial data that 20
mlligrams is effective across sone percent of a
popul ation, | think that is naybe a slightly
di fferent question.

DR ORLCFF: That is the question.
apol ogi ze for having to partake too much in this
conversation. But, irrespective of marketing

status, why not phrase it this way. Al though you
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have not had the length and the breadth of the
ef ficacy and safety data that were presented for
| ovastatin for its initial approval presented here,
I guess it is reasonable to ask you were we asking
you whether to approve a 20-milligram dose of
| ovastatin, say, in addition to a 40 and an 80 and
so on, has there evidence been presented in your
package and in the presentations that 20 nmilligrans
is an effective dose, or is it an ineffective dose
and is sonething nore needed.

DR. WOOD: kay. Does that help, Dr.
Snodgr ass?

DR. SNODGRASS: | think it hel ps sonmewhat.
I think the way | viewit is it will be helpful to
sonme percent of the population and that nakes it
somewhat hel pful. So ny answer would be, in that
context, yes.

DR WOOD: So perfection is the eneny of
the good, again. Ckay.

DR. FI NCHAM  Yes.
SCHULTZ: Yes.
W ERVAN:  Yes.
NEI LL:  Yes.

WATTS: Yes.

3 2% 3 35

TINETTI:  Yes.
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WOOD:  Yes.
SCHAMBELAN:  Yes.
TAYLOR  Yes.
SCHADE:  Yes
CLAPP:  Yes.
MAKRI' S:  Yes.
CLYBURN: Yes.
McCLUNG  Yes.
PATTEN:  Yes.
DAVI DOFF:  Yes.
FOLLMAN:  Yes.
PARKER:  Yes.
CARPENTER:  Yes.
BLASCHKE:  Yes.
CAPRI O Yes.
BENOW TZ:  Yes.

WOCOLF: Yes.

3 333D DB RFBDZIDRID DD

WOOD: Okay. It is 25 yeses, no no's.

The next question addresses, as the first
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question, that starts to address the toxicity of
the drug. Question 2 addresses hepatic toxicity.
Bef ore we get into going through the individua
questions, maybe we should see if there is any
di scussion on this point first.

Dr. Parker?

DR. PARKER: The only comrent | had just
related to the fact that the U K puts the warning
about al cohol use. | understand that they do that
because it came up in discussion that that was
recomrended and so it is there. | just take note
of that again, alcohol use is extrenely comon in
our own country and | think we may want to consider
whether or not it is clear to soneone that |iver
and al cohol use relate to the sane thing on the
| abel .

DR. WOOD: Let ne suggest that--1 think
that is a good point. Let me suggest that we sort
of put in a supplenental question in between 4 and
5 that addressed whether there are other issues
that we should address in terns of toxicology or

what ever that we have not addressed specifically
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under these and we will try and capture all of that
at that time if there are issues.

Any ot her discussion? Yes, Dr. Benowtz?

DR. BENOWTZ: | just want a
clarification. | probably should have seen this
but I know, in the U K package insert, there was a
description of synptonms of |iver disease and a
war ni ng, if you devel op these synptonms to call your
doctor and stop the nedicine.

The safety issue here inplies that there
is some effective warning for OTC. |Is that warning
the sane or is that present in the current proposed
| abel ?

DR. WoOD: Well, it seened to nme the
question here related to preceding |iver disease at
first. So, presumably, that would cone froma
hi story of liver disease.

DR. BENOW TZ: You are tal king about a. |
was tal ki ng about the whole--1 was tal ki ng about
c., actually.

DR WOOD: | see. kay.

DR. BENOWTZ: | was tal king about
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Question c.

DR. WOOD: Why don't we hold that until we
get to that point.

DR ORLCFF: Let me take a crack at
clarification, yet again. This always happens at
the question tinme. You realize that your best
intentions fell short with regard to sinplicity.
Qur intent here is really, Question No. 2 is about
the proposal for this to be marketed OTC in the
absence of either baseline or follow up
I'iver-function nonitoring.

What | would say is, taking into account
a., b., and c., not as questions but as issues
about undi agnosed liver disease and safety and the
extent to which it has been addressed, about
hepatic risk specifically in that popul ation
and--well, we don't even need to go to c. The
question is, what is the level of confort, or has
there been adequate information provided, to go to
mar ket OTC without liver-function test baseline
assessnents or ongoi ng nonitoring.

DR. WOOD: So, would it nmake it easier if
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we just asked, does the committee think that
liver-function tests are required before the drug
is taken and are required during the drug's
adm nistration. | mean, that would get at the
question; right? Ckay.

Neal , does that hel p?

DR. BENOW TZ: The only issue about c.
is it safe.

DR WOOD: Yes; | know.

DR BENOWTZ: If you get rid of that,

fine.

DR WOOD: Right. So, with Dr. Oloff's

permi ssion, we are going to rephrase the question a

little bit and say, do we need to have
pre-treatnment liver-function tests for patients
taking 20 milligrams a day of |ovastatin

over -t he-counter.

The foll owi ng question will be, and maybe

this can be answered together, do we need
liver-function tests during adm nistration. |Is
that fair? Ckay.

W will start at the other side, again.
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First of all, is there discussion on that that we
want to have?

DR. CARPENTER: Speaking fromthe
pedi atric point of view, one can inmagi ne the
situation where, although this is not in the age
group approved for over-the-counter use, that
pressures nay be to have sone patients obtain this
medi cation in such a fashion

Now, that is a specialized class of people
in which the data regardi ng potential hepatic
complications with these drugs is, | think, nore
limted. W have to consider, with the popul ation
that we woul d use, the encounter with an
over-the-counter distribution systemthat it may
get neglected to do what we would probably wish to
do, given that this is a special popul ation

DR. WOOD: | guess--you may want to
address that. W are reviewing the drug for the
indication that is being sought. It is probably
unr easonabl e, unless we see a major safety issue in
sone other population, to debate its potenti al

safety or not in populations that are wildly
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outsi de the age group or other paraneters that are
bei ng sought for.

But, you know, | would defer to the FDA if
they think that is inportant discussion to have.
mean, | guess--well, go ahead.

DR ORLOFF: What | was going to say is,
first of all, this drug, | assune, and Merck is
going to confirmthis in case ny nmenory is failing
me, will be marketed not for use in children. That
is the first thing.

The second thing is what do we know about
the safety of statins in children where I think you
are right. The data are linmted. There is a
limted nunber of studies in a relatively snal
nunber of children with heterozygous famlial
hyperchol esterol em a and, obviously, there is a
smattering of children with honbzygous FH who have
been treated.

In those studies which, all-told, on
statins probably count in the several hundreds at
nost, for up to a year, ny recollection of the data

is that there is absolutely no liver signal at all
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These are at doses of, | believe, 20 and 40 of
| ovastatin, torvastatin, 20 mlligrans--1 don't
remenber what--sinmvastatin as well, | believe, 20
mlligranms of sinvastatin.
But that is all we know. | think the

i ssue of pediatrics cane up yesterday and
apol ogi ze we didn't get to it in response to that
questi on yest erday.

DR WOOD: Dr. Fol | man?

DR FOLLMAN: | just wanted to--the
question tal ks about the evidence that the sponsor
has provided. | think it is inmportant to know that
we are tal king about baseline liver-function tests
and undi agnosed liver disease. Liver-function
testing is a requirenent or in the | abel for
prescription statin and so all the evidence that we
have about the safety of statins in terns of |iver
problens is in this population that presunmably
doesn't have liver problens at baseline.

So, if we look for data or evidence for
this select group, there was one snmall study that

was done. It is a retrospective study that the
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sponsor nentioned where there are about 340 people
with elevated liver enzynes who were | ooked at
prospectively with a statin conpared to a group
with el evated enzynes who didn't get a statin and
they showed no real difference there.

So | wanted to just reinforce the point
that we have a huge body of evidence on the safety
of statins in terns of this for the screened
popul ati on and we don't have that nuch evidence,
this was one study and anot her very snall study,
regardi ng the issue whether they should be checked
at baseline for liver abnormalities.

DR. WOOD: Does the sponsor want to
respond to that question in any way?

DR WATKINS: Paul Watkins, University of
North Carolina. | really don't have any additiona
comrents other than was nade yesterday. As you
saw, some prelimnary data of a nuch |arger study
that is ongoing at Kaiser, the final results and
analysis will be forthcom ng.

But the only point | nade then is that we

know in the 27 nmillion patient years a significant
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proportion of those will have had fatty liver and,
undoubtedly, viral hepatitis. 1In spite of that, we
all know the remarkabl e safety record froma |iver
st andpoi nt .

So the increnental risk in people with
preexisting liver disease, if it exists, has to be
very small. The overall risk has to be small in
that popul ati on.

DR WoOD: Dr. Wod, may | just make a
commrent here. | hope this will be useful to the
committee menbers. Yesterday, Dr. Hemwal I had
actually nentioned that the sponsor has already
submitted to the agency a suppl enent to nake
changes to the | abel with respect to LFT, and,
actually, it is LFT recomendations, not
requirenents, in the | abel

VWhile we can't comrent on an application
that is still under review, certainly the sponsor
is open to discussing what they are proposing. |
woul d want to share with the commttee what has
occurred with other statin |abels. Over the past

five to six years, we have received applications
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requesting changes to the I abel to pretty nmuch ease
up on the requirenent of LFT nonitoring.

The data submtted are based on | arge
controlled clinical-trial data. | think it is
reasonable to say that, if simlar data are
submitted to the agency for Mevacor, we woul d be
hard- pressed not to grant themsimlar changes to
their label. Simlarly, as the sponsor has alluded
to, there are prelinmnary data that we have not
revi ewed and we have encouraged themto submit it
to us because we do feel that, given the wei ght of
evi dence of the safety of this product with respect
to liver toxicity, this would be very usefu
information for us to review and possi bly change
the | abel based on those data.

DR WOOD: Okay. That is very hel pful

Dr. Davi dof f?

DR. DAVI DOFF: Not having gone into the
evi dence with the kind of thoroughness that night
be involved in doing, say, a Cochran systematic
review, the data that | have seen are not

persuasive to ne that there is any significant
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risk.

That makes ne al so raise the question
about the wi se use of healthcare resources. |
mean, everybody knows that, in this country, we are
spendi ng vast ampunts of resources on heal t hcare.

I amnot just tal king about cost here. | am
tal ki ng about people and tine and equi prent and
suppl i es and noney.

If Iiver-function tests are really, in the
clinical sense, not necessary, it seems to ne it is
worth considering whether requiring an ineffective
use of healthcare resources which are getting
increasingly precious is sonething that we should
take into consideration. It is not just a matter
of cost in the strict financial sense.

DR. WOOD: So, Dr. Parks, you have been
told to hurry up.

Dr. Taylor?

DR. TAYLOR: Actually, ny questions were
mostly answered. It was a regul atory question
about the requirenent of having LFTs since it was

not required but recommended for the prescription
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| abel .

But | would, | think, like to see--1 would
like to see a stronger label in regard to liver
di sease and al cohol in particular, simlar to the
Zocor label. | think the current |abel, as we have
reviewed, is not sufficiently strong.

DR. WOOD: Let's hold that thought because
I will give you the chance to offer that later.

Any ot her discussion, then? Then let's
move, | guess, to the rephrased questions which, if
I can renenber them again, are, do we think that
liver-function tests are required prior to starting
| ovastatin therapy and, as a supplenent to that, do
we think that liver-function tests are required at
sonme regul ar basis during therapy to ensure the
continued safety of the drug, sonething |ike that.
I's that okay?

DR ORLOFF: | just rem nd people, again.
Dr. Parks nentioned the Kaiser study that the
sponsor presented in brief yesterday had not been
reviewed. But the issues are two. One is, is

there sufficient evidence of the safety in patients
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who have existing liver disease and is there
sufficient evidence, presumably because the
evi dence we have now is--the vast majority of the
exposures in trials are in patients who don't have
baseline liver disease. That, on top of whatever
other information is brought to bear, is there
enough information there to support safety in
| ong-term use without follow up nonitoring.

DR, WOOD: And then the unspoken
assunption which I amnot sure we know either, is
that measuring liver-function tests and finding
themto be abnormal would actually protect that
patient fromsone further danage which is not a--so
that is an inmportant consideration before, as Frank
says, we advocate a test.

Let's start again, then, with Dr. Wolf.
Are people confortable doing both of these at once?
kay. Let's do that.

DR WOOLF: | do not think that we need to
require LFTs before or during. The answer is no.

DR. WOOD: So the answer is no. The way

we are asking the question is if you don't think we
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then the answer will be no.
BENOW TZ: No, no.

CAPRI O  No, no.

BLASCHKE: No, no.
CARPENTER:  No, no.
PARKER: No, no.

FOLLMAN:  No, no.

DAVI DOFF:  No and no.

PATTEN. No and no.

McCLUNG | agree with no and no.

CLYBURN: No and no.
MAKRI' S:  No and no.
CLAPP:  No, no.
SCHADE: No for both.
TAYLOR:  No for both.
SCHAMBELAN:  No for both.
WOOD: No and no.

TI NETTI : No and no.
WATTS: No and no.
NEI LL: No, no.

W ERMAN:  No and no.

SCHULTZ: No and no.

FINCHAM No to both questions.

SNODGRASS: No and no.

WOCD:  So, obviously, everybody voted
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no. The next question relates to another toxic
probl em from statins which has been in clinica
trials nore conmmon, | guess, serious nuscle
toxicity The question says; statins have been
associated with the devel opnent of serious nuscle
toxicity. Furthernore, drug-drug interactions with
| ovastatin may increase the risk of nuscle
toxicity. Is the risk of nmuscle toxicity with
| ovastatin 25 milligrans acceptable for an OTC
drug?

Do we have any discussion on this point?

DR WATTS: | think this question raises
the i ssue of whether or not patients can
appropriately self-select. | think, for patients
who stand to benefit--that is, those who are at
nmoderate to noderately high risk, then the nuscle
effect, | think, is reasonably safe.

But for patients who don't stand to

benefit, | think the nuscle concern is not
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acceptable. That is discussion. That is not a yes
or no answer.

DR WOOD: No; | realize that. So, for
patients who don't stand to benefit, who are the--

DR. WATTS: | can extend it into an
answer, if you like, and that is that, given the
problens that | see with self-select, that,
overall, for the popul ation who self-selects,
don't think it is safe.

DR. WOOD: kay. Any other discussion?
Mary?

DR TINETTI: | just had a question and
maybe it came up yesterday but | nmissed it is
probably the drug that nost likely is going to be
used by this population is erythromycin. W use it
fairly frequently. Do we have any evidence for the
short-termuse that people are using erythromycin
with the 20 milligrans. |s there any evidence of
an concern with that conbi nation?

DR. HEMMLL: The best evidence cones from
a slide we showed in our core presentation

yest erday when the tine was, before we knew about
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the CYP 3A4 interaction, there were people in
AFCAPS t hat were actually coadm nistering
interacting drugs. |If one of you knows that core
slide, you can bring it up right now Oherw se,
will give you the nunber.

[Slide.]

These are the nost potent of the CYP 3A4
inhibitors. |In this case, there were over 500
patients random zed to lovastatin 20 to 40
mlligrams that were given these strong
CYP-3Ad-interacting drugs. This included
erythromycin and clarithromycin but the other two
there, the ketoconozol e, nitraconazole and only one
or two on nefazodone. The point of the two azol es,
they are even nore potent than erythromycin and
clarithromycin.

So you have got a group of 500 people
receiving these drugs and their risk of having a
muscul oskel etal side effect is very simlar to that
seen with the placebo group receiving the same
drug.

So what we are saying here is that the
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| abel is very strong about checking with your
phar maci st or doctor if you have a new prescription
or you are already taking nedication. But if
soneone slips through and is taking a nedication,
then the absolute risk is still very, very snmal
even though the relative risk may be increased.

DR, WOOD: While you are answering that, |
guess the signal with Baycol was first evident with
the interactions with an elevation in CK  So, do
we know if the 48 or whatever it was that was up
there on the top line of that slide, what
proportion of these had an elevation in CK as the
reason for being there and how high did the CK
CPKs, go?

DR. HEMMLL: W don't have that readily
avai | abl e.

DR. WOOD: kay. |If you come up with
that, let's get back to that later. The other
question is do we know what the increased C and AUC
is with erythronycin, with lovastatin. Well, we
do, but why don't we quote it.

DR HEMMLL: Using the enzymatic assay, |

file://ll[Tiffanie/c/storage/0114NONP.TXT (180 of 337) [1/26/2005 10:48:17 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

believe it is around four- to five-fold.

DR. WOOD: So that would take you froma
dose of 20 milligrans up to a dose of 80
mlligrans.

DR. HEMMLL: 1In a very strict sense, it
woul d. But there is a lot nore kinetics around it
than just--

DR. WOOD: Understood. How strong is the
dose-response rel ationship of nuscle toxicity?

DR. HEMMLL: There is a dose-response
relati onship that increases but it is still rare at
the high dose of |ovastatin.

DR WOOD: Dr. Carpenter?

DR CARPENTER  Should we consider this
question for our target population, for the target
popul ati on, as opposed to overall because we dea
with selection issues with | ater questions.

DR. WOOD: That is a hel pful conment.
Yes.

DR. BLASCHKE: | just had a question about
this last slide before you sit down. | was uncl ear

what the placebo popul ation was taking there in
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that slide

DR. HEMAMALL: In order to natch the

groups, the placebo group was al so taking the sane

interacting drugs, but not |ovastatin.

DR WOCD: Dr. Davidoff?

DR DAVIDOFF: | seemto recall that there

has been concern with other statins with their
interaction with fibrates in produci ng nuscle
damage. Am | mstaken and, if | amcorrect, is
there any information on the interaction of this
dose of lovastatin and fibrates?

DR. WOOD: The genfibrozil story with
Baycol was particularly because of the nultiple
pat hways that were inhibited by genfibrozil with
Baycol which nade it particularly susceptible to

that. This is a drug netabolized by 3A so it

woul dn't be as susceptible as the others. But the

sponsor shoul d answer that question, | guess.
DR. HEMMLL: Al lipid-lowering drugs are
associated with nmuscle side effects. If you

conbine two |ipid-lowering drugs, you get increased

rates of nuscle side effects. In the case of
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cerivatstatin, there was a particular interaction
with a nmetabolic pathway that was exacerbating that
effect that is not seen with |ovastatin.

