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PROCEEDI NGS
Call to Order

DR. WOOD: Good norning. | an Alastair
Wod. | think we are ready to get started and why
don't we begin by going around the table and having
the commttee and others at the table introduce
t hensel ves? GCeorge, why don't we start with you?

DR. GOLDSTEIN: | am George Coldstein. |
am a Board certified pediatrician, with 17 years of
practice experience who realized he woul d never
reach perfection and went into the industry
thereafter. | have been in industry for 30 years
and recently retired. | chaired the Anerican
Acadeny of Pediatrics Cinical Pharmacol ogy
Section, where | had the pl easure of neeting Dr.
Wayne Snodgrass, anmong others. | have been in
prescription drug devel opnent regul atory affairs
and chaired the O phan Drug Conm ssion for
industry. It is a pleasure and a privilege to be
here. Thank you.

DR. RYDER  Steve Ryder. | am an

internist and a diabetologist. | have been in
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i ndustry for about 25 years, and had the pleasure
of learning fromDr. Coldstein and nany on this
committee. | ama full-tinme enployee of Pfizer and
a non-voting industry representative to the

Endocri ne and Metabolic Drugs Advisory Comittee.

DR CAPRIO | am Sonia Caprio, from Yal e.
I am a pediatric endocrinol ogi st and ny area of
research and interest is child obesity and type 2
di abetes in children.

DR BENOW TZ: Neal Benowitz. | amfrom
UC San Francisco. | aman internist and a clinical
phar macol ogi st and nedi cal toxicologist, and | ama
nmenber of the EMDAC committ ee.

DR. CARPENTER: | am Tom Carpenter. | am
in the Pediatric Endocrine Section at Yale. | have
served on this conmittee and have a prinmary
interest in bone and marrow di sorders but
clinically practice pediatric endocrinol ogy as
wel | .

DR. BLASCHKE: | am Terry Bl aschke,
clinical pharmacol ogist and internist from Stanford

Uni versity and nenber of the EMDAC.
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DR. FOLLMANN: | am Dean Fol | mann, head of

statistics at the National Institutes of Allergy

and | nfectious Di seases.

DR. PARKER: Ruth Parker, general nedicine

at Enory University. | amon the EVMDAC comitt ee.

DR SCHAMBELAN: Mbdrris Schanbel an, at the

University at San Francisco. | aman

endocrinol ogi st and run the division at San
Franci sco General Hospital, and | am a nenber of
the Endocrine and Metabolic Drugs Advisory

Commi ttee.

DR WOOD: | am Alastair Wod and chair of

this commttee, and | aman internist and clinical

phar macol ogi st from Vanderbilt.

LT LYONS: | amDarrell Lyons. | amthe

executive secretary for the Nonprescription Drugs

Advi sory Conmittee.
DR GRIFFIN. Marie Giffin. | aman
i nterni st and pharmacoepi demi ol ogi st from

Vanderbilt University.

DR WOOLF: | am Paul Wolf, from Crozer

Chester Medical Center. | amon EMDAC and this is
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nmy "swan song."

DR. CLYBURN: | am Ben dyburn. | aman

internist fromthe Medical University of South

Carol i na and an EMDAC menber.

DR. TINETTI: | am Mary Tinetti, internal

medi cine and geriatrics at Yale, and | am on EMDAC.

DR. SNODGRASS: | am Wayne Snodgr ass,
pedi atrician and clinical pharnmacol ogi st at the

Uni versity of Texas.

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

ant hr opol ogi st on the faculty of Macal ester

College, in St. Paul, Mnnesota. | amthe consuner

representative associated with EVMDAC.

DR. COLMAN: | am Eric Col man. | ama

medi cal officer fromthe D vision of Metabolic and

Endocri ne Products at FDA.

DR. PARKS: | am Mary Parks, Acting

Director in the D vision of Metabolic and Endocri ne

Products, FDA.
DR. LEONARD- SEGAL: | am Andrea
Leonard- Segal , Acting Director, Division of

Nonprescription Cinical Evaluation at FDA.
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DR. ROSEBRAUCGH: Curt Rosebraugh, Deputy
Director, Ofice of Drug Evaluation I1I.

DR, WOOD: Thanks very nuch. The next
itemon the agenda is for Darrell to read the
conflict of interest statenent.

Conflict of Interest Statenent

LT LYONS: The followi ng announcenent
addresses the issue of conflict of interest and is
made part of the record to preclude even the
appearance of such at this neeting. Based on the
submitted agenda and all financial interests
reported by the committee's participants, it has
been determined that all interests in firmns
regul ated by the Center for Drug Eval uation and
Research present no potential for an appearance of
a conflict of interest at this neeting, with the
foll owi ng excepti ons:

In accordance with 18 USC Section
208(b) (3), the followi ng participants have been
granted wai vers, Dr. Terrence Bl aschke for
consulting on an unrelated matter for a conpetitor,

for which he receives |less than $10, 001 per year
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Dr. Thomas Carpenter for serving on a
speakers bureau for a conpetitor. He receives |ess
than $10, 001 per year, and lectures on matters
unrelated to orlistat and its conpeting products.

Dr. Marie Giffin for consulting on an
unrel ated matter for a conpetitor. She receives
bet ween $10, 001 and $50, 000 per year.

Dr. Alastair Wod for consulting on an
unrel ated matter for a conpetitor. He receives
| ess than $10, 001 per year.

Dr. Neal Benowitz for consulting on an
unrel ated matter for the sponsor and for serving on
the advi sory boards for two conpetitors on
unrelated nmatters. He receives less than $10, 001
per year per firm In addition, Dr. Benow tz has
been granted a wai ver under 21 USC 505(n) for his
spouse's ownership of stock in two conpetitors.
These stocks are valued from $5,001 to $25, 000
each.

Dr. Ruth Parker for serving as co-editor
on an unrel ated journal suppl enent supported by an

unrestricted educational grant froma conpetitor.
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She receives | ess than $5, 001 per year

A copy of the waiver statements may be
obt ai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parkl awn Buil di ng.

We would also like to note that Dr. Steven
Ryder and Dr. George Gol dstein have been invited to
participate as industry representatives, acting on
behal f of regulated industry. Dr. Ryder's and Dr.
CGoldstein's role on this commttee is to represent
industry interests in general and not one
particul ar conmpany. Dr. Ryder is enployed by
Pfizer. Dr. Goldsteinis a retired enpl oyee of
Sterling Drugs.

In the event that discussions involve any
ot her products or firms not already on the agenda
for which FDA participants have a financia
interest, the participants are aware of the need to
excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record. Wth
respect to all other participants, we ask in the

interest of fairness that they address any current
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or previous financial involvenment with any firns
whose products they may with to comrent upon
Thank you.

DR. WOOD: Thanks very nmuch. Let's nove
on to the first presentation. Andrea?

Wl come and | ntroductory Conments

DR LEONARD- SEGAL: Dr. Wod and nenbers
of the joint commttee, good norning. It is a
pl easure for me to wel come you this norning on
behal f of the Division of Nonprescription Cinica
Eval uati on and the Division of Metabolic and
Endocri ne Drug Products.

| amjust going to say a couple of words
that | hope will offer you a backdrop for today's
meeting. | will touch on the historical approach
to approving wei ght-1oss drugs by prescription and
over-the-counter, and | will say a few words about
obesity and the condition of being overweight. |
will touch on the regulatory history of orlistat;
regul atory requirenents for non-prescription
marketing; and I will wap up by just outlining

today' s agenda.
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FDA' s approach to approving prescription
wei ght-1o0ss drugs has mrrored the treatnent
recomrendations in the National Institutes of
Heal t h gui delines over about the | ast decade or so,
and you will hear nore about this fromEric Col man
inalittle while. As such, the target popul ations
for drug therapy have been the obese popul ation

with a body nass index of at |east 30 kg/m

2 and the
overwei ght population with a BM of at |east 27
kg/ m2 who al so have other risk factors for
cardi ovascul ar di sease and nortality, including
things |ike hypertension and di abetes mellitus and
dysli pi deni a.

By contrast, the approach to
over-the-counter weight-loss drug availability has
been gui ded by the over-the-counter nonograph. |
know t hat sone of you may not be familiar with the
over-the-counter nonograph, but Arlene Sol beck
will, hopefully, remedy that for you also a little
|ater this norning. Suffice it to say that in 1982
an advance notice of proposed rul emaki ng was

published in the Federal Register which recognizes

file:///C)/dummy/0123NONP.TXT (13 of 459) [2/3/2006 12:26:21 PM]



filex///Cl/dummy/0123NONP.TXT

wei ght control as an over-the-counter indication,
however, the treatnent indication is not based upon
BM .

In addition to cardiovascul ar risk
factors, the NIH s 2000 gui delines, which are in
your packet, |ist non-cardiovascul ar conditions for
whi ch obese patients are at risk. The guidelines
mention osteoarthritis, gynecol ogica
abnormalities, gallstones and stress incontinence.

However, it is also inportant to note that
the nedical literature is replete with articles
demonstrati ng non-cardiovascul ar risks of being
overweight in addition to being obese. Exanples
woul d be this month's Annals of Internal Medicine,
article by Hsu et al., that shows that the
condition of being overweight is an i ndependent
risk factor for end stage renal disease in addition
to the condition of being obese.

As a rheumatol ogist, | can tell you that
for years we have known that the condition of being
overwei ght and the condition of being obese is a

risk for osteoarthritis devel opnment and al so both
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of these conditions worsen the state of
osteoarthritis if it already exists. W know that
osteoarthritis begets physical inactivity, and the
2000 NI H guidelines state that physical inactivity
is an increased risk for cardi ovascul ar di sease and
di abetes. For osteoarthritis weight |oss of around
ten pounds can nmake a huge difference in terns of
function and pain.