DR ORLCFF: | am sure Merck has nore
preci se nunbers but let nme just add a little bit
and say that the pharmacokinetic interaction with
cerivastatin, between genfibrozil and
cerivastatin--that is to say, inpacting systemc
exposures to cerivastatin was nmarked conpared to
lova. So, as Dr. Hemmal |l has said, something |ike
five-fold increase--

DR WOOD: Eight-fold.

DR ORLCFF: Eight-fold increase of
cerivatstatin with only a two- to three-fold
increase in lovastatin. It is believed, and
think the sponsor would agree here that it is
not--the precise nature of the interaction between
genfiboizil, specifically, and |ovastatin,
specifically, to augnment the risk of nyopathy is
not fully understood. But, in all likelihood, it
is both a tissue site--that is to say, at the

muscl e, pharnmacodynam ¢ interaction but al so,
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perhaps, to sonme extent, a pharnacokinetic
i nteracti on whereby genfibrozil increases the risk
of nyopathy fromlovastatin, per se

DR. DAVIDOFF: That is hel pful, but all
that said, what are the clinical data on the
occurrence of rhabdomyolysis with that drug
conbi nation. That was mny question.

DR. WoOD: Do you want to respond?

DR. HEMMLL: Do you have sone information
on that? W can get that for you, if you want it.
But | guess one of the nore relevant conments woul d
al so be that sonmeone taking a fibrate is nost
likely to be under the care of a physician managi ng
their lipids and would not likely also take an OTC
statin on top of that.

DR LEVINE: | have the data from our
post mar keti ng database. O the 336 reports of
rhabdonyol ysis, there were 97 reports which
included fibrates. 96 of them were genfibrozil.

O the ones that we know the doses, 16 were at the
20 mlligranms, out of the 97

DR WoCOD: Dr. Taylor?

DR TAYLOR | wanted to be rem nded of
the nmuscle-toxicity data fromthe CUSTOM study and

the other question is | don't think we ever saw
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data on the average nunber of nedications that
i ndi vi dual s of the CUSTOM study, the users, were
on. | would like to know that.

DR. HEMMLL: It will take a couple of
seconds here. We will get a slide.

DR, WOOD: Wiy don't we work on that and
we will come back to you on both these questions.

Any ot her discussion? Dr. Benowtz?

DR. BENOWTZ: | amsure this is going to
be a small popul ation, but | |ooked at the | abe
and | didn't see any way to warn the user--that is
people with transplants getting cycl osporine which
is obviously a question. | don't see an excl usion
for such a person there except if you had a heart
transplant. But a kidney transplant person, there
woul d be nothing on the box that says, "Don't take
it."

I was wondering how a patient is supposed

to know about the cycl osporine issue which has al so
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been associated with interactions.

DR. WOOD: G ven the risks froma
transplant with atherosclerotic disease. | think
nmost of these patients will be on a statin.

DR. BENOW TZ: Probably. | don't know.
That m ght be the case.

DR. LEVINE: From our CUSTOM study, as you
recall, there was no myopathy reports and no rhabdo
reports. We did not neasure CPK in that study.
There were 118 participants which is 11 percent
whi ch reported nyalgia as an AE. 79 were
consi dered drug-related and 39 were not consi dered
drug-rel at ed.

DR. HEMMLL: | think Bob has a
conconitant nedications nunber. A couple of things
on the | abeling, or course. Nunber one, there is a
| ot of |abeling rem nding people to watch out for
myal gia. |If you look at sonme of the packagi ng, you
will see the icon of the muscle pain, et cetera.

So this is something people are very nmuch al erted
to.

On the question of cardiac-transpl ant
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patients and cycl osporine, the internal package
material s al so actually specify the drug
cycl osporine. But, nore inportantly, on the very
back panel, again, as we tal ked about yesterday,
peopl e who have heart disease and | woul d think
cardiac transplant would fall into that category
and the consuner would know that or not to take
that drug. So that would, hopefully, elimnate
those fol ks

DR WOOD: O course, | don't think Nea
is just asking about heart transplants. But | have
made a note that there is a |list of exclusions we
are hearing about that maybe should be in the
| abel . W have heard about one from Dr. Parker and
fromothers. Maybe we should sort of collect them
In this subsequent question, we are going to ask
bet ween four and five--not 4:00 and 5:00 p.m,
unl ess peopl e- -

MR, TIPPING So the question about the
average number of medications, | think it was, that
people were on in CUSTOM Again, because of CUSTOM

being a naturalistic behavioral study, we didn't
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coll ect concomitant or prior therapy information to
the degree that you might expect in a traditiona
clinical trial. |Instead, we asked specific
questions, were you on |lipid-lowering therapy, were
you on an interactive medication, things like that.

So we do have information on
l'ipid-lowering therapy. | think the npost inportant
thing you are asking about is the interactive neds.

DR TAYLOR. Right. Specifically. But I
wanted to al so get back to this issue of whether
the CUSTOM popul ation represented the genera
popul ati on because, in that age group, | would
think that--the nunber of nedications night be a
mar ker for the population. If you have the sane
rate of additional nedications, that would give
credence that you were dealing with the sane
popul ati on.

MR TIPPING | think we have information
on the nunmber of individuals--the nunber of
eval uators in CUSTOM that were on any prescription
medi cation. Can you find that nunber for ne? |

need a pair of glasses for this one. There were
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630 of our 3,316 eval uators who were on any
prescription medication.

DR TAYLOR. 630 out of how many?

MR TIPPING 630 of our evaluators--so it
is out of 3,316.

DR, WOOD: How many of these went on to
elect to take it? | guess that is the question.
VWhat is the proportion in that group?

DR TAYLOR. | guess ny point is that if
you ended up with a group that none of themwere on
ot her nedications, that wouldn't ook |ike the real
world. | guess that is ny point.

MR TIPPING Let ne go back and take a
closer ook at this table.

DR WOOD: kay. Any other discussion on
this point? Then let's nove to the question.
Statins have been associated with the devel opnent
of serious nuscle toxicity. Further nore,
drug-drug interactions with | ovastatin nmay increase
the risk of nmuscle toxicity. |Is the risk of nuscle
toxicity with lovastatin acceptable for an OIC
medi ci ne?

| amgoing to start with Dr.
Snodgrass--1'm sorry?

DR. W ERMAN: Sonmebody has asked you to
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limt that to the targeted popul ati on because we
are going to come back to the ability to

self-select. Are you talking about--

DR. WoOD: Well, | guess--help ne.
Expl ai n.

DR McCLUNG Let's confine it to the
target population. | think, for the purpose of

di scussi on about the nuscle synptons, that would be
a cleaner thing, and then deal with the capacity of
patients to self-select as a separate question.

DR. WOOD: kay. That's a good thought.

Dr. Snodgrass?

DR. SNODGRASS:  Yes.

DR FINCHAM | hate to do this but what
is the targeted population? 1Is it anybody that can
purchase the product? Now, just let nme--is it
anybody that can purchase the product or is it
those that select to use the product based upon
readi ng the | abel.

DR WoOD: O a third questionis is it
those who select it correctly. | think, and |
don't want to put words in your nouth, but you were
tal ki ng about the popul ation that was on the | abel.
Am | correct?

DR FI NCHAM  Yes.
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The next question relates to pregnancy,
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WOOD: Ckay.
SCHULTZ:  Yes.
W ERMAN:  Yes.
NEI LL:  Yes.
WATTS:  Yes.
TINETTI:  Yes.

WOCD:  Yes.

SCHAMBELAN:  Yes.

TAYLOR:  Yes.

SCHADE: Yes

CLAPP: Yes.

MAKRI S:  Yes.

CLYBURN: Yes.

M CLUNG. Yes.

PATTEN:  Yes.

DAVI DOFF:  Yes.

FOLLMAN: Yes.

PARKER:  Yes.

CARPENTER: Yes.

BLASCHKE:  Yes.

CAPRIO  Yes.

BENOW TZ: Yes.

WOCOLF: Yes.

WOOD: So everybody voted yes.

191



file:////ITiffanie/c/storage/0114NONP.TXT

Category X. Before we sort of get into that
question, it seemed to me that the FDA ought to
consi der--have synbol that they put on packages
that says, "Not to be taken by potentially pregnhant
worren, " sort of INTEL inside that was popul ari zed,
and that that would provide us with a ot nore
reassurance if there was sone kind of--and | am not
smart enough to work out how to do that, but we
shoul d think about that.

Bob?

DR. MEYER There is actually, just to
directly respond to that, sonme interesting data

about use of synbols, though. For instance, there
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was once a silhouette of an obviously gravid woman

with the universal "no" sign above it. Lots of
peopl e who | ooked at that then thought that that
medi ci ne was actually a contraceptive. So you have
to be careful with those kind of considerations.

DR, WOOD: That reflects on the quality of
the synbol, | guess. But at |east they thought
something; right? This is obviously an issue we
are going to have to think about.

So, let nme read the question to you;
| ovastatin and other statins are currently | abel ed
as Pregnancy Category X, the drug should not be
used during pregnancy. W have had a | ot of
di scussion that | would like not to repeat, if we
can avoid it, that tal ked about how one gets to be
a Category X product. You can get there either
from proven pregnancy toxicity or |ack of efficacy
during pregnancy. Either of these will put you
into that category.

The conpany's position here, | guess, and

others is that this is no efficacy--there is no

requi renent for this drug to be given during
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pregnhancy and no denonstrated behavi or during
pregnancy and, therefore, that would make it
Cat egory X

The second part of the sentence is; Has
the spectrum and magnitude of fetal toxicity with
| ovastatin 20 milligrans been adequately studied,
obviously an inportant question. |Is the risk for
worren of chil dbearing potential appropriate for an
OrC product ?

It seens to ne that we are going to have
to discuss, either here or later, is the adequacy
of the self-selection or self-exclusion appropriate
and are there ways to strengthen that.

So let's set off. Any discussion on this
topic? Dr. Wolf?

DR WOOLF: | would like to conme back to
the issue that was tabled before. W were told
that there are roughly 5 nmillion people who are a
target for the drug. Fromthe CUSTOM study, there
were roughly 5 percent of wormen who were age 40 to
45 and another 5 percent who were 45 to 50.

Since | have raised the i ssue and a nenber
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of the audience was kind enough to give nme the
pregnancy rates for these individuals, and it is 4
per 1000 per year in the 40- to 45-year age group
and a fifth of that, or 1 per 1000 per year, in the
45 to 49.

Assuming ny algebra is correct and I am
not sure that it is, that |eads to roughly 15,000
worren per year who potentially could be taking this
drug not according to | abel but were in the CUSTOM
study. | would subnmit that the people in the
CUSTOM st udy probably do not represent the usua
consuner but sonmebody who are self-selected to
participate in the study. So there are roughly
15, 000 peopl e per year who will get pregnant while
taki ng the drug.

We were given sone data this norning about
teratogenicity that we did not have yesterday that
suggests that there mght be a class effect. That
has nme concerned. Wth 15,000 worren exposed and
even a few percent of them have an affected baby,
that is, to nme, a big deal

DR. WOOD: Any ot her--yes

DR. WERMAN: The only coment | woul d
make is your statistics assune, in that group

between 40 and 55, that they are not using any
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DR. WOOLF: Absolutely. So that is the

upper bound. But it is per year, so it is a

cunul ati ve exposure.

DR. WERMAN: Absolutely. M only conment

on that, although | think it is an inportant to
di scuss related to the preghancy issue, that
chol esterol treatnent in this highly notivated

group of patients that are seeking healthy

lifestyles, the data has repeatedly shown us that

worren, especi ally prenenopausal wonen, are not

focused on treating their cholesterol and, in fact,

it is hard to notivate post-nenopausal wonen to

treat their chol esterol

So the absolute risk versus the potentia

theoretical risk for this adverse outcone, | think

we continually need to use data and not just

enotional responses to.

DR. HEMMLL: | would like to add, to put
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that in perspective. The information | showed the
comrmittee yesterday was to try to add what you
m ght consider the increnental risk calcul ation.
There are about 400,000 wonen per year, or at
| east, shall we say, 400,000 prescriptions witten
per year today for statins for wonen of
chi | dbearing potenti al

So we are tal king about what may be the
incremental risk that you are concerned about, but
there is already this | evel of exposure going on,
admttedly under a physician's care but | think
that level of increnental risk is not greater than
the overall risk that we are already seeing.

DR. WOOD: Any ot her discussion?

DR CLAPP: Just as he mentioned that
there are prescriptions witten, 400,000 a year,
for wonen who are not in the age category that are
the targeted population, | think we have to have
concerns for the effects of direct marketing.

Al though it is speculative for sure, we know that
the direct marketing will affect wonmen who,

per haps, have heard or it is registered that their
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chol esterol is elevated and then, perhaps, rather
than seek nmedical treatment or change their diet or
exercise, purely specul ative, as human nature woul d
| end sone to do, would see the Mevacor and think
that this is an opportunity to make a change that
isin their health's best interest.

I can see an opportunity for many wonen,
bl ack woren, in particular, who, perhaps, do not
have the opportunity or the resources to have
ongoi ng nedi cal care, accessing Mevacor because
they have been told at some point, because
screening for cholesterol officially starts at 20,
that their cholesterol is elevated and, perhaps,
not focusing in on the guidelines thinking that
they are doing sonmething that is heart-healthy for
t hensel ves, maybe putting thensel ves at increased
risk for this adverse outcone.

Al though the data is unclear, there is
sone concern. As the Merck scientist said
yest erday, reasonable scientists can cone to
different conclusions. That is ny concern with the

i nformati on about the potential congenita
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mal formations of the fetus or newborn child.

Additionally, the marketing of the
medi cation is concerning. | am/looking at, and
shoul d have raised this yesterday, admittedly, | am
| ooki ng at some of the panphlets included in the
package insert. They have a picture of a black
worman hugging a gentleman. | amnot sure who the
target is here. | have been asking nmy coll eagues
how ol d she is and sone say over 55. Sone say
under 55. But she looks like a |ot of black wonen
who are not 55.

So | amnot sure if she is hugging the
reci pient of the Mevacor or if there is a
subl i mi nal suggestion that she, herself, could be a
candi date for Mevacor because there is a sidebar
here and | amnot sure what it is.

So we have her in closeup in other one,
but I amstill unsure of her age.

DR. NEILL: She | ooks younger than 55
because she is tasking Mevacor.

DR CLAPP: There you have it. W al

should take it for that reason. But, nonethel ess,
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I think | am concerned because we haven't seen the
phenonmenon of direct marketing. The outcome that
peopl e who, perhaps, are indigent but want to
i nprove their health and don't have the resources
but m ght want to take a pill. They don't diet.
They don't exerci se.

| am skeptical--1 know that it not the
targeted group, but | amconcerned. As we know, at
| east 50 percent of pregnancies are unpl anned so
the cautions about pregnancy and lactation are
interesting but, if you didn't plan on becom ng
pregnant, you are taking the nedication and the
warning is too late for you

DR. WOOD: Any other comrents? This is
obviously an inportant issue. Dr. Patten?

DR. PATTEN. | share Dr. O app's concerns
and | have some questions in that regard. W have
ani mal -nmodel data that indicates that statins can
be a factor in birth defects. W had a
presentation earlier regardi ng hunman consequences
and we have preval ence figures here, 1 in 10, 000
for very serious defects

I have a question for the FDA. The way
the question to us is going to be stated is, is the

risk for wonen of chil dbearing potential
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appropriate for an OTC drug product. | would |ike
to know what you consi der appropriate and | would
like to have this question answered with regard to
some other OTC drugs so | have a basis for

compari son here

DR WOOD: kay guys, does that put you on
t he spot ?

DR. BULL: | think one thing, if we lived
in an ideal world, that should be kept in mnd is
that the ideal targeted population, if the product
were to be used the way that it is supposedly being
i ndi cated, which woul d be women who are
post nenopausal who would not be in their
chil dbearing years, you probably don't have the
probl em we have

Yest erday, the exanple of Accutane cane
up. One of the reasons Accutane's risk managenent
is so critical is that indicated population is also

the population at risk for its indication for use.
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So | woul d encourage you to keep in nind the way
that the drug--the target population, | think, is
certainly a critical one, but you also have data
that you are going to have to weigh as to what
happens in actual use.

DR, WOOD: But you are not--just to nake
sure we all understand this. You don't nean to
inmply that you think this is |like Accutane, do you?

DR BULL: ©Ch, no; not at all. But I
wanted to nake that clarification because one of
the issues we struggle with with Accutane is that
the popul ation, which is wonen of chil dbearing
potential, is also the population that has acne.

DR. WOOD: But | think the question that
we are being asked is--not to let you off the
hook--is you are asking us to decide whether it is
appropriate. | think you were being asked what you
think based on your previous experience, your
hi stori cal experience, your whatever is
appropriate, number one. Number two, | suppose, in
order to be able to answer that, what is your

assessnent of the risk of pregnant wonen of this
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product right now. |Is that fair, Dr. Patten? |Is
that what we are trying to--

DR PATTEN: Yes.

DR BULL: | feel as if you all are
flipping the question back to us which is why we
have convened you all here.

DR WOOD: We are

DR. BULL: | think one elenent to keep in
mnd is that we have data fromthe actual -use study
that | think needs your input and eval uation
because the packagi ng, the |abel that was
submitted, certainly provided guidance to the
consuner as to--that had age guidelines. And you
have data that appears to be at variance with that.
I think that that is the open question

I don't know if others from FDA want to
comrent at this point.

DR WOCOD: | don't see a rush.

DR. TAYLOR: To follow up on sone of this
discussion, | think it is presunptive to think that
the target population is going to be the popul ation

that you think it is. Even in your own data, you
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say that 37 percent of wonen users were | ess than
55 in the CUSTOM study. So | think it was mass
marketing. You are likely to get a great nunber of
i ndi vi dual s who are bel ow 55 and naybe in sone
reproducti ve range.

In ternms of populations, in terns of
popul ations with el evated chol esterols and LDLs,
the popul ation that | see--we start treating that
much earlier, perhaps, than another population. It
is not acconplished, generally, by lifestyle
changes or ot her changes, strong genetic penetrance
of el evated chol esterol

So | could see a nunber of individuals in
the reproductive range goi ng out and buying this
medi cati on which would put themat risk

DR HEMMLL: | just thought it would be
hel pful to put the question in perspective as Dr.
Cl app had asked. There are OIC drugs that have
significant teratogenicity potential. The npst
i mportant ones, of course, are the
ni coti ne-repl acenent products where the benefit to

have t he popul ati on have easy access to
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snoki ng- cessation products is seen to outweigh the
potential that wonen may inadvertently be exposed.

I think we can adopt sone of the |abeling
that has been used for those products to really
make it very clear that, if you are of chil dbearing
potential and/or considering having a child, trying
to have a child, that you should stay away from
these products.

Simlarly, there are aninmal data for many
OTC products that show sinmilar profiles, if not
worse, at least in the way animal data are
interpreted in terns of the exposures.

Do | have the slide on that? | could give
you sone i nformation.

[Slide.]

| apologize. It is alittle hard to see.
But there are actually three OICs here, cinetidine,
epi nephrine and i buprofen. You |look at the effect
level, mlligrans per kilogramand the dose ratio
to humans--excuse nme; | amgetting nultiple
poi nters handed to ne. For cinetidine,

mlligramper-kilogrameffect level, that is a 9.2
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human ratio. Epinephrine, which is used in asthm
preparations, 0.78. |buprofen, which is comonly
used obviously has animal ratios that are even
bel ow t hose of the human exposure. This is, by no
means, neant to inply that these drugs are unsafe
but this is the type of information that you see in
animal studies and it is the kind of factoring that
goes in in terns of benefit:risk.

The interpretation of the ani mal studies
and rel evance to human exposures, these drugs are
still viewed as safe and, of course, do not have
adverse pregnancy outcones above the normin their
background. The exposure levels in |ovastatin are,
i ndeed, higher than any of the these. O course,
as we said, there may be sone argunment about what
the exposure levels are, but these, we believe, are
the appropriate ones and we think that we are very
much in range with what is acceptable for an
over -t he-counter drug.

DR. WoOD: Dr. d app

DR CLAPP: | think that slide--1 was

intrigued by the slide yesterday because | think
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there is such a vast difference in conparing those
medi cati ons to Mevacor. For one thing, the
cimetidine, even if you find the anal-genita
distances a little wider or smaller, | don't think
it is conmparable to hol opresencephaly for sone of
the skeletal defects that are suggested, perhaps
not proven but associated--or there is an alleged
or concern of an association between this
medi cation and that specific birth defect.

DR. HEMMALL: Yes.

DR. CLAPP: | amsure there is a |lot of
di stance for argunent and for nore information but
I don't think it is conparable. Secondly,
epi nephri ne--do you mean epi nephrine that is used
for resuscitation for those who are in status
ast hmat i cus?

DR. HEMMLL: It is ephedrine.

DR CLAPP: |Is nedication that is used by
a physician. It is not over-the-counter. So it is
something that is used at the discretion of a
physician admnistering it to a patient which is

not conparable to a patient buying an
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over -t he-counter nedication

The i buprofen and fetal -duct constriction,
as | recall, happens during the third trinmester of
pregnhancy if there is an exposure to ibuprofen, the
duct anomalies. Ilbuprofen; it is over-the-counter
but, perhaps--there is no warning on it but, as
recall, that is a third-trinmester exposure that
m ght be associ at ed.

DR. HEMMLL: You are absolutely correct.

DR CLAPP: So that is the difference
bet ween sonething that, perhaps, there is an
associ ation made but not proven in the first nonth
or two of pregnhancy when a wonen woul d not be aware
of the pregnancy.

But, for a wonen who is taking
over-the-counter ibuprofen, she knows that she is
si x-nonths pregnant by that tine. Finofibrate, |
have no know edge about that.

DR. HEMMLL: That is just a conparison of
a another 1ipid-lowering drug.

DR CLAPP: Is that an over-the-counter

medi cation? | don't think so. So there is a
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difference. Even though those are Category C- -

DR. HEMAALL: Correct.

DR CLAPP: The outcones are different and

the method of obtaining themis vastly different
than that--
DR. HEMMLL: | agree with you on all

those points. The point | was trying to nake is

that aninmal data can be found in a whole w de range

of drugs and nost of the drugs are normally

classified Category C because there is actually a

benefit to use those drugs. You could see the sane

thing in drugs for asthma or diabetes.

If we then just ook at the clinical data,

whi ch you saw anot her presentation of the same

clinical data that was presented yesterday in the

Open Public Session today, the FDA has revi ewed
those data and the quote that the O fice of Drug
Safety put in their review was that a causa

associ ati on between in-utero statin exposure and
identified birth defects cannot be made based on

this information.

So | want everyone to just try to put this
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all into perspective of what the actual risk may
be, given the fact that half a million wonen in the
prescription setting are being prescribed statins
every year of childbearing potential, that there
may be an increnental increase in that nunber with
the OIC availability and we are very comitted to
m nim zi ng and nmaki ng sure that those wonen that
coul d be cone pregnant get a rmuch, nuch stronger
| abel nmessage than is currently in the | abel as we
have proposed today.

We are willing to work with FDA al ong
those |ines.

DR. WOOD: Let's neke sure the sponsor has
a chance to respond to these questions. Are there
questions fromthe committee that they want to put
directly to the sponsor about this specific issue?
Dr. Makris?

DR MAKRIS: | just think that it is very
difficult to try and estinmate what the risk
actually is because there really are some
uncertainties. Some were brought out this norning

that the human incidence data may actually be an
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i ndi cator or sone birth defects.

In addition, in the aninmal data, there are
i ndi cations of behavioral alterations in offspring
that | don't think have been explored adequately to
det erm ne whether or not these effects, in fact,
are attributable to early gestation exposures in
the aninmals or if they are relevant to humans.

Certainly, that is a type of birth defect,
a type of devel opnental anonaly as a functiona
effect. So | think that these things have not been
adequat el y explored and probably need sone
additional study. But it also prohibits us from
really getting a good handl e on what the risk is.
I think that discussion about fortifying the | abe
is really appropriate in this situation

DR. WOOD: Are there other questions that
we can put directly to--Frank, do you want to put
yours directly to the sponsor?

DR. DAVIDOFF: This is really nore by way
of a comrent on the very interesting data that
close to a half a mllion prescriptions are being

witten for wonen in reproductive years for
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statins, or perhaps it was particularly for

| ovastatin, because | think the point here, or
there, is that those prescriptions are al nost
certainly being witten for wonen who are at really
qui te high risk, high enough, of cardiovascul ar
events to warrant prescriptions for statin drugs.

Here we are dealing with a matter of
benefits being weighed relative to risks. Since,
as | hope to be able to talk nore about this later,
I think the presumed benefits fromthe targeted
group for OIC | ovastatin are at |east an order of
magni t ude, perhaps nore, |ess per unit of
popul ation than they are in the prescription
setting.

I think that shifts the benefit:risk ratio
here. So, even if the risk is really quite small,
as | amsure it is, for bad fetal outcomes or
pregnancy outcones fromlovastatin, | think that
you can't really extrapolate fromthose 400,000 or
500, 000 prescriptions and the benefits that night
be expected fromthose relative to the risks for an

adverse pregnancy to the over-the-counter situation
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where | think the bal ance of benefits and risks is
going to be very different.

DR. WOOD: Any other--Dr. Finchanf

DR. FINCHAM Just a comment. In ny own
m nd, | cannot nmake the anal ogy between
ni coti ne-repl acenent - product |abeling and what the
issue is with lovastatin in that pregnant women who
snoke are at risk, period, and they use
ni coti ne-replacenent products. |Is it |ess safe?
More safe? | don't know.

The only analogy | can see with | ovastatin
is perhaps is sonebody is using an herbal product
inmported fromthe east that nay have sonme of the
drug init. So, in m mnd, | would encourage us
not to tal k about nicotine-replacenment products in
this context. That is just an opinion.

DR. WOOD: Dr. Taylor?

DR TAYLOR. Again, just a conment.
Lovastatin remains a Class X; is that correct?

DR. WOOD: Right.

DR TAYLOR | don't think we need to

forget that. Secondly, the nedications that were
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on the slide were nostly internittently used
medi cations for synptons whereas this nedication is
proposed for chronic use over years. So | think we
have to factor that into whatever decision we make
relative to risk.

DR WOCD: Dr. Carpenter?

DR CARPENTER  Just a comment anplifying
Dr. Capp's appreciated conments. There seens to
be alittle concern of a m xed nessage that may
cone through when | ooking at the | abel and
listening to the nature of the way, perhaps, we
heard this norning fromthe consunmer groups, the
way this medication is al ready being perceived and
may be advertised in the future, and that is as a
nore natural, nore whol esonme product.

I am concerned that, particularly in this
pregnancy setting, when the big picture and the
advertising and tel evision and the col or photos in
the store are going to convey this nmessage and the
| abel is going to nmention, don't take it if you are
pregnant, that the latter may get a nuch | esser
pl ay.

I woul d chall enge that the sponsor needs
to not only consider the | abel but consider the

nature of that kind of advertising approach,
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al though FDA, | know, has little to do with that.
But has there been any consideration in terns of
how to work out a thene regarding this issue given
the nature of the m xed nessage that you can sort
of see at present in this regard?

DR WOOD: kay. Here is what | propose
we do. | think this is obviously a very inportant
issue and | don't want to, in any way, short-change
it. So | think what we could do is to take our
lunch break now, return at 12:45, make sure we
compl ete our discussion at that time and then take
a vote. That will also allow the sponsor to give
any thought that they want to nake any responses
after that.

I had hoped we would finish before |unch,
but that is out of the question. So we will be
back at 12:45 and start pronptly.

[ Wher eupon, at 12: 00 p.m, the proceedi ngs

were recessed to be resuned at 12:45 p.m]
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AFTERNOON PROCEEDI NGS

[12:45 p. m]

DR WOCOD: All the conmittee seemto be
back but we seemto be nissing the FDA staff. |Is
that right? W have all the comittee?

As you renmenber, we left this issue, the
pregnhancy issue. Wen we were broken, | tried to
reformul ate the questions a little bit and see if
this works for people. | nmade the first question,
have you heard data that suggest to you that this
drug is so potentially toxic to the fetus to
prevent it ever being marketed OIC under any
circunstances. So, disregarding all the other
stuff about I abeling and all these sorts of
questions first, within the context of what we
think about with any drug, and the relatively very
l'imted nunber of reports of any toxicity here,
whet her anyone really thinks that is the case.

The second question was going to be is the
proposed | abel i ng adequate to excl ude wonen of
chil dbearing potential fromtaking this drug based

on the CUSTOM study or whatever other data we have
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seen. |If the answer to that is either yes,
obviously, or no, and, if it is not, what would you
want to see that woul d be adequate to get you to
the stage that that woul d be appropriate?

Does that sound hel pful to the comittee?
So let's proceed on that basis and let's discuss
the first question which I will repeat for
everybody's benefit. Have you heard data that
suggest to you that this drug is so potentially
toxic to the fetus to prevent it ever being
mar ket ed OTC under any circunstances.

So, ignoring the quality of the |abeling
studies, ignoring all that stuff for the nonent,
just looking at the biology, if you will, what do
you t hi nk?

Now, do we want to have sone di scussion on
that first? Yes, Frank?

DR. DAVIDOFF: | appreciate your
reformul ating that first question, but you have put
it in extraordinarily absolutist terns. | mean, it
is hard to vote on sonething ever being avail abl e,
et cetera, et cetera.

DR WOCOD: You are an editor, too. Gyve
ne sone- -

DR DAVIDOFF: | think it is just asking
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for a kind of judgnent that is very--

DR. WoOD: Al right. W wll softenit a
bit. But you get the sense, anyway. | neant it to
take an extrene position and then we can nove back
fromthere. Can we have some di scussion on that
first? No? Are we ready to vote on that? Then
let's take a vote on that.

DR. FINCHAM Al astair, | amnot sure
everybody was in the roomwhen they heard your
reformul ated questions. | was, but--

DR. WOOD: Then let nme reread them again
with Frank Davidoff's proviso. M question is;
have you heard data that suggest to you that this
drug is so potentially toxic to the fetus to
prevent it ever being marketed OTC. | said, "under

any circunmstances,"” to renove fromthis discussion
| abeling issues and all the other kind of issues
that we are going to get to under the second
quest i on.

The second question was; is the proposed
| abel i ng adequate to exclude wonen of chil dbearing
potential fromtaking this drug based on the CUSTOM
study or whatever else you have seen. A sub of

that is, if your answer to that was no, what woul d

you want to see that woul d be adequate?
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So let's start with Neal Benowitz. The
question is--let nme make sure we understand which
way we are answering this. Have you heard data
that suggest to you that this drug is so
potentially toxic to the fetus that it would
prevent it being marketed. If you think you have
not heard such data, your answer woul d be no.
DR. BENOW TZ: Are we doi ng both questions
t oget her ?

DR. WOOD: No; just one question to start

DR. BENOWTZ: M answer | think that it
coul d be marketed OTC with the proper warnings.

DR. WOOD: Maybe everybody should state it
i ke that so there is no confusion.

Dr. Caprio?

DR CAPRI O  Yes.

DR, WOOD: Wiy don't you state it |ike
Neal did so there is no--if you are endorsing the
Dr. Benowi tz provision--

DR CAPRIO Yes; with Neal.
WOOD: Al right.
BLASCHKE: A third for Neal.

CARPENTER: A fourth.

3 3 3 3

PARKER:  Fifth.
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DR.
basi s of what

DR.

you woul d not

DR.

DAVI DOFF: | woul d not endorse on the
| have heard so far.

WOOD: So you are agai nst Neal .

DAVI DOFF:  Maybe that, too.

WOOD: | just want to make sure that
endorse this marketing under--

DAVI DOFF:  Ri ght.

WOOD: Okay. Good.

PATTEN: | al so woul d not endor se.

Part of the problem 1 think, is that, in this

| arge number of wonen that have been exposed Rx, |

have heard not hi ng about studies of the child

post-birth devel opmental probl ens, behavioral
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probl ems. W know not hing of that.
DR. McCLUNG | agree with Neal, so |
woul d endor se
DR CLYBURN. | endorse it as all
DR MAKRI'S: | would endorse it
recogni zing that there are uncertainties and that

the | abeling may be able to handl e that.

DR. SCHADE: | endorse it.

DR TAYLOR | would not endorse it.
DR SCHAMBELAN: | would endorse it.
DR. WOOD: | amwith Neal.

DR TINETTI: | would endorse.

DR WATTS: | woul d endorse

DR. NEILL: | would endorse.

DR WERMAN: | woul d endorse.

MR SCHULTZ: | woul d endorse.

DR. FINCHAM |, too, would endorse.
DR SNODGRASS: | woul d not.

DR. WOOD: Let's get a tally here. Oh;

let ne read to you the question--did you hear the
questions? No?

DR. WOOLF: No; sorry.

DR WOCD: W divided the issues into two
questions. The first question was; have you heard

data that suggest to you that this drug is so
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potentially toxic to the fetus to prevent it every
bei ng marketed OIC under any circumnmstances. The
purpose of that was to try and di ssect out |abeling
i ssues, all of the uncertainty of that. So we are
tal ki ng here about the biology, not the other
i ssues.

The second question was; is the proposed
| abel i ng adequate to exclude wonen of chil dbearing
potential fromtaking this drug based on the CUSTOM
study or whatever el se you have seen and, dependi ng
what you think about that, if you thought no, then
we woul d want to know what you would want to see
that woul d be adequate.

So we are not dealing with that question
right now. W are just dealing with the first
quest i on.

DR. WOOLF: | think there is a potenti al
probl em

DR WoOD: Dr. Follman, did we get a--

DR FOLLMAN: | would endorse it.

DR. WOOD: So we have 19 yes and 5 no.

Dr. Clapp is not back yet.

Let's move on to the second part of that

question, then, which is the nore operationa

i ssue. The operational issue is, is the proposed
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| abel i ng adequate to exclude wonen of chil dbearing
potential fromtaking this drug based on the CUSTOM
study or whatever other data that we have seen out

t here.

Dr. Parker is not here but | am cogni zant
of the fact that there are other exclusions that we
tal ked about coming back to later and we shoul d
come back to themlater as well.

So, can we have some discussion on that?
Go ahead, Dr. Mukris.

DR. MAKRIS: | was just going to ask if,
as part of this, we are going to be recomendi ng
sonme changes or just that some changes happen and
that these be put forward by the sponsor.

DR WOOD: | think we have the option to

do both. | think the first question is to decide

file://ll[Tiffanie/c/storage/0114NONP.TXT (223 of 337) [1/26/2005 10:48:17 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

if we think what was presented was adequate and, if
not, then | guess | would imagine it would be
hel pful to the agency and to the sponsor to hear
what ki nd of changes we woul d be | ooking for that
woul d provi de an adequate | abeling package or
what ever issues, a package that was used neasure to
the patient's understandi ng or whatever

Frank?

DR DAVIDOFF: | amnot sure that | can
t hi nk of package | abeling per se that would
reassure ne enough because the CUSTOM study are
really not reassuring. | would, however, be quite
supportive of a behind-the-counter nechani sm and
wonder if this discussion and this potential action
m ght not be useful in that it mght trigger a
serious discussion and proposal for nmoving in that
direction.

| realize the FDA or this committee
doesn't have the jurisdiction on that, but, in
terns of really getting a serious debate going,
| earned, during the lunch hour, that, as

understand it, a nunber of states have actually now
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| egi sl at ed behi nd-the-counter mechanisms as |legally
enpowered. So | wonder if that mght not--the time
m ght not be ripe to nove in that direction.

DR WOOD: Dr. Finchan®?

DR. FINCHAM If | might add, that is on a
very case-by-case specific basis. 1t deals with
per haps, cough syrups that contain codei ne and
other types of products so it is not across to
board. It is certainly a case-by-case basis.

DR. WOOD: That is one issue to think

about. There are others as well. Dr. Parker?
DR PARKER. | would just say that, froma
met hodol ogi ¢ standpoint, | have concerns about both

the | abel conprehensi on and the CUSTOM because
think, at the end of the day, what we are | ooking
is to see can peopl e understand what they need to
know in order to be able to adequately self-sel ect
and use.
I don't think we have as much infornation

about that as we need. One of the concerns that |
have nethodologically is that | think the rea

experts about product understanding cone from
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users, users and non-users. |In the studies that

were done, we really do not have insight fromthe

popul ation, for exanple, that self-selected to use

incorrectly.

I think there is very valuable informtion

that coul d be gai ned nethodol ogically by

approachi ng those studies differently. So | think

that, really, what is required is nore rigor
met hodol ogically to | ook at both | abe
conpr ehensi on--1 cannot understand doing a

| abel - compr ehensi on study and not meking its

results a part of an actual -use study saying that

understand that there were thousands that were
tested prior to that.
But, unless the results of the

| abel - conpr ehensi on study are perfect, then it

seens |like the results of that study could be fed

into the actual -use study in order to nake the

| abel that then goes forward even better.