Now l et nme turn to the regulatory history
of orlistat. Xenical or orlistat 120 ng was
approved in 1999 as a prescription product. It is
a pancreatic lipase inhibitor for obesity
managenent, and the sponsor is Roche Laboratories.
The product is as doses of 120 ng three tinmes a day
to be taken with a fat-containing neal

There are two indications. The first is
obesity managenent includi ng wei ght | oss and
mai nt enance when used with reduced calorie diet.
The second is to reduce the risk for weight gain
after prior weight |oss.

The target population mrrors the 2000 NI H

guidelines in that we are tal king about a BM of at
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| east 30 or a BM of at least 27 with other risk
factors, and the duration of therapy is not linited
by | abel i ng.

I n Decenber, 2003 the | abeling for Xenica
was updated to include efficacy and safety data for
obese adol escents ages 12-16. However, there is no
pedi atric indication per se in |abeling.

Now, the reason we are here today is to
talk about Alli. | hope |I am pronouncing that
correctly. This is orlistat 60 ng. The product is
brought to us by daxoSnmthKline and it is to be
taken as one or two capsules, that is, 60 or 120 ng
with each fat-containing nmeal, not to exceed six
capsules daily. The indication is to pronote
wei ght 1oss in overweight adults when used al ong
with a reduced calorie and lowfat diet. The
target population is overweight adults at |east 18
years of age, and there is a proposed duration of
treatment of six nonths.

Now let's shift gears and tal k about the
regul atory requirenments for nonprescription

mar keting. Everything we do at FDA is, as you
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know, within a regulatory mlieu and the regul ation
that you need to know about for today's neeting is
the 1951 Dur ham Hunphrey Amendment to the Food,
Drug and Cosnetic Act. This anmendnent formally
differentiates prescription from nonprescription
drugs.

Two criteria carve a niche for
prescription drugs. The first is that the drug can
be used safely only under supervision because of
the drug's toxicity, other potentiality for harnfu
effect, other nethod of its use and collatera
measures necessary to its use. The second is if
the drug is approved as the result of a new drug
application for use under professional supervision,
maybe because it is the first inits class or for
sone other reason. Oherw se, the drug should be
avail abl e without a prescription. In essence, the
Dur ham Hunphr ey Amendnent says that if a product
doesn't fit into this prescription niche it
defaults to being over-the-counter

So, what kinds of things do we need to

know when we are thinking about noving a drug from
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the prescription to the nonprescription realnf? W
want to ask does the product have an acceptabl e
safety profile? Does it have |ow potential for

m suse and abuse? Does it have a reasonable
therapeutic i ndex of safety? Can the condition to
be treated be self-recognized? When used under the
nonprescription conditions, is the product safe and
effective? Do the benefits outweigh the risks in
the over-the-counter setting? So, the issue that
we are going to ponder today is does orlistat neet
the regul atory requirenments for nonprescription

mar ket i ng?

So, what is going to go on here? After
am done speaking, we will hear a little bit nore
about the history of weight-loss drug approval both
in the R« and OTC settings. Then we will hear from
d axoSmithKline. Then we will have a break and the
committee can perhaps avail thensel ves of some of
the high-fat, high-calorie food that | see on the
tabl e over there. Then FDA will speak about safety
and efficacy of orlistat and we will talk about the

| abel conprehensi on study and the actual use study
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that were available for us to review Then we w ||
have | unch, committee discussion, the open public
hearing and then committee deliberations.

So, | thank you for the work that you are
about to do for us this norning and we | ook forward
to a very interesting day.

DR. WOOD: Thanks very nmuch. Unless there
are specific questions, let's go straight on to the
next speaker. FEric, do you want to take that?

Hi story of Weight-Loss Drugs

DR. COLMAN. Good norning. M goal for
the next 30 minutes is to provide you with an
overview of the regulatory history of prescription
wei ght -1 o0ss drugs, which dates back about five
decades. | have decided to break this into three
parts, beginning with the original approval of the
anphet am nes and t he anphet ani ne congeners, and
then move on to a period where all weight-I|oss
drugs were approved for short-termuse only, and
then conclude with the current era where we have
prescription drugs for obesity that are used |ong

term
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The first drug approved by FDA for
treatnment of obesity was an anphetani ne,
desoxyephedrine, and this was back in 1947. The
indication read "as an adjunct to therapy of
obesity." By 1960 FDA had approved five
anphet am ne congeners, which | have shown you here
I want to share with you the I abeling indication
for diethylpropion. In this case, the drug was
indicated for the treatnent of obesity in any
patient, including the adol escent, geriatric and
gravid, as well as special risk situations of the
cardi ac, hypertensive and diabetic. So, just about
everybody could take that drug.

Shortly after that, in 1962, Congress
passed the Kefauver-Harris Drug Anendnents. For
the first tinme this legislation required that drug
conpani es subnmit to FDA evidence that their drugs
were effective. Because the |egislation did not
have any bearing on drugs approved before 1962, the
Conmi ssi oner asked the National Acadeny of Sciences
if they would review all of the available efficacy

data for the drugs approved between 1938 and 1962
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That was roughly 3,000 drugs. It was a nmmjor task
Back then it was the psychiatrists who
were evaluating the wi ght-loss drugs. So, this
panel was charged with | ooking at the available
evi dence and rendering an opinion on whether or not
these wei ght-1o0ss drugs were effective. They spent
about three years doing that and ultimtely they
concluded that, in fact, these drugs were |ess than
effective for the treatment of obesity. Sone of
the reasons they cited for that were, one, the
trials were of short duration; the weight-I|oss
effect tended to plateau early; and there was no
avai |l abl e evidence that the drugs altered the
natural history of the disease.
It was clear, however, that additiona
| onger-term data were needed. FDA received the
panel 's recomrendations and they did agree that
there was insufficient evidence to support a
concl usion that these drugs were effective as
wei ght-10ss agents. So, they turned back to the
compani es and said, | ook, you have to go out and

conduct adequate and well-controlled trials and
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22
prove to us that these drugs are, in fact,
effective for obesity.

One of the fallouts of that is that it
required that FDA cone up with sone definition of
efficacy of weight-loss drugs. At first they
turned to an external panel of consultants and
asked this group to help them answer that question.
This group ultimately cane back and said we think
you shoul d define efficacy as statistica
superiority of drug to placebo. 1In other words, as
|l ong as the nunerical weight loss on drug is
greater than the nunerical weight |oss on placebo
and those differences are statistically significant
that should qualify as an effective weight-1o0ss
drug.

This group explicitly declined to require
some biol ogical superiority, for exanple, sone
mninmumloss in terms of percentage of excess
wei ght, and there were sone in the agency back at
this time that were in favor of this kind of
endpoint. But shortly after this, the advisory

comm ttee endorsed the use of statistica
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23
superiority criteria and that was what the FDA
adopted as their official policy.

They were able to put this new efficacy
definition to use when they conducted their
anphet am ne anorectic drug project. This was a
met a- anal ysis of the data fromthe trials that FDA
required manufacturers to go out and get follow ng
the DESI review process. It involved all
anphet am nes and anphet am ne congeners, and at this
poi nt fenfluram ne had been thrown in the mx; it
hadn't been approved yet. There were over 200
trials or nore than 10,000 patients. The average
duration of the studies was 3-24 weeks, however
nost were 12 weeks or |ess.

At the end of the day when they finalized
their analysis, it did turn out that patients
treated with active drug lost a fraction of a pound
more a week than those treated with placebo. Mre
inmportantly, the differences were statistically
significant.

Wth this information in hand, FDA was

ready to make an official proclanmation on the
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wei ght-1oss drugs, and they did this in 1973. As |
just nentioned, the data did support efficacy as
they defined it. However, there were a lot in the
agency who had a | ot of concerns about these drugs,
mainly related to the linited useful ness, and they
listed sone of these limtations as, again, only a
fraction of a pound nore a week lost for drug
versus placebo. The weight |oss plateau'd early
after the drugs were started. Wight was regai ned
after the drug was stopped. That is sonething that
today you would not think anything of; that is what
woul d be expected. Back then, they saw that as
sonme kind of weakness in the drug. Finally, there
were no data on the effects of the drugs on the
morbidity or mortality associated with obesity.
Agai n, people back in the '70s were talking about
these things. They were tal king about nortality
and norbidity associated with weight loss so it is
not a real recent phenonenon.

But the biggest concern at this point was
a grow ng abuse of the anphetanines and, to a

| esser extent the anphetam ne congeners. Illicit
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use in the country was ranpant. Taken together,
the FDA came up with what they considered a
comprom se position where these drugs would stay on
the market. They would naintain their obesity
i ndi cation but they would be linted to short-term
use. So, around 1974 all the weight-1oss
drugs--every one of them-had this indication. It
said, indicated in the managenent of exogenous
obesity as a short-term adjunct (a few weeks)--and
"a few weeks" was actually in the label |ike
that--in a reginen of weight reduction based on
caloric restriction. The idea was that if you only
took the drugs for a few weeks you couldn't becone
physi cal ly addi cted and since the drugs did nost of
the work in the early weeks, it seemed | ogical back
themto do this.

One of the consequences of that short-term
i ndi cation | have shown you here, on this graph.
This shows the rates of prescriptions fromthe '60s
up to 2000 but | just want to focus your attention
around in here. This is about the time when the

short-termuse indication went into effect and you

file:///C)/dummy/0123NONP.TXT (25 of 459) [2/3/2006 12:26:21 PM]



filex///Cl/dummy/0123NONP.TXT

can see a gradual, continual decline in the rates
of obesity drug prescriptions until you get to the
early '90s where you see this rather dramatic

i ncrease.