I think, certainly, the work that has been

done in health literacy which points out that we

have 90 million Americans--and | nust say, given
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the size of that nunber, many woul d say that that
does represent the skills of "an ordinary Anerican”
whose struggle with very common, everyday tasks
|like using a bus schedule, that the task is
daunting to take sonething as conplicated as this
and nake it sonething that the ordinary citizen can
under st and.

The solution is not dunbing down the
i nformati on because the information is too conpl ex
to be dunbed down. The solution is to figure out
now to effectively comunicate very conplicated
information that is absolutely essential for
sel f-managenent. | absolutely do appl aud the
efforts to try to encourage sel f-nmanagenent.

I think that the science, the nethodol ogy,
has got to be so rigorous to advance our ability to
communi cate very difficult information and that is
really where we are stuck. | think that the people
who didn't self-select correctly and becane users
did so because they didn't understand what they
needed to do. | can't inmagine that they wanted to
just go buy it and do it.

So | think it is going to take stepping
back fromthat. The real experts are the users,

the users and the selectors and non-sel ectors. W
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are going to have to take that popul ation and
really partner with themto see what we can | earn
in order to get the kind of information that is
really required for adequately being able to
sel f - manage.

DR WOOD: | have two--first of all, a
Chairman's comment. | would like us to confine our
comrents at this point just to the labeling as it
relates to child-bearing potential because we are
going to come back to other |abeling issues |ater
Then | have ny own comments on this question, if |
can make sone.

| can't see how we can possibly say that
the labeling is adequate given that only 1 percent
of people got it right and not even the nost
l'iberal schools with great inflation and so on
would allow to think that was a particularly great
great. So | think the answer is that the |abe
conpr ehensi on studi es and others need to be redone.

But it seens to ne that is sonething that
coul d be negoti ated between the FDA and the
conpany. So | think they are not adequate right
now. | can't inmagine how we could say they were
adequat e gi ven the data.

But | would like to, having said that,
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suggest that we introduce very rigorous criteria
for determ ning that wormen of child-bearing
potential exclude thensel ves based on a
| abel - conpr ehensi on study. That seens to nme fairly
easy to do, fairly easy to test, and it m ght have
to be tested nultiple tines to find the right
approach to do that.

O her questions? Suggestions? Charlie?

DR GANLEY: | think the one thing that is
wort h havi ng sonme di scussi on about in response to
these answers, not just directed at the wonen of
chil d-bearing potential, but when you think about,
if you go to Dr. Shetty's review where it went down
and it threw out the people where they nmade errors
and you end up with about 10 percent, | guess what

is somewhat difficult for that is that you have to
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go through these nultiple levels, one after
another. | suspect that a |ot of us wouldn't get
themright in the end.

And so it becones inportant, well, what
are the inportant things that soneone really needs
to know in that hierarchy--what is your hierarchy
here? |Is it inportant that you know your
triglyceride? Is it inmportant that you know what
your HDL level is. It is hard to understand why
people didn't get the age thing right and there
wasn't nore information on that.

But | think, as you go through this and
you keep aski ng questions and these different
points are in different parts of the label, it is
not totally surprising you get down to 10 or 20
percent. It is not surprising to me, in the
actual -use study, that you don't have 100 percent.

But | think it would be inmportant for us
to understand what are the inportant things there
that the conmittee thinks the consunmer needs to
know in that. Their cholesterol is inportant. Do

they have to absolutely know their LDL chol esterol ?
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The British have a different nodel. They don't
care what your initial cholesterol is. They do
care afterwards, apparently.

But that is an inportant thing because
hal f the people in her analysis, about 50 percent
of the people, got thrown out because they did not
get the LDL cholesterol right. |Is that a dead-end
then, if they can't get that? So those are the
things, | think, that would help us in the course
of answers.

DR. WOOD: | agree with that. | actually
think that the entry criteria were far too rigorous
and that a nuch larger proportion of the popul ation
woul d benefit fromthe drug and then were defined
by that. | amnot sure it is the | east inportant
for this population to know what their HDL was. |
am not ever sure how inportant it is for themto
know what their LDL was. | amcertainly sure it is
not inportant for themto know what their
triglycerides are at that stage

I think, to ask people to renenber three

nunbers and ki nd of nanipulate these is al nost |ike
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these tests for Al zheinmer's that nost of us would
fail, probably, if we took it.

So what | am suggesting, | guess, is that
we have a much nore organi zed test that tests the
things we think are critically inportant and avoid
confusing people with a bunch of other infornmation
that they don't need.

Dr. Fol |l man?

DR FOLLMAN: | would like to tal k about
one mnet hodol ogic issue in the CUSTOM study that
t hought was sort of unfair and may have contri buted
to the | ow percentage of people being correctly
cl assified.

So, if you look at the label, it says, do
you know your nunbers within the last year. So
| et's suppose a year ago, | got ny LDL--

DR. WOOD: Hang on. W are tal ki ng about
pregnancy right now just.

DR FOLLMAN:  Never m nd.

DR. WOOD: So let's get to that because
that is one of the questions down here. So let's

just focus on the pregnancy issue. Any further

file://ll[Tiffanie/c/storage/0114NONP.TXT (232 of 337) [1/26/2005 10:48:17 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

di scussion on labeling for pregnancy? Yes?

DR. CARPENTER: Just |ooking at the
current box, there is sinply the statenent, do not
use if you are pregnant or breast-feeding. | think
that nmessage shoul d be strengthened enornmously. |
think there should be a rationale provided.
think that people renmenber things better or pay
more attention to themif there is some indication
of the consequences.

I think sone of the data presented this
mor ni ng, al though we don't have strict incidence
data that we can use in a label, it certainly
provi des an associ ati on between not a sinple or a
limted defect but a very severe congenital defect.
I think | care for some of the children with
hol opresencephal y and, believe ne, it is not |ike
anal -genital distance problems. Wth that
association, sone allusion to the severity of the
consequences needs to be on this box.

The second piece is that the label is
really the gestalt of the whole presentation and

think the sense that this is a natural product and
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whol esone needs to be, perhaps, played down
al though it is considered one of the selling
poi nt s.

DR WOCOD: Any other comments? Dr.
Snodgr ass?

DR. SNODGRASS: Wth regard to wonen of
child-bearing age, it seens to nme that you coul d
thi nk about the possibility of a | arge bl ack-box
war ni ng equivalent. But then that still, perhaps,
may not be 100 percent what you want. Then you
could get into, well, can you, in an
over-the-counter situation require pregnancy
testing--1 don't see how, logistically, that would
be feasible in an OIC setting--but require
pregnancy tests before you can purchase or use this
product .

In the absence of that, then going back to
saying, do a large prospective study of the 400,000
or whatever nunber of wonen are using this per year
to | ook at outcone, actually, in depth,
prospectively | ook at outcone because, if that data

is pretty strong, then all these others becone |ess
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of a consideration, and it is strong that it is not
a significant human teratogen, then these others
become | ess of a consideration

DR WOCOD: Dr. Parker?

DR. PARKER: Just as a conparison, | think
the Heart Health Questionnaire that we used in the
U K starts at the very beginning, | think, just as
a model to conpare in terns of clarity and ability
to understand. At the very beginning, it starts
with, are you male, 45 to 54, 55 and over, or
femal e, 55 and over. If you are not, that is it.

It seens that the age alone relates very
specifically to child-bearing potential. |In terns
of prioritizing the need to know in order to be
able to do what you need to do, | would consider
this as a nodel which was not tested in the
currently proposed--

DR WOOD: It al so asks whether you have
reached the nenopause whi ch woul d broaden the group
alittle bit and still prevent pregnancy.

DR PARKER  Just an alternative nodel to
| ook at.

DR. WOOD: It asks both, actually. Any
ot her discussion? Dr. Mkris?

DR MAKRI'S: It mght be worthwhile just
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beefing up some of the | anguage about pregnancy
because just asking the question or saying, do not
use if you are pregnant or breast-feeding, that
presunes that sonebody knows already that they are
pregnant. But there may be wonen who actually are
trying to become pregnant and who are not pregnant
yet and, perhaps, it should say, if you are trying
to become pregnant or if you think you m ght be
pregnant, to include those as well.

DR WoOD: O you think you m ght becone
pregnant, | guess. Dr. Wolf?

DR WOCOLF: | have a bit of a dil emm.
One the one hand, we are telling people, wonen, not
to take it unless they are 55 and ol der and unl ess
you are in Italy and there are very unusua
ci rcunst ances, none of those wonmen are going to
becone pregnant.

On the other hand, how are we going to put

on the label if, by any chance, you are | ess than
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55, that you have to do sonething and you coul d get
pregnant, what are you going to do about it? So
how do you put that into a | abel?

If it is going to go into the |abel, |
woul d strongly urge that it says that if you think
you may be able to get pregnant, that you need to
speak to your physician prior to starting Mevacor
OrC. But | don't know how you deal with the two
parts of that.

DR. WOOD: | think part of the problem
right now, and the Chairman should shut me down, is
that the exclusions and contraindications are mi xed
up with the indications. So, for instance, you are
told not to take it if you have got heart disease.
But that is not because heart disease is an
exclusion. It is because heart disease actually
means you nust take it and you shoul d be seeing
your doctor to take it.

You are told not to take it if you m ght
be pregnant. Well, you know, these are orders of
magni tude different in terns of contraindications.

One is a contraindication and one is not. So all
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of that needs a lot of polishing and work it seens
to ne. But | agree with you. | think that could
be separated out.

Any other coments? Do we need to vote on
the question of whether we think the labeling is
adequat e? Does anyone think the labeling is
currently adequate? |If so, speak up.

We have had a di scussion on the changes of
the | abel that speak directly to the pregnancy
i ssue, so | think we can pass--sorry; Dr. Makris?

DR MAKRIS: | think it mght be
worthwhile to tal k about the idea of recomendi ng
further testing although that was part of the
question that was laid out here and a nunber of
fol ks have actually brought that issue up. | think
it is worthwhile maybe di scussing it nore.

DR. WOOD: Testing for--pregnancy testing?

DR MAKRIS: No--well, additional testing,
or additional studies, a prospective--

DR. WOOD: Oh; teratology testing.

DR MAKRI S: Yes.

DR WoOD: On; | see. GCkay. Any
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di scussion on that?

DR. McCLUNG | woul d propose that we wait
and do that after we discuss the rest of the
| abeling issues. It is not specifically confined
to the pregnancy issue and we have got nore to
di scuss about that. At the end, | think that is an
important thing for us to cone back to.

DR. WOOD: kay. That sounds like a good
pl an.

In that case, we will nmove on to Question
5. Question 5 is; does the frequency of
appropriate sel f-diagnosis and sel f-sel ection
support the conclusion that |ovastatin 20
mlligrams can be used safely and effectively in
the OIC setting. Pl ease descri be which anal ysis
i nfluenced your decision

Any di scussion on this? Does that nean
everybody thinks it worked? Dr. Wolf?

DR. WOOLF: This may be a radical approach
but | think the CUSTOM study was a fail ed study.
The way it was set up, only 10 percent of the

popul ation actually net the criteria. Half the
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patients didn't have a chol esterol to begin wth.

For some reason, people couldn't understand their

age and then we can debate whether it is inportant
to know your HDL or not.

So, if you sinmply | ook at the study from
that standpoint, the answer was that it didn't
work. |If you then add a whol e bunch of ad hoc
anal yses after that and add sone conmpn sense, you
say, well, people selected thensel ves properly.

But that is equivalent to saying, well, why did we
do the CUSTOM study at all because we can just use
sonme common sense. |If you are middl e-aged and you
are overwei ght and you have a famly history, you
probably have an el evated chol esterol, and your
chol esterol is too high and you ought to do
somet hi ng about it.

So | don't the CUSTOM study was terribly
convincing at all. So, therefore, | can't use it
to support the over-the-counter indication

DR. WOOD: kay. Any other discussion?
Mary?

DR. TI NETTI : | have sonme concerns as
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well. | think the problemis that we are talking
about this new nmodel of long-termtreatnment for an
asynptomatic condition and, unfortunately, the
actual -use studies are still in sort of the old
paradigm So, alnost by definition, they are not
set up to answer the kind of questions we are
interested in.

But, in addition to that, is, even in the
best scenario, people who volunteered to be part of
this study and had incentives to participate had a
difficult time self-selecting and nost of them said
they had to talk with their physicians which,
agai n, begs the question, is that an
over-the-counter nedication

In addition to that, there is a small
nunber of ol der people--the low literacy was set at
ei ght h grade which is probably higher than what
nost people would consider low literature. So
think, in many levels, this study does not address
the questions that | think will be inportant in
determ ni ng over-the-counter

DR. WOOD: Any other discussion? Dr.
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Fol | man?

DR. FOLLMAN: This is a point | tried to
make earlier. It has to do with defining who net
criteria or not. According to the label, if you

have your chol esterol test done within the |ast
year and your nunbers are acceptable, and you neet
the other risk criteria, you should take the
product .

That is not the way things were counted
here. Let's suppose that three nonths ago, | took
my LDL and it turned out to be 150. Let's suppose
I nmeet all the other criteria for the test.

| go to the CUSTOM study, get a

finger-stick test and it is 182. Now | am not any

|l onger eligible. 1 would be counted as a did not
meet the criteria. | think that doesn't nake sense
to ne because, according to the label, | should be

meeting the criteria. Wthin the |ast year, ny
nunbers were in the right.

We know that the chol esterol nunbers will
bounce around both because of reproducibility

errors and because of changes in tine over the
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course of the year. So | think, in sone sense, the
met hodol ogy was overly harsh in defining who was
eligible or not.

DR WOOD: Dr. d app?

DR. CLAPP: Does the REALM Iliteracy test
test for conprehension? You can read, but do you
conmprehend. So | was wondering if there is a
compr ehensi on conmponent to anal yze for--

DR PARKER No. The REALMis a list of
66 words. It is a word-recognition, pronunciation,
test. You read the list of words. |[If you
correctly pronounce the word, it is scored as
correct. It has not neasurement at all of either
compr ehensi on in context and there is no gauge
what soever of nunerancy which is the ability to
under stand numeri cal concepts which are a critica
pi ece of the understandi ng needed for acting on
this kind of information. So a stronger screening
woul d, no doubt, give you nore information about
t he popul ati on.

DR WOCOD: So does that mean | would fai
on the pronunciation?

DR PARKER | don't know but | will test
you afterwards.

DR. WOOD: On the pronunciation
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DR. PARKER: But | amgoing to use ny
i nstrument and not that one.

DR. WOOD: Any ot her--Frank?

DR DAVIDOFF: | guess | ama little bit
confused because it seems to me that we are getting
too different nmessages here. One of themis the
entirely laudable effort on the part of Merck to
have the target conformto the ATP guidelines to
m nim ze confusion, to presunmably increase the
efficiency and efficacy because it is nore
targeted

At the same tinme, we are hearing that,
well, there was an awful |ot of slipping in people
self-selecting for that target group. But that is
okay. In fact, it is good because then those
people will also get sone benefit.

So, in a way, the latter observation
suggests, well, why have these criteria or why have

many of them because, as Chuck Ganl ey says, well,
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if some of themaren't very inportant, why put them
in there.

Well, | think the reason they are in there
i s because of Merck's interest in keeping things
more targeted and nore consistent. So | ama bit
hung up here between those two. | would appreciate
anyone's comments, particularly, perhaps, fromthe
sponsor as to what is really going on here and,
perhaps, reassuring us that this is going to be
going in one direction or the other rather than
sort of like the character in the novel who junped
on his horse and rode off in all directions.

DR WOOD: Do you want to respond to that?

DR. HEMMLL: Yes. | think it would be
hel pful if we had a few mnutes to try to return
back to the center in the sense that people are
thinking very closely to what the FDA anal ysis did,
which did take that very strict interpretation. |If
you missed any of the ten or twelve criteria, you
went down into the bucket of "failed."

O course, one of the elenents was the

doctor interaction. That doctor interaction was
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al so a key el enent of the |abel-conprehension study
and that 1 percent rapidly goes up when peopl e say
they would need to check with their doctor because,
of course, in a |abel-conprehension study, we had a
bunch of people that didn't know their chol estero
nunbers. This was a mall-intercept study.

But Bob Tipping would like to just take a
few m nutes to come back and actually show t hat
this is, in fact, how the data were anal yzed.

Al t hough we took a very strict approach to stay in
line with the NCP guidelines, we | ooked at that
data in other ways that allowed sone | eeway around
t hose guidelines knowing that it is still a
surrogate and we are trying to approximate a
surrogate with our | abeling.

MR TIPPING | have several coments to
make. | have heard several comments here about our
behavi oral data and our conprehension data. Sone
of them| agree with and some | think need sone
clarification.

Dr. Ganley has nmade a fewreally good

points, | think, in his opening remarks the other
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day. He nade the point that the health
consequences of the errors nust be consi dered.
Then, |ater today, he nade the point that there are
errors occurring but there has to be sone
hi er ar chy.

I think that is exactly what sone of the
anal yses that we presented tried to do, tried to
put some context around that. It was a ful
di sclosure. W told you about the safety warnings
but then we tried--and, actually, | believe that
the | abel perforned extraordinarily well both in
the consunmer's ability to conprehend it as well as
behave to it.

I will show you sone slides in just a
m nute on that. The areas where nmaybe the behavi or
was a little bit |ess was around these very
criteria that we are targeting the popul ation, do
you know all your lipids. Wat are your
triglycerides? That is where the behavior was a
little bit |ower.

I don't think--to respectfully disagree

wi th what sonmeone on the panel said, | don't think
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that is because it is a strong |ack of
comprehension. | think people from our

| abel - conpr ehensi on studi es understand those
nmessages.

I think it boils dowmn to them making their
own personal assessnent of benefit. They don't
have the safety issues. They know that maybe while
they don't know all of the issues on this |abe
that have to do with the targeting a popul ation,
don't know what ny HDL is but | know ny doctor told
me | had a high total cholesterol. 1In fact,

80 percent of our users knew their total
chol est erol

They decided that, | amgoing to give this
product a try. | think that our analyses tried to
break that out and it showed you that greater than
90 percent were getting this safety-warning
messages, and that nunber fell to the 60s for the
| abel -benefit criteria.

I think the FDA anal ysis, which we don't
argue with the nunbers that underlie all of it, but

it was very nmuch a hierarchical approach that
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required conpliance to each and every one of those
el ement s.