That dramatic increase was due to the
phen-fen studies. These studies actually began
back in the early '80s. Dr. Mchael Wintraub and
col |l eagues at the University of Rochester
hypot hesi zed that if you treat patients with
fenfluram ne and phenterm ne you woul d get nuch
nmore weight loss than if you used either one al one.
So, they set out to do sone |ong-term studi es and
these studies in a large way really hel ped
transition drug treatnent fromshort to long term

Anot her inmportant event in the '80s was a
1985 NI H consensus conference called Health
I mplications of Obesity. | want to spend a couple
of slides on this conference. One of the questions
asked up front was, well, what is obesity? There
were sonme definitions proposed: Excess of body fat
frequently resulting in significant inpairnent of

heal t h--si npl e enough. It turned out that obesity

file:///C)/dummy/0123NONP.TXT (26 of 459) [2/3/2006 12:26:21 PM]



filex///Cl/dummy/0123NONP.TXT

was considered a 20 percent or nore increase above
desirabl e body weight. Desirable body wei ght was
determ ned by |ooking at life insurance actuari al
data and finding what BM was associated with a

| ower risk of death.

It turned out, using sone life insurance
tables, that this 20 percent increase above
desirabl e wei ght was roughly correlated with a body
mass i ndex of 27. Again, body mass index is a
patient's weight in kilogranms divided by height in
meters squared. You will be seeing a | ot of BM
val ues in the remai nder of my presentation

This conference al so addressed the issue
of who should be treated for weight loss. It
didn't address what form of weight |oss--diet,
exercise or drug; it just make a recomrendati on
that these people should try to | ose weight.

Qovi ously the people who were obese, and that would
be 20 percent or nore above desirabl e body weight,
a BM of 27, they should | ose weight. For people
with | esser degrees of adiposity if they had

co-norbidities--diabetes, chol esterol problens,
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osteoarthritis--it mght be beneficial if they too
woul d | ose wei ght.

There were two mmj or outconmes of this
consensus conference in ny mnd. One was the
official proclamation by the nmedical comunity that
obesity was a di sease, and that had a | ot of
ram fications over the years. The other outcone
was a recomendati on that physicians begin to
routinely neasure their patients' BMs to assess
health risk. So, soon after this you start to see
a BM of 27 being equated with obesity and a risk
Unfortunately, a BM of 27 was often referred to as
overwei ght. Those terns were used interchangeably,
which is unfortunate gi ven what we use today.

I want to junmp ahead to 1992. This is an
i mportant year for a nunber of reasons in the
regul ati on of prescription drugs. N H sponsored a
conference on drug treatment of obesity. The fina
phen-fen results were published and ny Division
took over the regulatory oversight of the
wei ght-1o0ss drugs fromthe Division of

Neur ophar nacol ogy. W began worki ng on an obesity
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drugs gui dance docunent, which | will discuss at
greater length in a few mnutes.

I will take these one by one. There were
a lot of interesting comments that canme out of this
wor kshop. One was an observation that although
nmost ot her chronic diseases are treated with
| ong-term drug therapy, drugs have played
essentially no role in the treatnment of obesity in
Arerica. And, this is 1992

This was nore amazing given the fact that
there was evidence that nodest weight |osses reduce
complications and risk factors of obesity. What
was accounting for this? Well, you are |ooking at
them -state and federal regulatory controls
hi ndered or precluded drug use for |onger than a
few weeks. There was a special plea to the FDA to
go back and reeval uate the process by which
wei ght-control drugs are eval uated and approved.
So, we had folks down at NIH telling the FDA you
really need to do sonet hi ng.

The phen-fen results were published, the

final results. This study reported that sone obese

file:///C)/dummy/0123NONP.TXT (29 of 459) [2/3/2006 12:26:21 PM]



filex///Cl/dummy/0123NONP.TXT

patients, you could treat themw th fenfluram ne
plus phenternmine for out to 3.5 years and sone
woul d | ose significant anount of weight and they
woul d maintain that weight over a full 3.5 years
This was a new concept. This was a new paradi gm
that had been denonstrated. There was a |ot of
comment fromthe press on this.

I want to share with you some of those
comrents. One newspaper remarked in response to
this study that it showed that obesity could be
treated the way chronic di sease, say high bl ood
pressure or arthritis, are. |In those diseases,
drugs can be taken indefinitely to keep synptons in
check.

In terms of the medical conmunity, Dr.

Al bert Stunkard, a well-known obesity researcher at
the University of Pennsylvania, remarked that the
phen-fen study points to the way things are going
to go, i.e., we are going to treat obesity |ong
termw th drugs.

Finally, Dr. Mchael Wintraub, the |ead

aut hor of the phen-fen studies, noted that these
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drugs were not for the noderately overweight and if
you just wanted to | ose ten pounds and | ook better
at your high school reunion, you shouldn't take
these two drugs. By the way, Dr. Wintraub at one
poi nt was the head of the OTC Division here, at
FDA.

I mentioned two slides back that at the
NI H wor kshop they said, FDA, please, reevaluate
your approval process. In two days, in January of
1995, that is exactly what FDA did when they
convened an advi sory committee along with sone of
the nmost prom nent obesity experts in this country.
The tone of that neeting was started early when an
FDA of ficial nade the announcenent that the biggest
change FDA was hoping to bring about was the
approval of obesity drugs for |ong-termuse.

There were a |l ot of things discussed at
that meeting. | just want to spend some tine on
three aspects of the obesity guidance, the duration
and size of the phase 3 trials, criteria to define
ef ficacy and the appropriate patient popul ation. |

will go through each one of those separately.
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So, in '96 FDA did publish their guidance
for clinical evaluation of weight-control drugs
Recomendati ons for duration and size of the phase
3 studies recomended that at |east 1,500 patients
be studied for one year under placebo-controlled
conditions to assess efficacy. For safety, it was
recomended that 200 to 500 of these patients
continue on in an open-1label manner a second year,
again, to get sonme additional safety informtion

In ternms of efficacy, by 1995 we started
to see a lot of literature, a | ot of people saying
that in obese individuals as little as five to ten
percent reduction in body weight could bring about
tangi bl e i nprovenments in physical health. Oten
these were surrogates but, nonethel ess, you could
see inprovenents in glucose; you could see
i mprovenents in blood pressure; you could see
i mprovenents in HDL and triglycerides. So, there
was a | ot of debate about whether five percent or
ten percent should be the efficacy criterion
Utimately, FDA decided on five percent and it was

expressed in two ways, a nean wei ght change of five
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percent greater in drug versus placebo, or if the
proportion of patients losing five percent of
baseline weight is greater in drug versus pl acebo
treated patients that drug woul d be consi dered
effective. | will point out that our European
counterparts settled on a ten percent criterion,
which is certainly nore rigid.

As for the patient popul ation, the
gui dance recomended that individuals with a BM of
30 or nore, or 27 to 29.9 with a co-norbidity,
these were the people who were appropriate for drug
therapy. Now, how they arrived at these nunbers is
alittle bit of a nystery. It is admttedly
arbitrary to sone extent but for years at this
point a BM of 27 or nore was consi dered obesity
and by tagging it with at |least one co-norbidity it
was certainly increasing that patient's baseline
risk for an adverse health outcone.

If you were to |l ook at sone graphs that
depi cted body nass index and risk of death, when
you got to 30 you would see the line notably

increase the slope. So, using these two criteria
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really was an attenpt to optimze the therapeutic
ri sk/benefit profile by targeting patients whose
baseline risk of adverse health and expected
benefits of drug treatnment woul d outwei gh the known
and the unknown risks of drug therapy.

So, with the guidance in place, we were
now in a position to enter into the |ong-termdrug
treatnent phase. That officially took place in
1995 when dexenfl uram ne was approved for the
|l ong-termtreatnent of obesity. This was the first
obesity drug approved in over 20 years by FDA. As
you know, it has a short half-life. 1t was taken
off the market a year after it showed up because of
concerns over val vul opathy. Two nonths after that
si butram ne was approved for the long-term
treatnment of obesity and then, finally, orlistat,
the drug that we will be discussing today, was
approved in 1999.

I wanted to show you sone of the |anguage
fromthe orlistat |abeling, the indications
section. You will be seeing this in later

presentations as well: "Indicated for obesity
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managenent incl udi ng wei ght | oss and wei ght
mai nt enance in conjunction with a reduced calorie
diet; also indicated to reduce the risk for weight
regain after prior weight loss.” Once again, the
popul ation that is appropriate for this drug is
people with a BM of 30 or nmore or 27 to 29.9 in
the presence of at |east one other risk factor.
Switching fromFDA to NIH, in 1998 and
then again in 2000 NI H published their clinical
gui delines on the identification and treatnment of
overwei ght and obesity. One inportant factor in
this guideline was the recl assification of weight
by BM, and this was really followi ng on the
f oot steps of the WHO whi ch had done this back in
the mid '90s. But at this point, normal wei ght was
now going to be considered a BM of 18.5 to 24.9
and overwei ght was going to be expanded. It was
now going to be a BM of 25 to 29.9. 1In the old
days, part of this would be obesity. OCbhesity now
was a BM of 30 or nore. These criteria were based
on sone epi dem ol ogi ¢ data that show an increase in

nortality with a BM above 25 and a much greater
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36
increase in nortality when the BM reaches 30.

The NI H guidelines addressed the issue of
who shoul d be treated with medi cation. They state
that weight-1oss nedications should be used only by
patients who were at increased nedical risk because
of their weight and should not be used for cosnetic
wei ght loss. Again, they identified the sane
popul ation that we do as appropriate for drug
t her apy.