To Dr. Ganley's point, | amnot sure that
that approach takes into account the clinica
consequences of behavi or around those el ements.

So, with that sort of passionate speech to start
thi ngs out.

DR. WoOD: Dr. Benowitz? Ch; |'msorry.
Dr. Neill first.

MR TIPPING | would like to show you a
few slides.

DR WOOD: |I'msorry. | thought you were
fini shed.

MR TIPPING | will hurry this along

DR WOOD: Be qui ck.

MR TIPPING |If we could see Slide 122

DR. WOOD: Very few slides. Okay?

MR TIPPING Okay.

[Slide.]

Again, this is to remnd the group of a
slide that | showed in nmy presentation which talks

about behavi or around the safety warnings in the
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| abel. They are listed as warnings for the initial
use. You see many of the evaluators with these
conditions and very few, the yellow bars, that are
actually using it. 80 people who canme and said,
have |iver disease, only three used

That, to me, is a lot better than 10
percent behavi or around these el enents. Twelve
pregnant wornen; none of them chose to use. This
had nothing to do with a physician interaction that
mitigated this behavior. Those twelve pregnant
worren chose not to use the product.

Potentially interaction nedications.
There were 152 of our evaluators. Only ten of them
chose to use and there were no--and this gets nme to
anot her point. So that is behavior around this
el ement, but you have to put it in context. What
is the absolute risk to this group of people?

We have heard that people taking
potentially interacting nedications with Mevacor,
maybe the rate of rhabdonyolysis is 1 in 50,000
patient treatnment years. So you have to kind of

| ook at that and say, with that background rate, if
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there is this popul ation of people that are at risk
doi ng that and we keep this many from doi ng that,
then you have to apply that factor. So the rate
woul d drop from1 in 50,000 or 1 in 100,000 patient
years if we take 152 of the 162 that woul d expose
thenselves to that risk out of the equation

So | think, in interpreting sone of the
behavior, | think we have to be careful to put it
in context to the actual extrenely |ow background
rate of the actual adverse experiences that we are
worri ed about here.

Let me do one nore slide. Gve me Slide
1604.

[Slide.]

This slide specifically tal ks about the
peopl e that came to one of the sites with a history
of muscle pain. The label is very clear and its
message i s about that, don't use the drug, talk to
a doctor.

One point | would Iike to make is that the
| abel is effective in raising awareness of this

i ssue because 300 of our evaluators, nearly 10
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percent, cane and said, "I have had a history of
that." So it is very inportant. | think the |eve
is effective in raising that |evel of awareness.
And it is working, to a |arge degree, and that 5
out of 6 of this 300 didn't use the product. 53
di d.

What is the consequence of that? Well, 13
of the 53 reported sonme drug-rel ated nuscl e synptom
during the study and, again, how much did all of
the | abel nmessages kind of raise the awareness of
t hat .

But, then, what is the behavior in this
group of 13? It is a small nunber of people but 11
of the 13 make the appropriate decision to stop and
stop taking the product.

So | just wanted to show a few of these
slides to say that there is another interpretation
of our behavior |ooking at specific elenents of the
| abel that are of particular concern and | think we
actual | y have exceptional behavior.

DR. WOOD: Okay. Dr. Neill.

DR NEILL: If you are over 45, and you
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are exercising, as everybody is that takes this
medi cati on, and you don't have nuscle pain, | want
to know who you are because you are not doing the
ri ght exercise

But, nore inmportantly, | think, anong
those users who reported these synptons and chose
to take the nedication anyway, we haven't seen data
regarding the attitudes that informtheir decision
to use this despite whether they conprehend or
don't conprehend.

| feel confident that there may be some
who choose, as a result of this proxy, the box,
which is a proxy for informed consent which, of
course, in a physician's office is detail ed,
rigorous and perfect. But | am confident that
peopl e who see this box and use the information on
the box in the process of using it as a proxy for
that informed consent that sone of themrecognize
those synptonms. They know they have di abetes.
They know they have these other high-risk
conditions and choose this because they can't get

any of the other things because they are not
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i nsured.

They can't get any of the other things
because they just don't have insurance this nonth.
I do think that, in part, sone of those attitudes
i nform what may of us have as an opi ni on regarding
the potential public-health benefit. | don't think
that we should let it be |lost that, however small
that effect may be or however few those patients
may be, who really should be treated at a higher
dose and really have to see their doctor

The bottomline is, they don't. |If they
get sone benefit fromthis, that is better than
not hi ng. The question seens to be whether it is
worth the risk to sonmebody else. |Is the risk of
themreceiving some small benefit and not dying
this year fromtheir nassive heart attack, even
t hough they have metabolic syndronme and all the
other things for which they have not seen a
physician, and if you have any concern that there
are patients with nmetabolic syndrome that don't see
physi ci ans, conme to ny nei ghbor hood.

Wal k down the street. | will show you 20
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in five mnutes. They don't see physicians for
this and are not being treated. | do believe that
there is sone benefit for that. So, for nme, while
a strict reading of this Question 5 and especially
the detailed analysis that Dr. Shetty presented
yest erday suggests that people do not appropriately
sel f-sel ect according to every criteria on the
| abel .

I still believe that patients within the
CUSTOM study have been able to glean the
information that they need to tilt that
risk:benefit equation towards benefit. | admt to
there being sonme degree of faith in that given that
the benefit to me is not one | can measure for an
i ndividual patient but it is a benefit that accrues
fromthe use of this nedication in the OTC setting
at the public-health |evel

When sonebody wants to fund that study,
let me know | would be happy to be a P.I. for
you.

DR WOCOD: Dr. Werman?

DR. WERMAN: The ngjority of the focus
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and the discussion recently has been in the CUSTOM
study about how well it did to prevent people who
woul d be at risk for the side-effect profile from
getting the side-effect profile and the absol ute
low risk of potential toxicity of the drug.

| was nmore concerned with the FDA
presentation about how poorly it did in having
peopl e correctly self-select for the target
popul ation. So how wel|l--the data suggested that
the people who this drug is appropriately targeted
for in the appropriate label did not pick it. So
we have tal ked about how well it did in preventing
people fromgetting side effects.

But | would like to refocus the question
on was this an adequate evaluation to prove that we
have devel oped tools to be able to allow the
popul ation to self-select the drug for the
appropriate reason, to take it for the right reason
i nstead of potential risk

DR. WOOD: Dr. Benowitz?

DR BENONTZ: | think a lot of the issues

that | was going to tal k about have been dealt
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with. But | guess the question, as asked, doesn't
exactly say, according to the | abeled
criteria--because | think the CUSTOM study, as
everyone says, has got a |ot of problens,
especially self-selection based on |ipids.

But there is evidence that it is pretty
safe, especially if they can deal with the age
issue. And the efficacy, if you do |ook at a shift
of LDL cholesterol, there is the same shift of
chol esterol in the population as has been seen in
controlled clinical trials with a 25 percent
reduction of LDL chol esterol

So one could say that that is effective
I guess | need some gui dance as to how to answer
this question.

DR WOOD: | agree. The problemw th the
question is, | think, the commttee doesn't buy
into the criteria that were used for entry into the
study in totality. |Is that fair? W don't buy
that and we actually think it should be nore
|iberal, just so everybody understands that.

Therefore, we are not enthused by the problens that
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occurred in the study because we think that know ng
your triglycerides, while it nay be a good thing to
know, it is sort of anal ogous to sonebody know ng
their American Express card off by heart. It may
not help much to get your |unch

So that, | think, is kind of getting
at--Charlie, you already address that, | think, to
some extent. Do you want to add sonethi ng?

DR GANLEY: | think you are getting at a
different issue because | think you are going down
the path a little bit that why even have a | abe
that has instructions if we can sort of cone to the
conprom se that anyone who takes this is going to
get a benefit as long as we kick out the people who
may be at increased risk

I think it goes back to sone of your
openi ng remar ks, you know, the popul ation versus
the individual and who needs to be elim nated.
Obviously, the less informati on you have on the
| abel which has criteria directing it towards a
certain population, you are going to expand the

popul ation, potentially, if he takes it and is that
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okay.

But | think, in the context of what our
interest is this study may get based on the
criteria that is in that label right now That is
what | was trying to get at. |If you have it--mny
earlier remarks are it is tough. You have all
these layers to go through--Dr. Parker could
probably talk to it better than | can--and that is
just hard to do.

So, if you say that it doesn't nmke it
but--1 don't really think you need to know your HDL
|l evel, or | don't need to know your triglyceride.
That starts peeling away the layers. Dr. Parker
may be able to articulate it better than | can
But | think, in the context of what our interest
is, we have a |label. These were the popul ation
You may not agree, necessarily, with that
popul ati on, but does this study show that they
self-selected well with that.

That is the question. Then you can add
all your caveats, what you think is inmportant, what

is not inportant, which gets down towards your
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pat h.

DR. PARKER: Just to sort of take up on
that, | think published studies would support that
when nessages are |layered, the first layer is the
one that is going to be nost likely to be
under stood and, with each additional |ayer, which
i s another way of defining conplexity, you | ose
conpr ehensi on on the other side.

The chal l enge here, as | said earlier, is

that the required information is conplex. | think
the burden, then, is to say, well, what is the
absol ute essential information to know. | would

put beside that--because the need to know is the
termthat we use so nmuch, but for the activated
consuner, it is not just need to know. It is need
to do. What do | need to do?

So you have got to sort of put those
si de- by-si de when you approach the content of
informati on that needs to be defined. Once you are
absolutely clear on the information that is
essential froma need-to-know, need-to-do

standpoint, then it is a matter of figuring out how
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best to conmuni cate that conplicated information
and yet it would be great to dunb it down.

But that doesn't work. It is too
complicated to dunb down. There is a set of
informati on that people need to be able to
understand and act on and there is a way to
comunicate it. But it takes rigorous work,
rigorous scientific data, to prove that you have
actual |y done that.

What | woul d contend is that there is a
beginning to that process but that process is going
to require the same type of rigor that has been
applied to the other outcone studies that | ook at
bi ochem cal nmarkers like liver-function test and
Ii ke neural -tube defects or whatever it is. It
takes scientific rigor to really figure out what it
is that has got to happen so that we can take
advant age of what we know bi ochemically or
bi onedi cal | y.

We have got to have that degree of rigor
in our efforts to conmunicate it effectively.

DR. GANLEY: | think Dr. Werman put her
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finger on the key question, and that is the
consequences of selection for rather than sel ection
agai nst because | think it is pretty clear fromthe
CUSTOM study that the ability to select for being
in the target group was quite variable and fairly
weak, and so on.

I don't' see that as dangerous in the
sense that it is putting people at ri sk,
necessarily. But | think it does raise the key
question of whether not neeting those criteria
doesn't dilute the efficacy of taking the drug. In
fact, | think that is exactly right. | think that,
in a sense, is the key or a very central question.

Every tinme you don't neet one or another
of those criteria, the anount of benefit you can
expect fromthis gets |less and |l ess. That, |
think, multiplied times mllions of people is an
enornousl y inportant question.

DR WOOD: Any other discussion on this?
Is this a question you need a vote on or have you
got what you need out of this? Al right. Then,

if we are ready, any other discussion? Let's have
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a di scussion about the question. Sorry; go ahead.

DR. SCHAMBELAN: | think the question is
still unclear.

DR WOOD: Yes; | do, too.

DR. SCHAMBELAN: | think it would be
interesting to cone back here in six or seven or
ei ght years and talk about the poly-pill and not
having any criteria for taking the medication. So
I think people are confortable because we recogni ze
that |owering LDL chol esterol probably at any |eve
across the spectrum of these patients is going to
be benefici al

But that is not what you are asking us.
You want us to know if this self-diagnosis
techni que that was used here was adequate to
support a conclusion. | think | agree with Dr.
Whol f, that | think this was not a very good study
in terms of providing that support.

But, as to whether we think it could be
used safely or effectively, |I think we have already
addressed that in the earlier discussion. So it

woul d help if you could either break that question
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down or nmeke it sonething that we can vote on
wi t hout having that anbiguity.

DR WOOD: | agree. | think that is spot
on. It seenms to ne that the committee has a
confort level for the use of this drug that goes
beyond the criteria that were used to define that
use study; is that--so that nakes it sonmewhat
difficult to take what |ooks, then, like a nuch
nmore difficult and exact requirenment than they
think is reasonable. |Is that--

DR. SCHAMBELAN: Yes.

DR WOOD: kay. So | am not sure how we
vote exactly on that. Sorry; sonebody over wants
to say--

DR McCLUNG | would like to then beg out
of being included in that [ ast statenment of yours
about the committee.

DR WOOD: Ckay.

DR. McCLUNG | amnot confortable with
the docunented efficacy in much | ower-risk
popul ations. Again, sort of in nmention, that the

ability in the CUSTOM study of patients to identify
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t hensel ves on the appropriate inclusion criteria,
and inclusion criteria were chosen to identify
patients at noderate risk.

26 percent of the individuals nmade the
right selection on the basis of age and their LDL
|l evel, the two najor risk factors that we--and the
way in which they nmissed the target was that the
patients were younger and the majority of the LDL
m sses were that their values were | ower, both of
which ower the risk in the popul ati on which neans
that, despite--1 amnot arguing that relative risks
won't be equivalent in that popul ation, but the
absolute risk and, thus, the benefit and the
efficacy of therapy is diluted by the decisions
that were nude

The risk remains the sanme, the risk of
side effects remanins the sane, in that popul ation
but the benefit with regard to reducing heart
di sease is diluted. As that happens in what |
think is probably the best-case scenario in the
CUSTOM study, and once we have direct-to-consuner

marketing in a nuch broader population, | am not
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confident that the behavior is going to be better
in that circunmstance, in that scenario, than what
we have observed in the CUSTOM st udy.

Then we are treating a very lowrisk
popul ati on where the benefit is nodest, to be
generous, and the risk remains the sane as was seen
before. So | amnot certain | agree with you

DR. WOOD: | think | was saying know ng
your HDL, knowi ng your triglycerides, probably
doesn't influence that risk very much.

DR. McCLUNG That's fine. But even if
you take the two inportant easy, what | would
contend to be the crucial pieces of information,
age and LDL, 74 percent of patients miscategorize
t hensel ves as bei ng candi dates for therapy.

DR WoOD: It is hard to inagine, and
Charlie Ganl ey has made this point already, how
such a | arge proportion of patients get their age
wong and give it right presumably in the entry
formto the screener, because it wasn't that
soneone knew their age.

DR. McCLUNG It doesn't say they got
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their age wong. They knew their age but they nmade

the wong decision, by the criteria that were set

up.

DR. WoOD: Wiy don't we go you, first.

DR. SCHADE: | would just like to say one
thing. | like the CUSTOM study. | think it was a
good study. | think what we are forgetting is
there is there is no control group. | think the de

facto control group that we are all thinking about
is 100 percent correct answer to each question

The fact is, a control group mght be a
fully inforned person with medi cal background,
great experience with |ovastatin, et cetera, et
cetera, and, if you have that control group, | am
certain you still wouldn't have 100 percent correct
answers, not if you have to add all the criteria
that are |isted.

So | actually think the CUSTOM
study- - nobody knows, or at |east nobody can tel
me, is what the correct study should have been
relative to the correct answer. |n other words,

| et's suppose only 10 percent of the people got the
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entrance criteria correct. Well, what nunber
should it have been in the best population that we
coul d have picked for a control study.

There is no control study. A contro
study, of course, is really practically inpossible.
So | think this is a descriptive study that gives
us information. W nay not |ike the answer. |
don't think anybody |iked the answer that everybody
didn't get every question right. But | amnot so
sure that this is a bad study. | think it is
informational. | think it my |lead to positive
suggestions on correcting the literature that is
given out and | think that is a positive outcone of
the study.

But | don't think we ought to--at |east,
personally, | think it is a very interesting study
with a certain outconme. | don't know what shoul d
have been the outcone but | think, basically, it is
going to lead to sone positive suggestions. So,
rather than criticizing the conpany for doing the
study, | think they should be basically appl auded

but say, gee, we would |ike, maybe, sone nore
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information we didn't get fromthis.

But | don't see a control group for this
study so | don't know what the right answer should
be.

DR. HEMMLL: Thank you. | think | have a
couple of things that can put all of this kind of
in the right perspective and bring together
everybody's remarks here and kind of put people in
the mnd set that we were in four years ago when we
set about to define the |abel population and we
worked with FDA on that. W worked with outside
cardi ovascul ar prinmary prevention experts.

How do you develop a | abel that attracts
the popul ation that is consistent with ATP 3. \What
we did was we thought kind of conceptually. You
want to drive them down the middle of the highway
and keep them fromveering off onto the shoul der.
So you want to nake the gui deposts very strict,
make sure that they are catching their HDL, we are
doing it in terms of LDL instead of tota
chol esterol which nost consuners know and we are

asking themto know a | ot of other things about
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t hensel ves.

But we are guiding them down a narrow
path. Unfortunately, sone people chose to go a
little bit outside that path but that is a good
thing because we want to stay within the spirit and
intent of the guidelines.

What we are dismayed a little bit by is
that we are sort of being criticized or punished by
those that did go a little bit outside the
gui delines. But the interesting thing is, if you
| ook at all the people in CUSTOM taken together, 70
percent of themnet ATP criteria that would qualify
them for |ipid-1owering therapy.

Their overall 10-year risk was around 10
percent. In AFCAPS, the 10-year risk, and it is a
slight extrapol ati on because that was a 5-year
study, but the 10-year risk of the placebo group
for heart CHD was about 6 percent. So we are stil
in a range where AFCAPS has denonstrated a benefit
whi ch can be linked to this group, albeit not
directly, but we are in a group that can benefit.

If you take away the restrictions that the

file://ll[Tiffanie/c/storage/0114NONP.TXT (270 of 337) [1/26/2005 10:48:17 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

271
| abel applies and just ook at who was interested
and used the drug, 75 percent of themwere in
accordance with ATP 3 criteria. W think that is
pretty good. And, by the way, two-thirds of them
got their lipids tested and cane back and foll owed
through with some of these nore difficult el enents
to just actually execute | et al one know about
yoursel f or your risk factors.

So we were very pleased with the results
of the study but, taken very strictly, keeping
peopl e down the narrow hi ghway, we did not have
everybody on the highway. Sonme were driving on the
shoul der, but we kept themout of the ditch and
that is the nmost inportant thing.

DR GANLEY: Alastair, can | just add--I
think the thing is, and naybe just to put it in
anot her franmework, you have this CUSTOM study and
you have these multiple anal yses one of which--it
seens--1 don't know, but it seens that you are
confortable with these other anal yses where it
defined people as closely benefitted or they fit
the ATP.

So when you |l ook at a net--if you go back
to Dr. Shetty's slide, you get up to 900-and-sone

of the 1059. So, if that is what nmakes you feel
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better, then you buy into that analysis. That is
what | think we are trying to get out, because it
says, please describe what analysis influenced you

That is what is influencing you. You
think that that is a reasonable way to | ook at
that, potentially. There is the other side where,
well, we want sonme a little bit stricter. W want
people to follow that. That gets closer to Dr.
Shetty's or if you want to even add on the
physi ci an override. Do you understand what | am
sayi ng?

DR WOOD: Absolutely, but | think we are
al so hearing fromsonme of the commttee who feel
as | understand it, unconfortable with that. So we
need to have that discussion so that we get that
cl ear.

Maybe we shoul d articul ate the question,
rather than in terms of results fromthe CUSTOM

study undefined, and redo this question the way you
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just described it so that, as | understand the
question that you are putting out there, is would
you be confortable with the results of the CUSTOM
study in terns of the people who took the drug and
their likelihood for benefit. |Is that the--

DR GANLEY: To me, it gets still back to
these nultiple analyses. |If you take it on face
val ue, you have this very strict interpretation
which gets you a 10 percent. Wen you start
throwing in these other things where, yeah, well,
they mssed a few of these things but they had
this, so that is okay, and you keep adding to that
pile.

I think that is really consistent with
what peopl e are saying here. They think that the
popul ati on may not be right but they had a confort
|l evel with how the study was. And that, | think,
gets back to the Merck analysis of, well, when we
| ook at those people and what their risks were,
they still fit the NCEP/ ATP gui deli nes.

So soneone could say, for this study, yes,

because | buy into that very | oose interpretation
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of the analysis or, no, because | ama little nore
strict. That is the question, | think, to be
answered. |If you say yes or no, what anal ysis made
you say that. |If you are confortable with this
alternative analysis where it is closely adhered to
the | abel for benefit or the ATP guidelines, you
are getting back into this realm well, | don't
think the population's right but that is okay.

DR. WOOD: So you want us to address that
question because | don't want to--

DR. GANLEY: Yes; | think it is an
i mportant question for us to understand because it
gets to people's hierarchy, too.

DR. WOOD: So the question then, really,
is, are there strict constructionists who feel that
the only analysis is the total analysis, or are
there people who feel nore confortable with an
anal ysis that |ooks only at the key risk factors
and how do we break as a committee on that. |Is
that what you are--

DR GANLEY: | don't like to rewite

questions during the neeting but | think if we just
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stick to the question and think, do | fit into this
| ooser interpretation analysis. Then | amgetting
up to 90 percent correct self-selection. O aml
very strict "look at the label,” and | amgetting
down to that 10 percent.

That will help you decide what your answer
is. |If you are up at 90 percent, that may be--

DR. WoOD: But | amtrying to
operationalize this question. So the question
woul d be that people could answer yes to Part 1 or
no to Part 1 and base that on either a strict
constructionist sort of analysis, so there response
could be, | base on a strict constructioni st
anal ysis. Every criteria has to be counted, or a
| ooser criteria. Wuld that be fair?

DR. GANLEY: Yes.

DR. WoOD: | nean, that seens like--I
mean, we have to get answers. Do peopl e understand
our discussion? Let's start with Dr. Snodgrass

First, is there any further discussion we
shoul d have on that?

DR WATTS: | think it is a msnomer to
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call this self-selection because nmany of these
peopl e tal ked to a health professional and, yes,
they made their own decision, but it is not that
they read the thing and they canme to the right
conclusion. They needed to get help and help is
not mandated in this scenario.

So | amunconfortable with the fact that
many of these peopl e needed to access other
resources before they could "self-select."

DR WOOD: Okay. We will strike "self" in
bot h places so the appropriate diagnhosis and
sel ection support--how about that? Wuld that be
okay?

Any ot her discussion? Then let's start
with Dr. Snodgrass.

DR. SNODGRASS: Question 5, | will answer
no.

DR FI NCHAM  No.

DR. WOOD: Wiit. There are two questions
we are being asked. Sorry. Back up again. W
want to know-sorry. | think what they want to
know- -

DR. SNODGRASS: What were ny reasons.

DR WoOD: --if, if you answer yes or no,

are you basing it on a strict every-criteria
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anal ysis or a |ooser analysis that only took the
maj or risk factors. | think that is what
Charley--is that right? GCkay. Let's go again.

DR. SNODGRASS: So probably | fit the
stricter group, perhaps. Their specific section is
55 percent, | think, had greater than one risk
condition, used the product but still had relative
contraindications, as an exanmple. To ne, the
package information--it has already been di scussed.
This is very conplex and it is just a conplicated
issue. So that fit into this.

I think it turned out sonething like 69
percent needed nore information to really make a
deci si on based on what was presented to them

DR WOOD: kay. Jack?

DR. FINCHAM My answer is no, based upon
| don't feel that the CUSTOM study is generalizable
past the participants in that study. | am not

trying to criticize Merck. | amnot trying to
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criticize the people that conducted the study.
They are not bad people. It is just that this was

a flawed study fromthe git-go. That is why | say

no.
DR WOCD: Dr. Schultz?
MR SCHULTZ: My answer is no. As an
individual, |I feel, as Dr. Neill said, how many of

these people actually went to their own physician
or a physician to get to the point where they could
make this inforned or self-deternination?

DR WOCD: Dr. Werman?

DR. WERMAN: | answer the question no,
with nore strict criteria.

DR. NEILL: | answer the question yes and
the only reservation that | have in that answer is
the recognition that, in answering yes, | don't
bel i eve that people have to understand why they are
doing the right thing to do the right thing, A B
I do buy into the analysis that suggests that there
is medically acceptable use that falls outside of
the | abel criteria. The only reservation that I

have about that is a very practical one. As a
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prescriber, if this goes over-the-counter, | don't
have great hope that prescription benefit managers
will alter their OIC versus prescription criteria
inawy that will allow nme to continue to use
prescription statins in the way that | need to and,
if there is a reason that | want these strict
criteria on the |abel and on the approval |anguage,
it is sothat | don't have to add to the stack of
prior authorizations that | and ny patients hate,
and we will have themif these criteria are

| oosened because every patient that is on a statin
needs to be on a statin, needs to be on a higher
dose, needs to be on a prescription and will be
made to junp through that hoop first and nobody in

here wants to do that.

Having said that, | amstill answering
yes.

DR WATTS: | would say no. It is hard to
point to the analysis. It would be helpful if we

had a list of the anal yses we are supposed to be
considering labeled A, B, C, and D. | an not a

strict constructionist but sonewhere short of the
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liberal. | amconcerned that nany people
self-selected or nade the determination to take the
drug who didn't have substantial opportunity to
benefit fromthe drug.

DR. TINETTI: | say no based on two
things. Nunber one is nost people did not do this
by self-selection. They needed help and input.

The other reason | say no is something that sort of
got swept under the rug is how nmany people who are
presently on prescription medications will no

| onger want to take their prescription level, wll
go to this lower |evel, based on what Merck has
told us, that these people prefer to self-nedicate.

My concern is that CUSTOM di dn't address
all the questions that are necessary.

DR WOOD: | vote yes, on the nore libera
criteria.

DR SCHAMBELAN: | vote no, on the
stricter criteria.

DR. TAYLOR: | vote no, on the stricter
criteria particularly for the low literacy and the

mnority group. | think there are problens
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| urki ng.

DR. SCHADE: | vote yes, on the nore
l'iberal criteria.

DR. CLAPP: No. 37 percent of wonen users
were | ess than 55 years of age and 69 percent
needed nore information. That fact is disturbing
to me because | amnot sure whether or not they
actually received this or tended to receive it
because it was a nmore confortable box to check

DR MAKRI'S: No, based on the nore
conservative criteria.

DR CLYBURN: No, based on the fact that |
think that the lowrisk population is not apt to
get a lot of benefit and they would still be
subj ected to risk.

DR. McCLUNG No, based on either the
stricter or the liberal criteria.

DR PATTEN. No, based on the | ow
percentage that selected correctly based according
to the two nost important criteria, and al so no
because of the fact that 37 percent of the wonen

who were sel ected were under 55 and 11 percent of
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worren under the age of 45 sel ected.

DR. DAVIDOFF: No. | think the strict
constructionist versus | oose analysis is |ooking at
the probl emthrough the wong end of the tel escope.
I think the inportant point is the potential
efficacy and it seens to nme that that was
denmonstrated by the CUSTOM study to be quite weak
whet her you interpret the choices were nade by the
strict or the loose criteria.

DR. FOLLMAN: | would say no. Sone of the
things that | found nore troubling were the fact
that it seened about two-thirds of the people were
outsi de of the intended range neaning they woul d be
ei ther overdosed or underdosed, that about 10 or 11
percent of the wonen were | ess than 44 and that
only one-third of the people got the six-week test,
so they didn't seemto be able to follow the
directions in terns of nonitoring their chol esterol
| evel s.

DR. PARKER: No, but | would add that I
think data gl eaned fromthe | abel conprehension and
the CUSTOM study are a begi nni ng.

DR. CARPENTER: No, based sonewhere in
between the conservative and |iberal criteria but

primarily being very unconfortable with the ability

file://ll[Tiffanie/c/storage/0114NONP.TXT (282 of 337) [1/26/2005 10:48:17 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

283
of a generalized popul ation to nmake appropriate
deci sions w thout the hel p of physicians in many of
the cases.

DR BLASCHKE: Yes, with the caveat that
I, too, am concerned about the percentage of wonen
of childbearing potential that did take the drug.

DR. BENOWTZ: | would say yes. | share
the points of view about why the age was not
followed. It seens |like sonething that should be
correctable. | do agree that there are sone people
who probably took treatment with | ow benefit
because they were at low risk. But, on bal ance, |
think that, for the nost part, it was safely and
ef fectively used.

DR WOCOLF: No, because there were too
many peopl e who woul d have the npbst noderate
benefit participated and their failure to follow up
with lipids sufficiently, l|ipid neasurenents.

DR. WoOD: So 6 yes and 18 no.

The next question addresses the supportive
role of a physician in what has been described as
sel f-sel ection or self-diagnosis although Dr.

Neill, I think it was, nade the point earlier, or
sonebody nade the point--Dr. Watts, | guess--that

it is not really self-selection if it is with a
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physi ci an.

I will read the questions to you. A high
percentage of study subjects in the CUSTOM
actual -use study relied upon a physician for
correct self-selection and/or self diagnosis--at
| east said they relied on a physician. | think
that actually shoul d have been in there because we
don't really know that. Do you expect the genera
popul ation will have this degree of physician
interaction? Do the CUSTOM act ual - use- st udy
results support a conclusion that individuals can
use lovastatin safely and effectively in the OTC
setting w thout the guidance of a physician?

Do we have discussion on that?

Apparently we have to correct the vote.
It was 5 yes and 19 no.

DR. BENOW TZ: It was ny understandi ng
that, for Part B, that the guidance of a physician
was intended for certain people.

DR. WoOD: Right. | didn't understand
that question either. M understanding of the
package is that they are going to suggest that
peopl e get a physician involvenent if they want it
and, if they get that, that is not a failure.

DR. GANLEY: | think that was nore
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directed at the popul ati on of people who do not
have a physician. It gets back to, you know,
this--1 amnot disputing that it is good to talk to
a physician but there is a significant proportion
of the popul ation that does not have that choice.
I think that is where we are trying to get at
because Merck's anal ysis of correct self-selection
was the people who followed the | abel and then this
physi ci an overri de.

Well, if you don't have a physician to
override, what do you do?

DR, WOOD: What was the proportion of

people in the Merck study who didn't have a
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physi ci an?

DR. GANLEY: | think the inportant thing,

though, is to understand what is the percentage of

the popul ation that doesn't have a physician and

have access to a physici an.

DR WOOD: No; | understand. But let's

hear what they have.

MR TIPPING O the users in CUSTOM 57
percent of themat some point in the study had an

interaction with a physician. Now, it is inmportant

to distinguish that froman interaction that

actual ly had sone influence on our judgenent of

sel f-sel ection behavior. So it is 57 percent with

an interaction, but there were actually 620 of our

1, 059 users whose behavior around that initia

deci sion did not require a physician override.

I guess | would add to that that those are

what we feel are the inportant criteria, the
warni ngs. That is where the behavior and the

entire cohort was 90 percent or higher. But, we

don't think it is the right thing to do because we

feel the physician is nmentioned in the |abel and
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that is appropriate behavior
But, if you do look at just that subset
that didn't require that physician override, that

620, it is 82 percent.

DR. WOOD: Let's keep noving here. The

question that you were asked, though, was what

proportion of patients in the study had a

physician. Do we know the answer to that or not?

MR TIPPING 57 percent--

DR. WOOD: No; they are the people who saw

a physician. They m ght have had a physician and

been able to go see a physician if they--1 know

that. So 80 percent, Dr. Werman is pointing out,

had i nsurance; is that correct?
MR, HANSON: | just want to nake sure |
understand the question. It was how many of

t hese- -

DR. WOOD: The question that we are being

asked to answer is do you expect the genera

popul ation with this degree of physician

interaction. In determ ning the answer the answer

to that, | guess, the question devolves to, was the
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popul ation you studied fairly representative of the

U.S. population in ternms of the people who had
i nsurance and, therefore, had access to a

physi ci an.

So that is what we are trying to get at,

t hi nk.

MR HANSON: | will just give you the

data. O the people who were in CUSTOM 90 percent

had seen a doctor within the past year and that

certainly higher than the general popul ati on which

is consistent with--what we have said is these
people are very involved in their healthcare and

with their doctor.

As far as health insurance, | woul d have

to look that up but | can get back on that.

DR WOOD: M recollection was you said 80

percent .

MR, HANSON:. Yes; 82 percent healthcare,

50 percent had prescription coverage as part of
t hat.

DR WOOD: Say it again; |'msorry.

MR. HANSON: |'msorry. 82 percent had
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health i nsurance. 50 percent of those had
prescription coverage. | don't know how t hat
conpares to national averages

DR, WoOD: kay. It is about the sane,
40 million people are supposed to not have health
i nsur ance.

Neal ?

DR. BENOW TZ: Just anot her question about
b. It says, "without the guidance of a physician."
But, to ne, if there is a pharmaci st avail abl e or
if there is a know edgeabl e 1-800 nunber, that
woul d really affect ny decision about this | think
a pharnmaci st could do the same thing, or a
know edgeabl e 1-800. So, could we expand this to
sone "health provider?"

DR WOOD: So we will read that as
1- 800-doc and a pharmaci st .

Dr. Parker?

DR PARKER: It was very much on that same
point, just that there are so many nmentions of the
study personnel and | understand from yesterday

that that is because this was the | abel used in
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CUSTOM and it is not the |abel that would be used
in actual use, necessarily. But | think that is a
point for clarification and al so for understanding.

I think there would be nmany ordinary
Anmeri cans who woul d not know what study personne
means. | can tell you they don't know what a
heal t hcare provider is. W have done that and
taken a close ook at that. Physician is nore
under stood but the notion of who that internediary
is, if this is the role of an inforned
i ntermedi ary, being very clear about that.

I still have sone concerns about--1 guess
the answer yesterday was this notion of the study
personnel woul d be taken off the | abel were this
the label to go to market, that it was only tested
for CUSTOM But | still have sone concern about
t hat .

DR WOOD: Are we ready to--sorry; Dr.

C app?

DR. CLAPP: Does the 69 percent that we

are discussing that consulted with a physician

include fromthe CUSTOM study the pharmaci st or
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study personnel or is that just specific for
physicians? | think the data said consulted with a
physician. Did you nean physician or a healthcare
prof essi onal as descri bed here?

MR. HANSON: To clarify that, the study
personnel on there was just an artifact of the
clinical study and study personnel actually would
mean pharmacist in the real world, so just repl ace
the word "pharmacist" for study personnel

DR. CLAPP. So when we were tal king about
that 69 percent that consulted with a healthcare
prof essional, do you nmean specifically a physician
or are you sayi ng physi ci an/ phar maci st ?

MR. HANSON: The data from CUSTOM was 57
percent sought a physician and about 30 percent of
the people interacted with the study personne
whi ch was a nmock pharmaci st in the study.

DR WOOD: No, but | don't think that is
the answer she is getting at. 57 percent saw a
physician at sone tine through the year but it
m ght have been--

DR. CLAPP: No.

DR. WOOD: Is that not right?

MR HANSON: Sometine within the

course--the six-nmonth course of the study.
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DR. WOOD: That might have been with a
br oken ankl e.

DR CLAPP. Right.

DR. WOOD: Are we m sunderstanding that?
That was ny understanding. So you are saying 57
percent of them saw them about this study? | don't
t hi nk so.

MR TIPPING Can | have Slide 158 pl ease?
Just real quick because it gets right to the point.

DR. WOOD: There is an easy answer to
give. Did they see a physician because of this
study or did they see a physician for any--

[Slide.]

MR. TIPPING 57 percent of the users in
CUSTOM and, in this case, these are 57 percent of
the users who saw a physici an about Mevacor OTC, so
it wasn't because they went because they feel and
broke their ankle.

DR. CLAPP: \When those 69 percent sought

file://ll[Tiffanie/c/storage/0114NONP.TXT (292 of 337) [1/26/2005 10:48:17 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

help with nmaking a decision--didn't | see 69
percent sought hel p in nmaking the decision by
consulting with a healthcare professional prior to
purchasi ng the nedication? Am | msrecalling?

MR TIPPING | amnot recalling the 69
percent .

DR CLAPP: O needed nore information?
Let me ask you this. What percentage are you
saying consulted with a physician to make their
deci sion prior to purchasing the nedication?

DR. WOOD: O not purchasi ng.

DR. SCHAMBELAN: Purchasi ng or not
purchasi ng. They night decide either way once they
consulted the physician. | think that is the
nunmber we would |ike to know.

MR TIPPING There were 620 who did not
consult with a physician of our 1,059 so it is
about 430 sonet hing.

DR. SCHAMBELAN: And of the people who
deci ded not to participate, is that based upon a
physician's advice or was that their own deci sion?

MR TIPPING So you are talking about the
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over 2,000 who didn't purchase and | think | would
have to go back to the slide, but | believe 19
percent of that group specifically said that they
had tal ked with a physician before nmeking that
deci si on.