The gui delines also state that wei ght
| oss-nmedi cati ons shoul d never be used without
concomtant lifestyle nodifications. Dr. CGolden
wi || show you sone data which reinforces the
i nportance of concomitant |ifestyle nedication
Finally, this docunent said that since obesity is a
chronic disorder the short-termuse of drugs is not
hel pf ul .

A year and a half ago we convened our
advi sory committee. Sonme nenbers here were present
at the Septenber, '04 advisory conmittee. The goa
of that meeting was to revise and update the '96

obesity drug guidance. | would like to share with
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you three considerations that were di scussed that
day. | will take themone by one. W asked the
committee about the size and duration of the
trials. To refresh your nmenory, the ' 96 gui dance
recomrended that about 1,500 patients be treated
for a year under placebo-control conditions and
that a subset go on to a second year of open-| abe
st udy.

When asked about this, nost of the
commttee nenbers felt that the size of these
trials should be driven by safety, not efficacy,
because it would take far fewer patients to
establish efficacy than safety. So, people were
saying if you want to rule out an adverse event or
a particular incidence rate, then you shoul d power
your study around that. There was clearly
continued support for the one-year
pl acebo-control | ed exposure to show efficacy.
There was | ess support for continuing a second year
open-1| abel exposure for safety. People questioned
the utility of that. 1In terns of efficacy, there

was not nmuch discussion. People continued to
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support this five percent criterion as an
appropri ate endpoi nt.

Patient population was a little nore
interesting. One issue we did discuss that wll
have direct bearing on today's discussion was the
appropri ateness of treating patients with BMs of
25 to less than 27 with a weight-loss drug. Before
I give you sone of the comittee responses, | want
to share with you cormments nmade by Dr. Katherine
Fl egal, who is a well-known body wei ght
epi demi ol ogi st, who was present at our advisory
committee and did speak to sonme of these issues.

In response to this particular issue, she
was quoted as saying there is little information
avai | abl e concerning the health benefits of weight
loss in this BM range. Mst studies of weight
|l oss include few, if any, participants with BMs of
25 to less than 27 and may explicitly exclude them

Wth that as a little background, we asked
the committee point blank should the FDA change the
inclusion criteria to include subjects with BMs of

25 to less than 27 if they had a co-norbidity. To
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make a long story short, the mpgjority of the
committee nmenbers did not support at this tine
lowering the BM criteria to include individuals
with BMs of 25 to less than 27, often citing a

| ack of data in this group of people. There was no
doubting, however, that if a patient with a BM of
25-27 was to be treated with a drug, you woul d
certainly have to have nuch greater assurance of
that drug's safety than if you were treating

i ndi vidual s with higher baseline BMs and hi gher
risk.

Before | get to ny three concl uding
slides, | wanted to share briefly with you sone of
the thoughts of other organizations that endorse
targeting drug therapy to patients with BMs of 30
or nore or 27 with a co-norbidity. Those groups
that endorse this are listed here. Last year the
Anmeri can Col | ege of Physicians put out a drug
gui dance docunent for obesity. It was limted to a
BM of 30, just to obese individuals. The Anerican
Soci ety of Bariatric Physicians has a nuch nore

extensive list of potential criteria to use to
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identify patients who may benefit from drug
t her apy.

On ny last three slides | just want to try
to summari ze sone of the nmmjor thenes over the
years in the prescription drug treatnment of obesity
and sone of the changes in those themes, beginning
first with the observation that when the
anphet am nes and t he congeners were approved drug
treatment of obesity was thought of as a short-term
adjunct to enhance will power or appetite. It has
evol ved now to a point where drug treatnment is
consi dered | ong-term adjunctive therapy of a
conmpl ex chronic disease

The definition of obesity has changed
quite a bit over the years. Years ago, when the
original obesity drugs were approved, obesity was
often referred to as a 10-20 percent increase above
i deal body wei ght. Again, body wei ght was based on
| ooking at life insurance data to see what the
| onest risk of death was and what the BM
corresponded to.

In the md '80s w started to see a BM of
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27 being referred to as obese, often

i nterchangeably with overweight. In the nmid '90s
obesity becanme synonynmous with a BM of 30. As
mentioned, nore recently, overweight is now defined
as 25 to 29.9 and obesity is 30.

Defining efficacy of weight-1oss drugs has
al ways been a nmajor challenge. Initially, people
felt that if a drug didn't take soneone from obese
to achi everrent of ideal body weight the drug wasn't
effective--quite an anbitious goal; unrealistic.

Over the years that has given way to nore realistic

goals. In the early '70s FDA was using a
statistically significant increase. It had no
bearing on clinical significance. In the '96

gui dance we decided to adopt a five percent weight
| oss because we felt that you could tie that to
tangi bl e benefits.

On ny final slide | just wanted to make a
few comment s about nedical versus cosnetic weight
| oss because | think this is an issue that wll
come up today. All prescription weight-1|oss drugs

have been approved to treat nedical weight |oss.
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For sake of discussion, | have defined nedica
wei ght loss as long-termreduction in body weight
and fat mass with inprovenent in physical health in
high risk patients. Again, there is a genera
consensus that a five to ten percent reduction in
wei ght in obese patients will bring about
i mprovenents in physical health. Sone may be
surrogates but certainly you believe that would
ultimately translate into favorable outcone with
things like cholesterol and bl ood pressure.

In contrast, we have cosnetic weight |oss
and | have to say, obviously, that cosnetic weight
| oss and nedical weight |oss are not nutually
excl usive. Sone individuals my get both,
particularly those who are heavier, but the | ower
you go in terns of baseline risk | think it is nore
of a cosnetic issue. Again for the sake of
di scussion here, | have defined cosnetic weight
| oss as a short-termreduction in body weight and
fat mass with inprovenent in physical appearance in
|l ow or zero risk individuals.

The big problemis how do you define
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weight loss in ternms of a percentage of weight

| oss. How rmuch wei ght does soneone need to | ose
for that to be considered cosnetic weight |oss? It
woul d obvi ously vary dependi ng on the individua
and | certainly don't have any idea of what val ue
that woul d be.

But | think the nobst inportant issue
related to nedical versus cosnetic weight loss is
when somneone tries to make a risk/benefit
assessnent. Wth nedical weight | oss people |ose
wei ght; they have tangi bl e, neasurable inprovements
in their physical health and you can take those
measur enents and you can use those to wei gh agai nst
the known and unknown risks of the drug. Wth
cosnmetic weight loss it is very difficult to
quantitate benefit in terns of physical appearance.
We have quality of life but that is certainly a
softer endpoint than | ooking at chol esterol and
bl ood pressure, etc.

So, the challenge here is to sonmehow nmake
a reasonabl e risk/benefit assessnment of a drug

that, at |east by sone people if it is available
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over-the-counter, wll be used for cosnetic weight
loss. | will be anxious to hear the committee's
thoughts on this idea, as well as other related

i deas throughout the day. Thank you.

DR. WOOD: Unless there are questions, we
will nmove straight on to the next speaker.

Hi story of the OTC Monograph

MS. SOLBECK: Good norning. My nane is
Arlene Sol beck and | am a regul atory review
biologist in the Ofice of Nonprescription
Products, Division of Nonprescription Regul ation
Devel opnent .

This norning | will present the history
and the current status of the nonograph for
over-the-counter weight-loss drug products. First
I will give a brief discussion of what an OIC
monograph is and how it is established. Then |
will briefly discuss the current status of the
over-the-counter weight-loss control products for
over-the-counter use.

In 1972 FDA began a review, which has come

to be known as the OIC drug review, to evaluate the
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safety and effectiveness of all OTC drugs. OIC
nmonogr aphs are part of this OIC drug review. Wen
the OIC drug revi ew began there were well over

100, 000 OTC drug products on the market that needed
to be evaluated for safety and effectiveness.

These OTC drug products contai ned over 700
different active ingredients so, rather than

eval uate each separate drug product, FDA deternined
that it would be nore feasible to review them by

t herapeutic category and there are now about 100
therapeutic categories. Sonme exanpl es of

t herapeutic categories are antacids, anal gesics,
antiseptics, |laxatives, poison treatnment and, for
today's di scussion, weight control--just to nane a
few.

OIC nonographs are generated in a
multi-step process. First, the active ingredients
are initially reviewed by the advisory revi ew panel
conposed of scientific experts fromoutside the
FDA. These panels are somewhat anal ogous to
nmoder n-day advi sory committees. These panel s nake

recomendations that the ingredients and | abeling
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of OTC drug products be classified in one of three
categories. Category | is for ingredients and

| abel i ng that are considered generally recognized
as safe and effective. Category Il is for

i ngredients and | abeling consi dered not generally
recogni zed as safe and effective. Category Il is
where the panel found the data was insufficient to
classify an ingredient in either category | or
category |11, and the panel deened that nore data
was needed.

Then the panel recomendations are
published in the Federal Register in nonograph
form These are the recommended regul ati ons and
rational e behind them This first nonograph is
referred to as an advance notice of proposed
rul emaki ng, or ANPR as abbreviated here on this
sl i de.

Then FDA reviews the pane
recomendat i ons; seeks public coment from
i ndustry, consuners and other interested parties;
and generates a proposed rule or tentative fina

nmonogr aph, which is abbreviated here on the slide
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as TFM This is FDA's first stated position on the
safety and effectiveness of the different active
i ngredi ents.

The | ast step in the nonograph process is
to agai n seek public comment and additional data
regarding the safety and effectiveness of active
ingredients to formulate a final rule or fina
nmonogr aph, which is abbreviated here as FM

In summary, the OIC nonograph is a
regul atory pathway for nmarketing OTC ingredients in
drug products that have been recogni zed as
generally safe and effective. It is a public
process. It is ingredient specific, and the
manuf acturer can use these ingredients as per the
speci fications of the nonograph without prior FDA
appr oval

For over-the-counter weight-contro
products a panel's report was published in 1982
The panel of experts that reviewed the subnmitted
data was the advisory review panel and OTC
M scel | aneous I nternal Drug Products.