DR. WOOD: Here is the question that Dr.
Clapp was asking, | think, and I still don't think
you have answered it. Are you telling us that 57
percent of the patients who were in that study
consul ted a physician about participating in the
study because that is not what | understood you to
say before and that is quite different from-I
mean, that is a devastating nunber if that is the
truth.

MR TIPPING 57 percent of the users had
an interaction with a physician about Mevacor OTC.

DR SCHAMBELAN: Those are the users.

MR TIPPING During the study.

DR WoOD: Al right. Do we know what
percent age saw a physician for anything over that
si x nont hs?

MR TIPPING No.

DR. WOOD: So went to their gynecol ogi st
or--we don't know that?

MR TIPPING | thought that is what that
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57 percent was.

DR. WOOD: No; we were asking them
specifically about interactions having to do with
our product.

DR. WOOD: Any further discussion on this?
Do you expect the general population will have this
degree of physician interaction? Dr. Wolf? Try
and do both at the same tinme because we are rolling
al ong here.

DR. WOOLF: No, | do not expect the
general popul ation to have that kind of interaction
Wi t hout--the answer to that is no, both a. and b

DR BENOW TZ: For Part a., | abstain. |
just don't have enough information to make any
j udgrment about that. For Part b., | think that if
we expand it to a physician or pharmaci st or 1-800
nunber, | woul d say yes.

DR BLASCHKE: Based on what we just

heard, | think the nunber m ght go down in Part a.,
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so | would probably answer no, that it wll
probably go down in terns of physician interaction.
To 6 b., | would answer yes, | think that, again,
with the change that Neal suggested.

DR. CARPENTER: No to both.

DR PARKER. | would say unknown to the
first and no to the second.

DR. FOLLMAN: | would say no to the first
and the fact that we haven't really studied and we
haven't done a CUSTOM study for this popul ation, we
think it doesn't have access to physicians, | would
have to say no to the second.

DR. DAVIDOFF: | would say no and no.

DR. PATTEN: No to both.

DR McCLUNG No to the first and, unless
we believe that interacting with physicians makes
things be worse, then the answer to the second part
i s no.

DR CLYBURN. No and no.

DR. MAKRIS: | would say no to both but I
believe that there are probably sonme things that
could be done to nove towards a yes.

DR. CLAPP: No. No.

DR, SCHADE: No. Yes.

DR TAYLOR No to both.
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DR. SCHAMBELAN: No to both.
DR. WOOD:  An unknown, | think, to the
first one and I would say no to the second one if
what we just heard was really true, that 57 percent
of the patients consulted a physician about the
study which is not what | understood the data to
show.
DR. TINETTI: | would say we don't have
enough information for a., and no to b.

DR. WATTS: No to both.

DR NEI LL: Yes and no.

DR WERMAN: No and no.

MR SCHULTZ: Unknown and no.

DR FINCHAM Yes and no.

DR SNODGRASS: No and no.

DR. WOOD: Question No. 7; do the results

regardi ng sel f-managenment--that is, user behavior
after the initiation of treatnment--rai se any

concerns about the safety and effective use--oh;
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before we get to that, | pronised we would cone
back to quickly list other exclusions that Dr.
Parker and others had outlined, and Dr. Benowitz.
We had al cohol, transplantation. Are there any
others that we wanted to get on the record for that
fromthe conmttee? A single word will suffice

Then let's nmove on. No. 7; do the results
regardi ng sel f-managenment--that is, user behavior
after the initiation of treatnment--rai se any
concerns about the safe and effective use of
| ovastatin 20 milligrans in the over-the-counter
setting? |If yes, what are the concerns? Pl ease
consi der in your discussion nmonitoring LDL-C,
physi cian interaction, new risk factors or
medi cation after initiation of therapy.

Di scussion. Neal ?

DR. BENOWTZ: | just want to go back to
sonet hing that we have tal ked about on and off and
that is sonme indication to the patient about
potential benefits in absolute terms because, while
I amtotally supportive of the public-health

benefit, | think someone needs to know that they
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need to take a nedicine at great cost for a | ong
period of tine for a relatively small individua
benefit. | think that needs to be comuni cated
effectively.

DR. WoOD: | agree with that. Any other
di scussions? Dr. O app?

DR CLAPP:. |Is this for the target
popul ati on that we are di scussing?

DR. WOOD: | guess not. \Well, maybe. |
don't know. Do you have a coment? Make it
anyway.

DR CLAPP: | think, if it is for the very
narrow focus of the target population, the snall
percent that self-selected correctly, then the
answer woul d be different.

DR. GANLEY: No. For No. 7?

DR. WOOD:  Yes.

DR GANLEY: It is anyone who is in the
study. So, whether you were the target popul ation
or not, it is still a neasure of soneone's
behavior. So it is trying to get at that.

DR WOOD: Coul d we nmke that--obviously,
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there is always concerns. Charlie? Raise any
concerns. Do you really want any concerns of any
sort?

DR GANLEY: Significant.

DR. WOOD: Significant concerns, maybe.

DR GANLEY: Significant is fine.

DR. DAVIDOFF: | think if | had to single
out any particularly significant concern, it would
be with the first one with the nonitoring of LDL-C
because it seems to nme that that could potentially
be a really inmportant way to help focus the therapy
so that it was nore efficacy rather than | ess.

| don't renmenber the exact nunbers on
follow up LDL chol esterols, but they were fairly
good. | think it was in the range of 60, 70
percent, or sonething of the sort. But it seens to
me that that certainly could be seen as the gl ass
being at least a quarter enpty and that that is
sonet hing of a concern

Rel ated to that is the concern that we
haven't heard at all and that is about the accuracy

of chol esterol testing because there is a | ot of
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mention made of on-site and sort of bedside

chol esterol testing. The last time | |ooked, the
accuracy of that testing was quite variable. It
m ght have inproved since | |ast |ooked, but I

think that that--throw that into the m x and you
really do have a soft spot in the self-nmanagenent
i ssue.

DR. WOOD: Any ot her discussion? Neal?

DR. BENOW TZ: Sonething, just because of
my research that | am curious about, and that is
the snmoking business. A lot of smokers stop and
they rel apse and they stop and they rel apse. So
there is sort of one risk factor that is flapping
back and forth. | amjust curious to know how one
sel f - manages when one has a di sappeari ng and
reappearing risk factor.

DR WOCOD: You are the man. Tell us what
you think, how you feel

DR BENOWTZ: | don't have an answer. |
am just curious.

DR WoOD: Well, then, | doubt that any of

us do. Are we ready to vote on that? Then let's
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start with Dr. Snodgrass.

DR. SNODGRASS: The way the question is

worded, | will answer yes and then what are ny

concerns. It was 57 percent that had sone sort of
physician interaction. | think there are so many
potential other illnesses, disorders, involved in

the population that that is too | ow a nunber. That
is one concern | have about this and that is why |
answer ed yes.

DR FINCHAM Yes. And | have concerns
about drug interactions that weren't picked up,
weren't nonitored, that there was no way to follow.

MR SCHULTZ: Yes. And | am concerned
wi t h subsequent adequacy or frequency of the
followup testing that woul d be needed if soneone
is going to really keep a close tabs on this.

DR. WERMAN: Yes. And | am concerned
that the study hasn't denobnstrated that we are
there yet in adequate nmonitoring for efficacy and
safety long-term

DR NEILL: Yes. Inadequate access to

heal thcare for nobst patients nakes this not doable
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and the | ow benefit to patients who i nappropriately
sel f-sel ect when they are at low risk nmakes this
akin to giving themvery expensive suppl enments when
we have already heard are available to them they
are already using and aren't a good i dea.

DR. WATTS: Yes. | agree with all the
concerns that have been raised and amparticularly
concerned that that is going to be nobney spent for
short-term nake you feel better that you are doing
sonet hing but won't have any long-termbenefit to
the patient or to the popul ation

DR TINETTI: | would say yes and concur
wi th what has been said so far, and al so add that
there is no confidence that these people are going
to recogni ze when they have new conditions that
devel op over time so they no longer neet criteria
for over-the-counter.

DR WOOD: | would say yes as well. W
have spent a day and a half tal king about concerns
so it would be hard to answer that no, | think, at
this stage

DR. SCHAMBELAN: | would say yes and add
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that the other features of the netabolic syndrone
will continue to appear in this population. W
will gain a pound or two a year and, if they are
not paying attention to that, they are not going to
get the same benefit that they otherw se woul d
under a physician's care.

DR TAYLOR: | would say yes because
think many patients will want a physician
interaction. For sone popul ations, they have no
physi cian and, therefore, they won't get an LDL
because they are not going to go and buy a
self-testing kit. Those of the population that |
see are |lower incone and, therefore, conpliance
wi |l beconme an issue.

DR SCHADE: Did we change the word "any"
to "significant" in that sentence?

DR. WOOD: No; we did not, | don't think.

DR SCHADE: Does the sentence say "any"
or does it say--

DR. WOOD: It says, "any concerns about
the safe and effective use.”

DR SCHADE: | don't know what | am voting
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on. Does it say "raise significant concerns" or
"rai se any concerns?"

DR WOCD: We didn't discuss what
"significant" is so | voted actually just on what
is witten.

DR SCHADE: The way, then, | would vote
yes, if it is "any," and no if it is "significant."

DR. WoOD: Right. | probably would too,
but 1| think--

DR. CLAPP: Yes. And nmany of the reasons
have been di scussed.

DR MAKRIS: | would say yes. It is not
so much that the study raised specific concerns in
and of itself but, rather, that it wasn't of |ong
enough duration and didn't really evaluate the
| ong-term behavi or of people to address whether or
not these would be an issue.

DR CLYBURN:. Yes, for the reasons already
st at ed.

DR. McCLUNG Yes, for the reasons already
st at ed.

DR. PATTEN. Yes, for reasons already
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mentioned plus the fact that 270 of 356 people in
the CUSTOM study got a new prescription during the
study and | woul d be concerned that, if the use of
statins was not on their nedical record, they may
neglect to tell their physician at the tine they
get a new script and that could present a hazard.

DR. DAVI DOFF: Yes, for many of the
reasons al ready nenti oned.

DR FOLLMAN: Yes, for the reasons
nment i oned.

DR PARKER Yes, for the reasons
nment i oned.

DR. CARPENTER: Yes. Ditto.

DR BLASCHKE: Yes, for the reasons
nment i oned.

DR BENOW TZ: Yes, but | would like to
make a pitch for pharmaci st invol venent because
think a lot of this could be dealt with if we
really had a systemnore |ike the U K where we
really had a pharmaci st who was involved with the
pati ent, who was supervising chol estero

measurenents. So | think this is something that
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could work but we need a better system So | would
just try to urge whoever can nake these changes to
t hi nk about those kind of changes.

DR WOOLF: Yes, for the reasons
enuner at ed before.

DR WOCD: 23 yeses, 0 no's.

The final and critical questions; should
Mevacor OTC be marketed OTC. | think we del eted,
"for the proposed population;"” is that right? So
t he question now reads, should Mevacor OTC be
mar keted OTC, period. Then we will get to these
other ones in a nonent.

Do we want to have discussion on that? So
take that out, that |last part.

DR SCHAMBELAN: Could you clarify that?
It would include all comers? The box woul d exi st
in the supermarket |ike Tylenol, you just go ahead
and pick it up? Is that what you are asking us to
vote on?

DR WOCOD: No. Just should it be marketed
OIC under any circunst ances.

DR SCHAMBELAN: That is what | am sayi ng.

DR WOCD: No, no, no. Are there
circunstances under which it could be nmarketed. |

think that is the--
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DR SCHAMBELAN: How woul d we know what
those circunstances are?

DR WOCOD: | will let the FDA answer that.

DR. ORLOFF: As proposed.

DR. SCHAMBELAN: That is for the targeted
popul ation, then

DR ORLCFF: But it is also with the box
and what you have heard about and everyt hi ng.

DR SCHAMBELAN: As proposed. Al right.

DR, ORLOFF: And if not, why not? Wat is
| acki ng? What is mssing? They have proposed
sonet hing. Should it be approved or not?

DR WOCD: Frank?

DR. DAVIDOFF: | just like to make a few
comments in connection with the general question
I think it is very clear that there is obvious
benefit to this drug. 1t is an amazingly effective
drug in targeted therapies including secondary

prevention. | understand the interest in noving
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ahead to broaden the use to the primary-prevention
di mensi on.

My thinking really started out very nuch
strongly in favor of going on that direction. |
mean, there have been times in ny career when
t hought the statins ought to be in the drinking
water. But contrary to Dr. Cohen, ny view has
evol ved in the opposite direction and | have gotten
progressively nore concerned as | |ooked at the
evi dence and got deeper in the subject. | think it
does remain a very tricky question to decide

I have three main concerns. The first is,
as a nunber of people have nentioned, the efficacy
for primary prevention, | would argue, is really
not known. W just plain don't know what that
efficacy would be in the actual over-the-counter
setting. But what is alnost certainis that it
woul d be considerably | ower than the figures that
are being presented that are derived really
directly fromrandom zed trials which I think is
not an appropriate extrapolation. So that is No.

1.

No. 2 is that primary prevention with

statins is not cost effective, and | will conme back

tothat in a nonent. The third has to do with the
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concerns about pregnhancy which we have really heard
a | ot about.

On the efficacy question, it seens to ne
that the key issue here is not what happens to
peopl e's cholesterol level. That is a surrogate
measure and | think everyone pretty nuch agrees
that what really matters is the absolute risk
reduction for cardiovascul ar events. Yet we
haven't heard the information presented in terns of
absol ute risk reduction.

The cl osest we have cone has been number
needed to treat which is, as pointed out, the
reci procal of absolute risk reduction. The figure
that has been presented by Merck is an NNT in the
range of 35. You have to treat 35 people for six
years to achieve a 3 percent reduction, absolute
ri sk reduction, because that is the reciprocal of
35, roughly.

But | would raise substantial questions
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about that absolute risk reduction for the
followi ng reasons. First, the baseline risk on
which that NNT is based, | would argue, is
unrealistic. W have already seen that very cl ose
to 50 percent of the CUSTOM users were taking
| ow-dose aspirin. |In fact, they showed anot her
slide in which that 50 percent was amazingly
consi stent across all the studies, that, since we
know that aspirin | owers absolute risk by about 30
percent, that nmeans the baseline risk was not what
was being assuned, as near as | can tell, but was
actual | y sonewhat | ower.

If you do the nunbers, and | think | did
the math right, that neans that the absolute risk
reduction woul d go down to about 2-and-a-half
percent, given the starting baseline risk

I would al so point out that only 40
percent of the CUSTOM users reached a goal of |ess
than 130 mlligrans percent of HDL chol estero
whereas, in the AFCAPS study, the rate of reaching
that goal was 81 percent. So, to extrapolate from

t he AFCAPS nunbers in the random zed control |l ed
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setting to over-the-counter use seens to me to be
not appropriate. 1In fact, | think you have to cut
the efficacy by about half, roughly. So that gets
you down to 1.25 percent absolute risk reduction
gi ven that |esser reaching of goal

The third point is that conpliance is an
i ssue, as has been discussed. On about 65 percent
of the expected doses were taken in CUSTOMin six
months. The drop off, as we have seen from ot her
studi es, continues over the 12 nonths at | east
beyond that so that figures in the range of 25 to
50 percent adherence over the long termseemto be
much nore realistic. After all, as has been
poi nted out, there is no incentive to keep taking
the drug because there is no synmptomrelief and
there is disincentive to continue taking it because
peopl e are payi ng out of pocket.

In fact, in the AFCAPS study, 99 percent
of the participants had taken 75 percent of their
pills at the end of one year. That is way beyond
what was true even in the six-nonths CUSTOM st udy.

So | would argue that, as a reasonably
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conservative estinmate, that drops the absolute risk
reduction down from 1.25 percent down in the range
of 0.6 which conmes out to be a nunmber needed to
treat sonewhere in the range of 100 to 200.

Now, having got that far in ny thinking,
decided, well, that is still probably a neaningfu
benefit if you nultiply that over many nillions of
people. That is not a trivial nunber of
cardi ovascul ar events prevented.

Part of the problem though, is we really
don't know, and, unfortunately, the opportunity
hasn't been taken advantage of to find out. So,
| ooked at that way, | think you could argue that
going OTC statins would, in a sense, be a massive
uncontrol l ed experinment. | just would hope that
sonmeone mght actually do the study that gives us
the data so that it wouldn't be an uncontrolled
experi nent.

Wthout that, | would see this as not a
good nodel for how the FDA m ght nove into the
over-the-counter area of treating chronic diseases

DR. WOOD: Let ne try and present the
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opposite view because | think that is an
interesting perspective. You are saying sort of
that we shoul dn't approve sonething because the
group at the lowest risk will get a relatively
smal | benefit. So, to argue the counter view which
is a sort of libertarian, | suppose, view, that
sounds awfully paternalistic. | nean, there are
clearly people who are going to derive substantia
benefit--well, who are going to derive benefit
within the group for whomthis therapy is targeted
One of the attractions of over-the-counter
availability is that individuals have the right and
opportunity to nmake that judgenent of what risk
benefit and what cost benefit specifically they are
prepared to assune. It seens to ne that there is a
di fference between, for instance, deciding whether
a health plan is going to pay for something and
deci di ng whether a drug should be available to
i ndi vidual s to make that decision for thenselves.
So, while it is fine to go through
multiple iterations saying, well, people with an

LDL of only fill-in-the-blank take this, the
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benefit will only be X. For people with an LDL
that is substantially higher than that and choose
to take it and choose to pay for it thensel ves and
decide that that benefit is worth it to them that
is their decision which is a different paradi gm
fromsociety paying for it out of their healthcare
pl an.

So it does seemto nme that that analysis,
whil e the usual one we do, nunber needed to treat
of whatever, is one that is applied to a popul ation
where the popul ation, as a whole, is paying for it.

Here, we are in a different situation
I ndi vidual s are nmaki ng that judgnment and in a way
that we nake that judgment every day. Some people
decide to put snoke detectors in their honmes and
sone deci de not, or whatever the analysis is.

So | amsort of left unconfortable, | nust
say, listening to that analysis, saying, well, we
are not going to approve a drug for
over-the-counter use because some patients who
m ght derive relatively little benefit would take

it and, for them it might not, in our view, be
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worthwhile but, on the other hand, in their view,
it might be, and, simlarly, there are other
patients out there who m ght derive benefit but
they shoul d not have the opportunity to do that.