In their report, the panel evaluated OIC
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wei ght-1o0ss drug products for safety and

ef fectiveness, and defined an OTC wei ght -1 oss
product as an agent which reduces appetite and,
thus, reduces or controls weight. You should note
here that this definition reflects the fact that
most of the ingredients being reviewed then were
for appetite suppression.

The panel al so recomended specific new
statenments for category | ingredients that could be
listed on the labeling, and these are shown here,
such as "hel ps control appetite" or "helps curb
appetite."” These also illustrate that the
i ngredients being considered at the tine were
primarily considered to be appetite suppressants.
But | want to point out a couple which have nore of
a bearing on today's discussion. For instance,
this one reads, "an aid to diet control in
conjunction with a physician's recomended diet."
The | ast one reads, "for use as an aid to contro
diet." In recommending these last two statenents,
the panel may have recogni zed that weight-contro

products could be used to assist consuners in their
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wei ght-1oss efforts by hel ping themcontrol their
diet in ways other than appetite suppression

The panel reconmended that the appropriate
target popul ation for these products was adult
obese persons free of known underlying organic
di seases. The panel described obesity as the type
caused by overeating and sedentary lifestyle. The
panel 's exact definition of obesity, as stated in
the report, is shown here and reads: an increase in
body wei ght beyond the Iimtation of skeletal and
physical requirements as the result of an excessive
accunul ation of fat in the body, that physica
state in which the body weight in relation to
hei ght and body build is nore than ten percent
above the ideal weight determned fromthe
Metropolitan Life Insurance Conpany tabl e of
desi rabl e wei ght s.

So, what is this table? This Metropolitan
Li fe Insurance Conpany table of desirable weights
was established in 1977 and is derived from
actuarial data. These insurance statistics attenpt

to describe which desirable or ideal weight is the
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50
wei ght for the height of the persons with the
| ongest life spans, and those wei ghts conpose the
tabl e.

In their report, the panel stressed that
significant weight |oss can be achieved only if
acconpani ed by reduction in daily caloric intake
bel ow t he energy output. So, they recommended
tenmporary use of such ingredients, and they
recomrended three nmonths and in conjunction with a
diet. The panel stated that three nonths was
enough time to establish new eating habits.

The panel al so reconmmended that the
| abeling contain the following statenent: This
product's effectiveness is directly related to the
degree to which you reduce your usual daily food
intake. Attenpts at weight reduction which involve
the use of this product should be limted to
peri ods not exceedi ng three nonths because that
shoul d be enough tine to establish new eating
habits. So, in recomending this |abeling, the
panel recogni zed that behavior nodification is a

necessary part of weight control
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Regardi ng efficacy, the panel proposed
sonme gui delines for deternining the effectiveness
of weight-control ingredients. The panel proposed
that a 12-week treatnent period would be sufficient
to show wei ght reduction and nai ntenance. As |
said previously, the panel felt that three nonths
was sufficient time for establishing new eating
habi t s.

The panel al so proposed that the nunber of
subjects in an efficacy study should be based on
the assunption that if the study includes a diet,
the average weight [ oss froma placebo product over
a 3-nonth period would be approxi mately one 1.0 |b.
per week, whereas the average weight |loss froma
test product over the sane period should be
approximately 1.5 I bs. per week, which is 0.5 Ib.
| oss over the placebo.

Finally, the panel reviewed 113
i ngredi ents and recomended that only two be
classified as category | for weight |oss. Those
are phenyl propanol am ne, which we ni cknamed PPA,

and benzocai ne. The kinds of ingredients revi ewed
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were topical anesthetics, stinulants, nasa
decongestants, vitam ns and bul ki ng agents, just to
nane a few This did |leave 111 ingredients
remaining in categories Il and Il1l. So, after
consi dering the recommendati ons of the panel and
al so public comrents after publication of the
panel's report, FDA did issue a TFMin 1990 to
propose that the 111 ingredients be classified as
not generally recognized as safe and effective.
This was finalized in 1990 and becane
nonnonograph. This left only two ingredients
remai ning in the nonograph as category |I. As |
mentioned, these two ingredients that the pane
recogni zed as category | were phenyl propanol am ne
or PPA and benzocaine. PPA and benzocai ne were not
included in the 1990 TFM and the 1992 fina
nmonogr aph because FDA was in the process of
review ng nore data concerning their safety and
ef fecti veness.
FDA recently published a proposed rule to
reclassify PPA fromcategory | to category |l based

on safety concerns. For benzocaine, a fina
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nmonograph is in progress that will address the
adequacy of available data for benzocai ne for

wei ght reduction. FDA has reevaluated the data
reviewed by the panel, as well as nore recent data,
and is reconsidering whet her benzocai ne shoul d
remain category | for efficacy.

In summary, the panel stated that OIC
wei ght-control products are reasonable for
tenmporary use, which they defined as three nonths,
for assistance in weight reduction in an obese
popul ation and in conjunction with a diet. The
panel recognized that a diet and other behaviora
changes were inportant conponents of weight
control

In terms of category | ingredients, it is
uncertain whether there will continue to be any
ingredients in the wei ght-control nonograph
recogni zed as safe and effective for that intended
use. Thank you.

DR WOCOD: Thank you very nmuch. Before we
go on, are there any questions that we have

specifically for FDA? | guess | have one. It
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seens to ne that--1 think this is probably for
Eric--that it might just slip by that these drugs
shoul d not be used for cosnetic weight |oss.
Specifically, as you answer that, what are the

i ndi cations for |axatives and, you know, should
there be an indication that says not fewer than X
bowel notions per week? It is not in there.
Simlarly for an Rx product |ike Viagra, should
that say not fewer than so many erections per week?
I nmean, we are sort of taking this position that it
shoul dn't be used for cosnetic weight |oss, and
understand the risk reduction issue, but for these
other exanples there is no risk reduction there.

DR. COLMAN: Yes, | think if you want to
follow the precedent set with these other products
you could certainly say that there is no reason you
couldn't approve a drug for cosnetic weight |oss.

I think a lot of this obviously stems fromthe bad
experiences that we have had over the years with
obesity drugs. So, | understand that on the one
hand there are peopl e now who say, well, we have

drugs approved for lifestyle enhancenent, and it is
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pretty difficult to quantitate the benefit and
weigh it against the risk, but maybe it is safe to
say that if | was the reviewer for those drugs
woul d have recomended non- appr oval

DR WOOD: Ckay. Any other coments?
Questions? Yes, \Wayne?

DR. SNODGRASS: | have a question about
the endpoint here. That is, there seens to be a
3-month, 1.5 pound per week, or somnething like
that, kind of an endpoint. And, the data I am
aware of froma lot of other studies from nany
years is that if you want to sustain weight |oss
maybe a pound a week at nost or half a pound a week
over a year or two years tine and they take that
long to achieve a significant weight |oss,
particularly sonebody with a BM greater than 30
and, yet, if our criteria are that it is 3 nonths
or 6 nonths of use and a few pounds and then sort
of inply that a | arge percentage of those patients
will regain that weight after stopping, | would
question kind of the criteria or endpoint we are

usi ng or what should be the expectation of an
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effective treatnent.

DR WOOD: |Is that addressed to anyone in
particul ar?

DR. SNODGRASS: Perhaps soneone at the
FDA.

DR WOCD: FEric?

DR COLMAN. Do you want to summarize your
guestion agai n?

DR SNODGRASS: VWhat is an effective
wei ght loss endpoint? Is it that at the end of a
year you have | ost 25 pounds or 50 pounds? O, is
it that at the end of 3-6 nonths you have lost a
few pounds and you think that a hi gh percentage
will regain that weight?

DR. COLMAN: Yes, the current guidance
recomends that at the end of one year of
treatnent, if the mean weight loss in the
drug-treated group is at least five percent greater
than the nmean weight loss in the placebo group we
woul d consider that effective. Alternatively, if
the proportion of patients who |ost five percent of

baseline weight is greater in drug versus pl acebo,
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we woul d consider that an appropriate efficacy
endpoi nt and conclude that that drug was effective.

DR. WOOD: That is going to come up in
terns of the percent change with some of the doses.
Ri ght ?

DR. WOOLF: | have a question. Are there
data about either the intensity or duration of
behavi oral nodification that is sufficient to
sustain wei ght | oss once a pharmacologic aid is
wi t hdrawn?

DR COLMAN: Yes. Actually, later Dr.
CGol den is going to show some recent data that have
been published that show a quite clear interaction
in the effects of behavior nodification with and
wi t hout drug therapy.

DR WOOLF: | amaware, but is a nonth of
behavi or nodification sufficient? Three nonths?
When does a patient have enough behavi oral
nodi fi cation that they can have incorporated
whatever it is they need to incorporate to keep
their wei ght down?

DR COLMAN: | don't have an answer for
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t hat .

DR. WOOD: Let's hold that question and
deal with that later. |Is that fair? Dean?

DR FOLLMANN: This is directed toward
Eric. You nmentioned earlier that you have this
five percent criterion. | thought that was for
prescription drugs and I was wondering if there was
a distinction nade in terns of a criterion for
efficacy for over-the-counter drugs. On one of
your slides you had sort of question marks where
above you had five percent. So, is that an
anbi guous area? Do you have gui dance on that?

DR COLMAN: Yes, this is the first time
that the Division of Metabolic and Endocri nol ogic
Drugs has been involved in a deliberation to make a
wei ght-1o0ss drug over-the-counter and the gui dance
docunment was sol ely focused on prescription weight
loss. So, you will see numbers of five percent
today presented because that is what we had for our
prescription drugs but whether or not, for exanple,
five percent weight |oss has the sane nmeaning in

soneone with a BM of 25 versus 30 is a question
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that | think needs to be addressed today.

DR WOOD:  Yes?

DR. CARPENTER: For Eric, in the early
part of your presentation you presented a
met a-anal ysis in which a statistically significant
but not necessarily clinically significant
di fference appeared, | guess, in the anphetam ne
anal ysis. When statistical significance is
evaluated in this setting does it have to apply to
i ndi vi dual studies that were anal yzed, or did that
statistical significance energe only with the
met a- anal ysis combining all the studies?

DR. COLMAN: Unfortunately, | have never
seen the final report of that project. | have seen
some things that have been presented at neetings.
Again, this study took place in the early '70s so
woul d i magi ne that statistical techniques were
rat her crude conpared to today.

DR CARPENTER: So, the followup is a
standard that this commttee should hold to is
should it be individual studies or neta-analysis

for this kind of judgnent?
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DR. COLMAN. You are speaki ng about
today's deliberation. | think that is a question
that needs to be discussed. W don't have an
answer for it.

DR. WOCOD: Yes, Dean?

DR. FOLLMANN: | would just amplify on
that a little. For nme, the issue is really going
to be how big the difference is and whether that is
meani ngful either clinically or using sone other
criteria. |If you have a big enough study, it wll
achi eve statistical significance. So, even if you
have a treatnment that, you know, reduces wei ght by
a tenth of a pound, if you have a big enough study
you woul d show significance. So for ne the big
issue is the magnitude of the effect.

DR WOCD: Well, | amnot sure that is
right. | think Andrea sort of addressed that in
terns of an OTC switch. Remenber, this is a drug
that is approved already for Rx treatnent so the
i ssues that relate to today's discussion are really
the ones that she outlined on her slides, |I guess.

Is that fair, Andrea?
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DR LEONARD- SEGAL: | think it is fair. |
was al so just going to comment, just as an addendum
to your earlier question, that the over-the-counter
envi ronment does not have the same standard that
was set in the prescription. Arlene Sol beck
conmented that the conm ttee had reconmended over 3
mont hs 1 pound per week not under a drug and 1.5
pounds per week on drug over a 3-nonth period of
time as their efficacy standard. That was back
prior to 1982.

DR WoOD: Curt?

DR. ROSEBRAUGH: | would just nention--and
Charlie can add on to this--typically, if you are
switching a drug fromprescription to OTC and it is
the same indication, | think the OIC fol ks fee
that the efficacy criteria or the denonstration of
ef ficacy should be the sanme whether it is
prescription or OTC. So, it is kind of crucial to
decide if it is for the sanme indication or not, and
if it is we wuld have the sane kind of criteria.

DR WOCD: And one of the issues we are

going to have to discuss is, is there a bal ance of
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indications that is left after that indication is
renoved for Rx. Any other discussion? |f not, we
will nmove to the next presentation which is from
Dr. Dent.
d axoSmit hKl i ne Presentation
Olistat for Over-the-Counter Use
DR DENT: Good norning. Prof. Wod,
menbers of the joint advisory committee, nenbers of
the FDA, mny coll eagues are here today seeking your
recomendation for the approval of orlistat 60 ng
over-the-counter as a wei ght-1oss aid.
My nane is John Dent and | am a senior
vi ce president of research and devel opnent at
d axoSmithKline. As you have heard this norning,
wei ght |1 oss has | ong been recognized as an OIC
i ndication but there are currently no FDA-approved
products avail abl e without a prescription for
wei ght 1 oss. The purpose of our presentation today
is to show you that orlistat is a safe, effective
and appropriate drug to fill this inportant void; a
tool to help people | ose weight.

Managi ng one's weight isn't easy. |If it
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63
were, one-third of us wouldn't be overwei ght, and
we are. It is costing the country over $100
billion a year. Two-thirds of Americans are obese
or overweight. W are facing an overwei ght and
obesity crisis in this country and it is not

getting any better.

There is no magic pill for weight |oss and
orlistat is definitely not a magic pill. Olistat
is atool that will help people control their

calorie intake and nodify their diet. Olistat is
not for everyone. CQur target consuner is soneone
who is committed to | osing weight and under st ands
that it is a gradual process and is willing to
nmodi fy their diet.

Olistat is different fromany ot her
wei ght-loss drug. It is mninally absorbed. It
has no known systenmic effects. It has a remarkably
good safety profile and, unlike previous OIC
wei ght-1o0ss drugs and current prescription
wei ght-1o0ss drugs, orlistat does not affect the
central nervous systemor have a negative inpact on

the cardiovascul ar system |t does not affect
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appetite. It works by reducing the absorption of
dietary fat, thereby decreasing calorie intake. It
is nost effective when it is used in conjunction
with a lowfat diet.

Very briefly the history of orlistat, it
was first synthesized in 1983. It was |aunched
first in New Zeal and and Argentina in 1998. It
subsequently got approval in the European Union in
1999 and was approved by the FDA as a prescription
wei ght-1o0ss agent in 1999. |In 2000 Roche
Laboratories started a programto switch orlistat
fromprescription to over-the-counter. 1n 2003
they conducted an actual use trial. In 2004
d axoSmithKline licensed the rights to orlistat.

Olistat is the nost conprehensively
studi ed wei ght-1o0ss drug ever. |Its efficacy and
unparal | el ed saf ety have been docunmented in
clinical trials involving over 30,000 patients in
nore than 100 different trials. In one study
orlistat was studied in 850 people followed for
four years. It has been used by nore than 22

mllion people and is available in nore than 145
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countri es.

Here are the conponents of our OTC | abel
The target consunmer is the overwei ght adult. The
proposed dosage formis a 60 ng capsul e, taken one
to two capsules up to three tinmes a day with neals
containing fat. This dosage range is designed to
give consuners the flexibility so that they can get
started slowy and | earn how to nodify their diet.
This will help to minimze G side effects and, in
turn, increase conpliance and increase the chances
of successfully losing weight. The proposed
indication is weight |oss, and we are recomendi ng
six nonths of therapy, a tine by which nost people
wi Il have | ost nost of the weight they are going
to.

We are proposing that OIC orlistat be
i ndi cated for both overwei ght and obese adults.
You have already heard this nmorning that there is a
di stinction between overwei ght an obesity. Now,
initially when Roche started their OTC devel opnent
program they were targeting orlistat only to

peopl e who were overwei ght, not obese. However,
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two things were | earned during the devel opnent
program Firstly, many people cannot accurately
calculate their BM even when they are given a
chart. Secondly, people who are clinically obese,
not surprisingly, consider thenselves to be
over wei ght .

Based on these observations, it becane
clear that separating these two popul ations for the
OrC indication was an artificial distinction and so
we agreed with the FDA that the indication should
be expanded to include both popul ations, and
realistically this makes good nedical sense and it
will allowthe people who need to | ose wei ght nost
the opportunity to use the product.

Now, as with nmany OTC devel opnent
progranms, the process is iterative and we used the
f eedback from our studies to informthe devel opnent
of our | abel, especially after the actual use
trial. The mamin changes were inprovenents in
war ni ng statenents. However, it is inportant to
point out that the majority of the key

communi cations issues in our |abel remained
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unchanged.

Olistat will come with a wide variety of
i n-pack educational material that will help
consuners to get the maxi num benefit fromthe
product. In addition, there will be a fee
web- based support programwhich will be
interactive, individually tailored to the user,
designed to help themnnot only | ose wei ght but
mai ntain their weight |oss.

Wth GSK' s switch of nicotine replacenent
therapy in 1996 we gai ned experience in marketing
products that require behavioral support. W have
a denonstrated capability in maximzing the
benefits and in nminimzing any potential concerns,
and we have a proven track record of pronptly
following up on and conpl eti ng our phase 4
conmi t nent s.

In our presentation today Dr. Caroline
Apovi an wi Il discuss the public health need for an
effective OTC nedication. Dr. Vidhu Bansal w |
di scuss the extensive clinical programthat

denponstrates the safety and efficacy of orlistat
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for weight loss. Dr. Saul Shiffman, an expert in
behavi oral research on how consumers use OTC

medi cations, will tell you how consuners use
orlistat. M. Steve Burton, vice president for
wei ght control at daxoSmithKline, will summarize
the behavi oral support programthat will help
consuners receive the full benefits of orlistat. |
Will return to summari ze and di scuss our proposals
to address and responsi bly manage i ssues, in
conjunction with the FDA, to ensure that orlistat
can be safely used in an OTC setting.

We al so have several national and
internationally recogni zed experts to assist us in
answering any questions that you have. It is now
my pleasure to introduce to you Dr. Caroline
Apovi an, Associ ate Professor of Mdicine and
Director of the Center for Nutrition and Wi ght
Management at Boston University Medical Center.

Dr. Apovi an?
The Public Health Need for FDA-Approved
Wei ght - Loss Tool

DR APOVI AN  Thank you. Good norning,
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and thank you for the opportunity to talk to this
panel about the largely unmet and urgent need for
safe and effective tools to help Americans | ose
wei ght .

In the last 15 years that | have been
doi ng research and treating patients in the field
of overwei ght and obesity we have made trenendous
progress. W have anassed an enornous body of data
on the health risks of overweight and obesity, the
benefits of weight |oss, and on how to | ose weight.
But, as | will explain in this presentation, we
still need wi der access to a variety of
evi dence-based tools and strategies to help people
use all that know edge in the real world because
knowi ng we need to eat |ess and nove nore is just
part of the equation, putting those words into
action can be very difficult, and 65 percent of our
popul ation is overwei ght or obese. W are |osing
the war against this epidemec.