It is sort of like if you | ook at where
physicians LDL is, it is probably at |east as |ow
as the guidelines, probably down at 70 for nany if
they are on statin. So | amnot sure that is the
ri ght anal ysis.

DR DAVIDOFF: You didn't let me finish.

DR. WOOD: Okay. Sorry; | thought | had.

DR DAVIDOFF: | am hoping that what |
have to say that | didn't get to say yet wll,
per haps, make a difference in your view because
woul d continue by saying that, as the potentia
benefit shrinks and, again, as has already been
poi nted out, the relative bal ance between benefits
and risks also shift. It shifts in the direction
of being a bit nmore concerned of, are we getting
the bang for buck relative to the potential risks.

I think, if the only issue is is having to

treat 100 people for six years in the face of the
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apparent relatively rare serious side effects,
woul d agree with you, that | think that that is
probably in favor of going ahead.

But | haven't finished. The other issue
that | think is highly relevant is the issue of
cost effectiveness. By that, | amnot talking
agai n about just purely financial and econonic
i ssues but cost effectiveness which is a kind of a
bridgi ng concept between resource use and clinica
ef fecti veness.

The basis of ny thinking about that was an
article that was published in Annals of Interna
Medi cine in the Year 2000. The lead author is
Prosser but the senior author was MIt Winstein
who wote the book on cost effectiveness. The
article is Cost Effectiveness of Cholestero
Lowering Therapy According to Sel ected Patient
Characteristics.

The reason that | think that that is
rel evant is not because | want to focus on dollars,
per se, but on this ratio of cost effectiveness.

Their conclusion was, after |ooking at extensively
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across various categories of age, gender and other
risk factors, was that, in their words, "Primary
prevention is not cost effective. It costs
anywhere from $62,000 to $1.4 million per
quality-adjusted life year for primary prevention,"”
dependi ng on which group you are | ooking at.

In contrast, and this is the inportant
poi nt, the cost effectiveness for secondary
prevention, which is effectively what happens in
the prescription situation, is $1,800 to $40, 000.
So, in effect, the cost effectiveness of primary
prevention versus secondary prevention is between 1
and 2 orders of magnitude | ess cost effective.

Those cal cul ati ons are based on efficacy
fromrandom zed trials not fromthe efficacy of the
much | ess efficient situation that would occur in
over -t he-counter treatnent, $50,000 per
quality-adjusted life years, a commonly used
benchmark for cost effectiveness which is why they
came to the conclusion they did.

I think it is also hel pful to consider, by

way of conparison, the cost effectiveness of
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sonet hing much nore tangi ble and that is--the
exanpl e they use is single-vessel angioplasty for
severe angi na, the cost effectiveness of which is
$10, 000 per quality-adjusted life year
So | think that that does have to be
wei ghted into the balance. |Is this kind of

expenditure, whether it is out of pocket or from

i nsurance carriers, it is still noney being spent
for healthcare. |Is that a good use of npbney in
this area of healthcare. | think that does have to

be wei ghed into the equation.

DR SCHWARTZ: Dr. Wod, | am Sandy
Schwartz fromthe University of Pennsylvania. W
didn't tal k about cost effectiveness at all because
we were told cost wasn't going to be an issue. But
there are a couple of inportant--

DR. WoOD: | think we are going to have to
just keep going at this stage because we are
getting close to the end. W haven't presented
that. But we are close to the tine out so | am
going to have to cut you off.

DR. WATTS: | want to nake two points
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One is that it has been alluded to but not really
focused on that the leap fromprescription status
to over-the-counter status is a big one. It seens
awfully attractive to have an internediate category
as they do in the U K and | would urge the agency
to explore sone possibility of creating a

behi nd-t he-counter, because | would feel nuch nore
confortabl e having these discussions if there was
sonme sort of sea-wall between next step and the
general public.

DR. FINCHAM | couldn't agree nore. M
vote would be conpletely different if that was the
case.

DR. WATTS: | don't think ny vote would be
di fferent because | am concerned, too, and the
second point to make is that this sets a precedent
that would then need to extend to other drugs in
this class and other drugs for the managenent of
chronic silent diseases.

I am not confortable at this point,
certainly not with the data that has been

presented, but it is hard for ne to conceive of

file:///l[Tiffanie/c/storage/0114NONP.TXT (320 of 337) [1/26/2005 10:48:18 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

adequate data that | would feel confortable in

| ooki ng at anti hypertensives for over-the-counter
use, even though bl ood pressure assessnent is
probably nore widely avail abl e than chol estero
testing, or for anti-diabetic drugs for
over-the-counter use, even though

sel f- bl ood-gl ucose testing is avail able and
accur at e.

I am concerned that the precedent to nove
this to a non-prescription category, be it a behind
the counter or in front of the counter, has really
serious ramfications that go beyond the decision
for this particular conpound.

DR. WOOD: Any ot her discussion? Are we
ready to vote on this? | have forgotten where we
started last tinme.

MR, SCHULTZ: If | mght add sonething.

DR WOOD: |I'msorry. Dr. Schultz? 1 beg
your pardon.

MR. SCHULTZ: Along the Iines of the |ast
speaker, | would like to say if there is any way

for this conmittee to offer that suggestion to FDA
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as part of our deliberation, | think it would be a
very fine thing to do

DR, WOOD: kay. Thanks. | have
forgotten which side we started on last tine. So
we will start with Dr. Wool f?

DR WOOLF: | vote no. | don't think that
the support systemis out there for patients,
potential patients, to nake an adequate assessnent.
We have no data that, even if there were pharnaci st
in place, that that would be an adequate backup,
not to nention the fact that there would be |ots of
patients who could be buying the product when the
pharmaci st is no longer on site. What does that
person do? Does that get folded up and taken away?
Does that person buy the product and cone back to
speak to the pharnaci st another tinme or not speak
to then?

So, for all the reasons that we have
di scussed over the last two hours, plus | don't
think that the backup systemto nake an inforned
decision is there. So | vote no.

DR. BENOW TZ: Let nme say first that | am
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in favor, in general, of the idea of
nonprescription | ovastatin, however, not for the
system as proposed. | see five things that need to
be dealt with specifically.

One, | think there needs to be an accurate
benefit description so people can really nake
judgrments about if they are going to buy it, which
| agree with you, Alastair, that people should have
the right to do that. They should know what the
benefits are that they are paying for

I think there needs to be better
protection in terns of pregnancy risk. | think
there really needs to be better care available in
terns of pharmaci st care or someone to ensure that
there is better follow up.

I think there needs to be an interaction
bet ween the FDA and whoever regul ates marketing so
that it is narketed in a fair and bal anced way. |
think we need to be sure that when generic OIC s
come, that they are brought into the same system

DR WOOD: So is that a yes or a no?

DR BENOWTZ: It is a no.

DR BLASCHKE: Well, to bal ance that,
feel exactly the sane way as Neal does but, since

we have to give a categorical answer, | will say a
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categorical yes with all of the caveats that Nea
has just nmentioned. M concerns are exactly the
same, the pregnancy issue, the issue of what the
patient really knows about what he or she is buying
in terms of the benefits, the inportance of the

i nvol venent of the pharnacist, et cetera. But, as

a categorical answer, | will say yes.
DR. CARPENTER: | say no. | do agree with
Neal 's comments as well. | would wel comre and woul d

push exploration for a p-level designation or
somet hi ng anal ogous to the p-level designhation in
the UK | think it is worth nmentioning that this
is an extrenely difficult question at hand because,
unli ke nost of our tasks in these commttees, we
are not really sinply evaluating the product here.
We are being asked to deal with an entire policy
and phil osophy of healthcare.

I think the no's are couched in the fact

that the way this whole systemis packaged for us
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at present is quite unconfortable for the reasons
al l uded to.

DR PARKER  No, based on the fact that |
don't think the presented studies support that
peopl e can adequately self-sel ect and nmanage
wi thout an inforned internmediary and al so because
don't feel that the current proposed labeling fits
with the FDA regulation that it be likely to be
read and understood by the ordinary individua
i ncl udi ng individuals of |ow conprehension

My third concern relates to the cat out of
the box once marketing takes over

DR FOLLMAN: | would vote no. M nmain
concern has to do with the fact that | don't view
we have had really evidence in terns of events
benefits done for this. The studies that have been
done have conpared statins to nothing. | think the
proper conparison is statins in a prescriptions,
statins in a over-the-counter world. | just don't
know whi ch way that would cone out. | don't have
any evidence. So that is ny main reason for voting
no.

I have a few coments on the | abel. One
is that | think it is inportant to require annua

chol esterol testing, at |east put that on the
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| abel . The | abel al so suggests that those who
don't reach goal at 6 weeks should just stop taking
Mevacor and, by the way, also see a physician. |
think it is inportant that they should see a
physician if they start because the treatnent isn't
ef fective enough for them

And, as has been nentioned, | think, the
fact that the CUSTOM study had 10 percent of the
worren | ess than 44 years of age is also of concern

DR. DAVIDOFF: | would say no. But |
woul d al so say that | think Merck deserves a huge
amount of credit for noving this issue forward or
at least trying to do so. | hope that they don't
give up their efforts and also that the FDA joi ns
in the effort to try to actually devel op an OIC
approach that is nore denonstrably effective and
cost effective and then all neasures that could
move it in that direction ought to be |ooked into

i ncl udi ng behi nd-the-counter kind of dispensing,
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i mproved | abeling, et cetera because | think it is
the right thing to do. But | don't think we are
there yet.

DR PATTEN. | vote no. This is based on
results fromthe CUSTOM study that have al ready
been discussed. It is also based on the fact that
the way our healthcare systemis currently
configured, we do not have the option that the
British have. | think that is an option that
shoul d be considered. | don't that the idea of
phar macy-care OTC that we heard addressed this
nmorning really gets at that issue. There are nmany
| abel i ng probl ens that have al ready been nenti oned.
One that passed me by until just a few m nutes ago;
if, indeed, age is the first criterion that people
shoul d use to decide if this nedication is
appropriate or not, then age should be on the front
of the package. If you are a female, 55 or over
if you are a nmale, 45 or over, should be right
there for people to see.

DR McCLUNG No, but not because of the

concern about the effectiveness of the drug, but

file://ll[Tiffanie/c/storage/0114NONP.TXT (327 of 337) [1/26/2005 10:48:18 AM]



file:////ITiffanie/c/storage/0114NONP.TXT

328
because of the strategy that is outlined, ny
uncertainty about the ability of prospective
patients to adequately assess their needs for
choosing to take the therapy.

Secondly for the reasons outlined
el oquently by Dr. Davidoff about the concern about
lowrisk patients being treated. Lastly, the
uncertainty about whether this strategy is actually
better than a physici an-based approach that has the
same anount of educational and notivational support
that this program woul d have fromthe marketing
angl e.

DR CLYBURN. No. | have no doubts that
statins are safe and effective within the target
popul ation. My concerns are nore with the
sel f-sel ection process and | woul d support a
behi nd-t he-counter, over-the-counter, option

DR. MAKRI'S: No, based upon concerns about
the current proposal as it was presented. | think
there are a |l ot of opportunities to inprove it or
to nove forward in sone of the directions that have

been outlined by this group today. | see that
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there is a real need for this type of marketing,
perhaps in the future, but | don't believe that
this particular proposal addresses all of the
concerns that have been raised.

DR. CLAPP: | think that the
behi nd-t he-counter option would be a perfect
solution to this dilema. Mevacor seens to be
crucial in heart health and a great drug for it.
But, unfortunately, because of the nature of the
marketing, | think that it puts the
risk:benefit--it shifts the risk:benefit ratio with
the other considerations that we have descri bed.

But, as Dr. McCung nentioned, |I think if
Merck could give the sane | evel of aggressive
mar keting to physicians for re-education for them
and, perhaps, pose Merck 20 milligrams in the sane
realmas a vitamin or aspirin or something that is
a kind of salubrious solution that doesn't seem as
pharmacol ogi cal to the patient consumer as anot her
prescription medicine that is 40 mlligrans,
perhaps posing it as an optional nedicine for

peopl e because, then, they can conceive that they
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made a choice

You coul d, perhaps, have the same
public-health benefit to the consunmer and then have
the ability to target those who need nore than the
20 milligrans.

So | applaud Merck for their attenpts at
putting this forward and | see that the CUSTOMV
study was a good attenpt. It gave us a | ot of
information as to how to perceive and, perhaps,
better construe a study for the future. | am
hopi ng that they won't drop this effort and I am
hopi ng that the FDA will have some solution for the
future of changing access to over-the-counter
medi ci nes to behind-the-counter, as they do in UK

But | al so hope that Merck w Il consider
aggr essi ve physician education for this nmatter
because | think, in the interim the public would
benefit fromthe 20-m | ligram Mevacor

DR. SCHADE: | vote yes

DR. WOOD: Hang on. W didn't get a vote.
Did we get a vote?

DR. CLAPP: No.

DR. WOOD: Thank you.

DR SCHADE: | vote yes for the overriding

reason that there are mllions of Arericans in this
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country with no health insurance and absolutely no
access to a statin except, of course, to fly to
Britain. | think that these people deserve the
right to lower their risk and prevent
cardi ovascul ar di sease. Until we provide somet hing
over-the-counter at a significantly reduced price
and not having to get a physician's prescription,
we are going to continue to have this huge burden,
particularly in the uninsured. | think there is an
overwhel mi ng urge, or should be an overwhel n ng
movenent, to make absolutely inportant nedications
available to noninsured individuals in this country
because, as | think everybody knows, the healthcare
systemis not going to be fixed by tonorrow.

So | vote yes

DR, TAYLOR | would vote no. | think we
have sone serious infrastructure problens in
i npl ementing the current proposal. | do think we

have to do sonething about the gap in those
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i ndividuals being treated. | do think that there
are a group of individuals that do need nore

heal t h- prof essi onal intervention and they woul d not
be able to operate effectively in this system

Perhaps, integrating it into a nore
systemc way into the healthcare system systens
that are being proposed for the future mght be a
way to do that. But this proposal, | think, does
not do it. Pharnmacy behi nd-the-counter woul d,
however, generate sone ent husiasm

DR. SCHAMBELAN: | vote no for nmany of the
reasons that have just been articul ated,
particularly around the issue of approval as
proposed. | don't think this neets the criteria,
at least to satisfy me. | also feel that the idea
of a behind-the-counter access such as will be
studied in the U K mght well be an answer.

I think Dr. Follman asked for a
city-by-city comparison. | think we may have a
chance for a country-by-country conpari son to see
how this does in an OTC setting and, maybe in a

year or so, we will have sone data that we can | ook
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at .

DR. WOOD: | vote yes on the basis that
the drug is safe and effective for use without the
intervention of a doctor in the target popul ation
that it was designed to look at. | amless
i npressed with the argunments about cost
ef fectiveness in that | think people should have
the right to spend their noney as they wi sh.

They do need to have a cl ear understandi ng
of the likely benefit that they, thenselves, nmay
derive fromthe product and that currently isn't on
the | abel but should be and the opportunity to
cal cul ate that should be there.

The reality is that the vast majority of
these patients we receiving no therapy right now
and should be. | think the idea that we should
deny these patients therapy is disturbing to ne.

So | would also agree with Neal Benowitz and Terry
Bl aschke and what Dr. Schade said, and not repeat
it again, but even though one of them voted no,
think these are argunents for approving the drug
for over-the-counter use.

DR. TINETTI: | vote no. | amvery
strongly supportive of noving in the direction of

sel f-managenment but | don't think we have heard,
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over the last two days, the evidence to support
that the overall benefit either to the popul ation
or the individuals will be better with it
over-the-counter than its present situation. |
encourage Merck and the FDA to nmove towards the
ki nd of study and evidence that can hel p address
that question because | think it is a very
i mportant one.

DR WATTS: | vote no. | am convinced
that Mevacor 20 milligrans is safe and effective in
the target population but it is a noving target and
I am not convinced that patients who fall outside
that target are properly channeled to where they
should be if they fail to reach goal or new
conditions develop. | amnot at all convinced that
patients can self-select for the target popul ation,
that consi derabl e support from health professionals
is needed and that is why it is a prescription
drug.

DR. NEILL: | vote no. The answer to the
| ack of insured patients in this country isn't a
pi eceneal thing like this. It has to be nuch nore
global. In addition, while | respect the right of
people to be able to choose to spend their noney

the way that they wish to, in fact, for the
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fraction that have sone insurance in this country,
what we are tal king about is how ny tax dollars are
going to be spent. That is going to be altered
dramatically by a choice like this not just in
terns of how or whether chol esterol -1 owering
medi ci nes becone avail abl e over-the-counter but how
we nmanage and defined OIC conditions.

We have spent very little time talking
around the edges of that but that is a huge, huge
i ssue that should not be discussed sideways but
directly.

DR WERMAN: | vote no.

MR SCHULTZ: | vote no on the basis that
sel f-sel ecti on does not produce a likelihood of
continued use if there isn't some intervention with

pr of essi onal medi cal personnel and shoul d be that
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way.

DR. FINCHAM | vote no. The Institute of
Medi ci ne, crossing the quality chasmthat was
referred to in the sponsor's docunent, they talk
about comuni cation, coordination and integration
of care on Page 49. That would be missing in this
process as it is proposed in the United States.

The British system woul d renove and
questions and qual ns | have about this being
significant. | think it is a tragedy. You don't
have to fly to the U K  You can drive to Nogal es
or any other city in Mexico and buy this easily
wi t hout any of this.

So | encourage the FDA and | certainly
encourage Merck to continue this process but | have
to vote no now.

DR. SNODGRASS: | vote no. Many of the
reasons have already been stated quite well by many
others. | would strongly encourage Merck as wel |
as working with the FDA but continue to address
this issue. It is clear that it has some rea

potential on a lot of levels. But | just think the
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overall benefit:risk ratio is still not there.

I would l'i ke to nmake one small statenent
about the pharmacy issue. | think that is a good
idea and it could advance this considerably. But,
even that, | think, in the United States context,
woul d have to be | ooked at very carefully with
regard to nunbers of pharnacists, the depth and
quality of their training to deal with this with
regard to the actual patient benefit.

DR WOCD: G eat. So the vote is 20 no
and 3 yes. | think we have answered all the other

questions so | don't think we need to proceed from

that. It is 3 o'clock and | think that is the end.
Ch, wait.

DR MEYER | sinply wanted to thank the
committee for the two days. | think this has been

a very thoughtful discussion. W have gotten a | ot
out of it fromyour participation and thank you
very nmuch.

[ Wher eupon, at 3:00 p.m, the neeting was

adj our ned. ]
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