These data froma recent Boston University
School of Medicine study provide a look into the

future. They suggest that over the |long haul a
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majority of Americans will become overwei ght and
many wi ||l become obese. Moyre than 4,000 white nen
and wonen, aged 30-59, were followed for nmore than
30 years as part of the Fram ngham heart study.
Hal f of the people who entered adul thood wi thout a
wei ght problemulti mately became overwei ght. As
you can see in these graphs, one in three people
becane obese, 30 percent nen and wonen.

The fact is that you becone obese by first
becom ng overweight. |[|f we can help people who are
overwei ght | ose wei ght, whether they have risk
factors or not, we can delay their progression to
obesity and that is very inportant. The health
ri sks of obesity are very well known. Less
commonly known is that any amount of overwei ght can
negatively inpact health. Even in the non-obese
popul ati on we see that increasing BM is associated
with an increased incidence of type 2 diabetes,
cholelithiasis, hypertension and coronary heart
di sease

The data on the left, fromthe Nurses

Heal th Study, show that wonen with a BM of 26 have
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about a two-fold higher risk of coronary heart
di sease conpared to wonen with a BM |ess than 21
The data on the right are fromthe Health
Pr of essional Study followup, showing that men with
a BM of 26 were at 1.5 tinmes greater risk of
coronary heart di sease than those with a BM of 21
Note that the relationship between rising BM and
new onset di abetes is nuch steeper than that.
Clearly, we see that small anounts of
wei ght gain can negatively inpact health.
Fortunately, small weight |osses can have a
positive inpact. This summary slide shows that
wei ght | osses of between five to ten percent can
significantly inmprove risk factors such as bl ood
pressure, total cholesterol, HDL chol esterol and
triglycerides. Because of data |ike these, we no
| onger believe that overwei ght and obese people
have to | ose | arge ambunts of wei ght or achieve
what we used to think of as an ideal body weight to
see a positive health inmpact. |In clinical practice
we are noving away fromthe idea of a threshold for

wei ght toward the concept of continued benefits for
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each increnental kilogram of weight |oss, as seen
on the next slide.

In this neta-analysis, for every 1 kg or
2.2 I bs of weight loss significant inprovenents
were seen in total cholesterol, LDL cholesterol,
triglycerides, HDL chol esterol, systolic and
diastolic blood pressure. Based on data |ike
these, healthcare organi zati ons worl dwi de have
adopt ed gui delines on the benefits of small amounts
of weight loss. As Dr. Bansal will explain in her
presentation, prescription orlistat was
FDA- approved based on five percent weight loss as a
mar ker of efficacy. Modest weight |oss has al so
been shown to inprove quality of life,
co-norbidities such as sleep apnea, osteoarthritis,
reflux, back pain, infertility and urinary
i nconti nence.

Still, the reality is that many peopl e
find it very tough to | ose even small anounts of
wei ght. Staying notivated can be an enornous
challenge. If they are trying and trying and

aren't seeing results nany people give up. In ny
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experience, this frequently | eads to further weight
gain and eventually to obesity. As a physician who
speci ali zes in weight nmanagement, | see the end
result of this struggle, the tip of the iceberg,
every single day. People who have been trying to
| ose weight for years but, instead, have kept
gai ning often devel op co-norbidities. Renmenber
the vast mpjority of people aren't seeing
physicians like me. They are out there struggling
on their own.

The reasons for this have not really been
studied. It may be that people feel that they
shoul d be able to | ose weight on their own, or it
may be enbarrassnment. Studies show that obese
worren are less likely to go to the doctor even for
their routine screenings. It may be a cost issue.

I nsurance often doesn't cover wei ght nmanagenent or
wei ght-1o0ss medications. Also, traditionally
physi ci ans haven't generally counseled their
patients on weight loss. That is slowy changing
but we, as a society, cannot wait for this; we have

an obesity crisis. W need to provide people with

file:///C)/dummy/0123NONP.TXT (73 of 459) [2/3/2006 12:26:21 PM]



filex///Cl/dummy/0123NONP.TXT

74

nore strategi es and sol utions they can inpl enent
t hensel ves right now.

Because even though there are no
FDA- approved over-the-counter wei ght-|oss aids,
U.S. consuners are already spending a billion
dollars a year out of pocket for nonprescription
wei ght-1oss products. Mst are buying herbal and
di etary suppl enents that nake outrageous proni ses
of quick and easy wei ght | oss. People think that
if it is being sold in a pharnmacy it nust be safe
and it must work. But, in fact, many of these
products contain ingredients of unproven safety and
others may sinply fail to deliver the prom sed
benefit. Yet, people believe these unfounded
clainms and continue to buy these products. This
tells me that there is a large unnet need for a
proven safe, FDA-approved OIC wei ght-1o0ss product.

In summary, overwei ght and obesity is a
serious and growing epidenmic in this country,
putting our population at greater health risk than
ever before. Fortunately, even nodest weight |oss

can provide great health benefits. People are
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trying to |l ose wei ght but not by going to see
doctors. |Instead, they are spending billions of
dol l ars on unproven and potentially unsafe
wei ght-1oss products and it is clearly not working.
So, what can we, physicians, do about
this? | believe we can and shoul d becone advocates
for wide access to tools and products with proven
safety and efficacy like orlistat. W need nore
drug options to treat overwei ght and obesity. W
need to hel p people who are overwei ght | ose wei ght
bef ore they becone obese. Today we have an
opportunity to help fill an inmportant and currently
unnet public health need for the consuner. Thank
you.
Now | would like to introduce Dr. Vidhu
Bansal, director of medical affairs at
d axoSmithKline, who will present the efficacy and
safety data on orlistat.
Safety and Efficacy--Olistat 60-120 ng
DR. BANSAL: Good norning. | wll present
the efficacy and safety data that support the

approval of orlistat OTC. The data support our
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proposed indication, weight loss in adult
consuners, and our proposed dose and duration,
60-120 ng to be taken for up to six nonths with
meal s containing fat.

I will begin with a brief overview of the
60 mg and 120 ng doses of orlistat; discuss its
uni que nechani sm of action and efficacy at both
doses. | will briefly showorlistat's inpact on
risk factors. | will also discuss the | ow
potential of abuse and msuse with orlistat and
show data that denonstrate orlistat's very
wel | - est abl i shed and favorable safety and
tolerability profile.

We are seeking approval for the 60 ng
capsule. It is the I owest effective dose. Qur
data denonstrate that the 60 ng dose neets the sane
criterion as the 120 ng dose. That is, a
significantly greater proportion of subjects on 60
nmg treatnent achieved a five percent weight |oss
after one year conpared to placebo. And, nore
rel evant to our current |label, orlistat 60 ng al so

meets this criterion at six nonths.
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Olistat works locally inthe @ tract to
limt the absorption of dietary fat. Normally
triglycerides are broken down into fatty acids by
pancreatic and gastric |ipases so they can be
absorbed in the small intestine. Olistat inhibits
| i pases and bl ocks the digestion of up to 30
percent of dietary fat. As a result, roughly
one-quarter or one-third of the fat calories are
not absorbed.

Olistat's nechanismof action results in
sonme inportant benefits for the consuner. Unlike
ot her weight-1loss drugs, orlistat is not addictive.
It has no negative inpact on internal organs,

i ncluding the cardi ovascul ar system It is

m ni mal | y absorbed, by about two percent, and what
little may be absorbed has no neasurable effects on
systemic |lipase. Finally, since |ipases have no

f eedback or conpensatory mechanism there is no
resi dual effect once the drug is stopped.

In the next couple of slides |I will show
data that support our choice of dose. Here, we are

| ooking at orlistat's effect at doses ranging from
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30-400 ng as neasured by how rmuch fat is being
excreted. At nore than three tinmes the 120 ng
dose, there is very little additional excretion
That tells us that if sonebody were to take nore
than the recomended dose they woul d get no
additional drug effect. 1In this dose-ranging study
wei ght loss at 60 ng and 120 ng was simlar, and
both were significantly greater at six nonths
compared to pl acebo

Doses bel ow 60 ng were not efficacious and
doses above 120 ng did not provide significantly
greater benefit. Hence, we have chosen a starting
dose of 60 ng to be taken with neal s containing
fat, with consunmers having the choice to take two
capsules if they w sh.

I will now present our clinical studies.
Wil e both the 120 ng and 60 ng doses were tested,
I will enphasize the 60 ng dose since the 120 ng
dose has already been FDA approved. First | will
outline the three controlled clinical studies that
eval uated the efficacy and safety of orlistat for

wei ght |l oss at 60 ng.

file:///C)/dummy/0123NONP.TXT (78 of 459) [2/3/2006 12:26:21 PM]



filex///Cl/dummy/0123NONP.TXT

St udy BML4149 was conducted in Europe.
will refer to this as the European two-year study.
Study NML4161 was of similar design and duration,
with a simlar popul ation of obese people. | wll
call this the U S. two-year study. Study NML7247
was conducted following a request fromthe FDA to
measure effects of orlistat in people classified as
bei ng overweight. | will refer to this as the U S
| ower BM study. A key point to note is that the
pl acebo group was an active conparator since
subj ects taking placebo were on a hypocal oric diet.

These studi es were designed to test and
quantify the additional weight |oss achieved by
adding orlistat to a lowcalorie diet. It is
inmportant to | ook at levels of dietary intervention
in these studies to see if consuners will know how
to take the drug in the OIC environment where
| evel s of intervention are | ow.

In the European two-year study subjects
got individualized nutritional counseling. That
consisted of a review of a food diary and specific

changes to be nade to their diet once a nonth by a
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dietitian, and they were advised to exerci se.

The U. S. two-year study was done in a
primary care setting where staff had no specialized
expertise in treating obesity. Subjects received
no nutritional counseling. They did receive
witten materials and were offered videos on
heal thy diet and exercise to use at their
di scretion. The witten nmaterials were simlar to
those we provided in our actual use trial and wll
provide in the OIC setting.

The U.S. |lower BM study had the | east
anount of intervention. There was no nutritiona
counseling; no specialists or dietitians on site.
Subj ects were handed readi ng material s about
healthy eating and lifestyle, materials that the
| ead investigator, Dr. Jim Anderson, described as a
"do it yourself" binder.

Regardl ess of the degree of intervention
or overweight, the weight |oss seen across al
studies was simlar and significantly greater with
orlistat plus diet conmpared to placebo and diet.

Bot h the European and U. S. two-year
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studi es were placebo-controll ed, double-blind,
random zed, nulti-center studies. Each had a
four-week | ead-in period where subjects were placed
on a hypocaloric diet for the duration of the
study. After the lead-in period subjects were
random zed to receive placebo, 60 mg or 120 mg pl us
a hypocal oric diet.

In looking at the results of the European
two-year study, this graph presents the percent
change in body weight frombaseline for the three
treatment groups over a one-year treatment period.
The orlistat plus diet groups at both the 60 ng and
120 ng doses had significantly greater weight |oss
than the placebo plus diet group. Furthernore,
most of the weight |oss occurred by six nonths, our
proposed duration, and the efficacy of 60 ng and
120 ng is generally conparable up to six nonths as
wel | .

Inmportantly, the results were simlar in
the U S. two-year study. Even though there was a
|l ower level of dietary intervention in this study,

orlistat plus diet at both the 60 ng and 120 ny
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doses had significantly greater weight |oss than

pl acebo plus diet. Olistat al so showed a positive
i mpact on risk factors such as bl ood pressure and
I'i pids.

Looking at the categorical analysis for
the European two-year study as reflected in the
responder rate on this table, the 60 ng dose at six
mont hs neets the sanme criterion for weight-1oss
drugs typically applied by the FDA to one-year
data. Specifically, a significantly greater
proportion of subjects on 60 ng and 120 ng
treatment groups achieved at |east a five percent
wei ght | oss conpared to placebo. Olistat 60 ng
al so neets the standard at one year, which isn't
shown.

We see a sinlar patternin the US
two-year study, again, significantly nore subjects
achieving at least a five percent weight |oss
conpared to placebo at six nonths. Thus, we have
two studies in which the 60 ng dose at six nonths
achieved this criterion.

At the request of the FDA, Roche designed
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83
an additional study to confirmthat the pattern of
wei ght loss in overweight subjects would be simlar
to that seen in obese subjects. The |ower BM
study was a U.S.-based study in a primary care
setting which had mninmal dietary intervention
Only self-instructional materials were provided.
There was no run-in period. Subjects were directly
random zed to receive placebo or 60 ng of orlistat
plus a hypocaloric diet. This study was 16 weeks
in duration.

Thi s study was desi gned and powered to
determine if there was a significant difference
bet ween subjects on 60 ng of orlistat plus diet and
subj ects on placebo plus diet in nmean wei ght | oss
over time. Significant weight |oss was seen with
60 ng conpared to placebo in the overwei ght
popul ation at four nonths. The nmean wei ght | oss
seen was five percent. This is simlar to what was
seen in the studies | just presented in the obese
popul ation. | nust enphasize that this study was
not powered or designed to denonstrate the

categorical weight-loss criterion for prescription
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drugs.

I mportantly, a significant inprovenent in
risk factors, such as total cholesterol, LDL
chol esterol, systolic and diastolic blood pressures
was seen in this overwei ght popul ation at four
nmont hs, as shown on this slide.

Responding to the FDA's concern about
wei ght loss in people with a BM bel ow 30, we have
done an additional analysis supporting the efficacy
of orlistat in the overwei ght population. This
information is not provided in your briefing book

We separately anal yzed the data of
overwei ght and obese subjects fromthe six-nonth
clinical trials | just presented. Al of these
studies included the 60 ng and 120 ng doses. Using
the categorical analysis as reflected by the
responder rate to denonstrate efficacy, we found
significant drug effect with both doses in the
overwei ght and obese popul ati ons--overwei ght;
obese. In other words, a significantly greater
proportion of subjects on orlistat 60 ng and 120 ny

in the overwei ght and obese popul ati ons had at
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| east a five percent weight |oss conpared to
pl acebo.

To summari ze the efficacy data, orlistat
provi ded significantly nore wei ght |oss than
pl acebo across all studies regardl ess of baseline
BM. This was true for the six-nmonth studies,
illustrated on the left, and the four-nonth study,
illustrated on the right.

Turning now to orlistat safety, extensive
clinical trial data and market experience show that
orlistat has a very well-established and favorabl e
safety profile. Overall, it has good tolerability;
| ow withdrawal rates; |ow potential for drug
interactions; and mninmal inpact on fat-soluble
vitam ns. The incidence of non-G AES was
conparable in all treatnent groups, as shown in
your briefing book.

Sone people on orlistat experienced G
side effects. Since orlistat works by inhibiting
25-30 percent of dietary fat, in the 60 ng group we
see a consistently | ower incidence of G changes

conpared to the 120 ng group. For sone events the
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difference was significant. These effects are
manageabl e by eating a low fat diet. They stopped
after they stopped taking the drug. They nostly
occurred and resolved within the first few weeks of
treatment when people are still adapting to a | ow
fat diet.

DR. WOOD: Before you | eave that slide,
can you go back one? How would sonebody be counted
here with fecal urgency and oily spotting? Do they
appear separately, and is there a cunul ative
counting for all of these?

DR. BANSAL: | believe they appear
separately. Whatever G adverse event is
considered the worse in severity is the one that
appears; is one that is counted.

DR WOCOD: So, tell me which is worse,
oily spotting or fatty oily stool? How do | make
that judgnent ?

DR BANSAL: It is dependent on the
subj ect and how the readi ng was deened by the
primary investigator.

DR WOOD: So, oily spotting--this is a
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key issue, so oily spotting should be added to

fatty oily stool to give you 35 percent?

right?
DR BANSAL: No, | don't think--
DR WooD: Well, if you are only
counti ng- -
DR BANSAL: | don't think that

DR WOOD: So, these nust be doubl e

counted. Go through it again because |I amstil

not clear. So, if you had oily spotting,

the only tinme you appear on this table? 1Is that

right?

DR BANSAL: No, that is not correct.

is true.

DR WOOD: Alright, then wal k us through

it nmore carefully because that is key.

DR DENT: Prof. Wod, could | ask Dr.

Jonat han Haupt man, who is the medical director for

Roche, to el aborate on this point for you?
DR WOOD:  Sure.
DR. DENT: Thank you

DR. HAUPTMAN: We | ooked at each

i ndi vi dual adverse event and if a person had it,
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would include it there. |If you totalled all these
G adverse events in | ooking at an individual that
had any of them the total percent was around 50
percent. They could have one or nore. This just
breaks it up as how many had fecal urgency; how
many had fatty/oily stool. Then, if you actually
woul d pool how many patients had any of these, it
came to about 50 percent which nmeant, of course,
that 50 percent didn't have any of these.

DR WOOD: Right. But the point | am
getting at is that presumably you coul d have feca
urgency, oily spotting and flatus wth di scharge
all at different tines during this six-nonth
peri od.

DR. HAUPTMAN: And they are counted as an
i ndi vi dual event for that patient.

DR WOOD: Okay. Then when you see the 54
percent, that is anyone who had any of the above at
any tinme during the six nonths. Right?

DR HAUPTMAN: That is correct, 50
percent .

DR. BANSAL: We chose 60 ng as our
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recommended dose for OIC because it denonstrates
simlar efficacy to the 120 ng dose and is nore
tolerable. In the 60 ng treatment group there were
fewer G side effects overall. There was
significantly |ower |ikelihood of experiencing
effects within the first four weeks. And, within
the first week there were one-third fewer side

ef fects.

These findings are inmportant. They
denonstrate that the 60 ng dose is significantly
nmore tolerable than the 120 ng dose for sone G
side effects, especially in the early weeks of
treat nent when consuners deci de whether to continue
with the drug is right for them

Overall, withdrawal rates were | ow and
usual | y adverse events were not the reason for
wit hdrawal s. When adverse events were the reason,
they were usually A -related but, inmportantly, the
vast majority of subjects with A adverse events
continued on orlistat.

For subjects on the 120 ng dose the

withdrawal rate to @ adverse events was 5.4
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percent and with the 60 ng dose it was 3.2 percent.
This speaks to the high tolerability of orlistat in
general and further supports our choice of dose.
Consistent with other orlistat trials, the
hi ghest rate of withdrawal was seen in the pl acebo
group. This is believed to be related to the
relatively lowrate of efficacy for subjects on
pl acebo.
Looki ng now at other safety issues, since
prior diet drugs have been associated with a
hi story of misuse and abuse we have | ooked at this
i ssue extensively with regard to orlistat. W have
not found any significant safety concerns. The
data show that consunmers woul d not be at any
significant safety risk if they exceeded the
proposed recomended dose. Studies with doses up
to 1200 ng a day did not lead to an increase in
adverse events. There is no dose-dependent or
subj ective effect with orlistat, and exceeding the
proposed | abel dose does not result in additiona
ef ficacy.

As orlistat is not centrally acting, this
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91
provi des further safety reassurance. Furthernore,
in use by nore than 22 nillion people worl dwi de,
there were seven spontaneous reports of overdose.
No safety concerns were found. 1In a review of the
worl dwi de literature, there have been four case
reports of misuse. These four cases were in adult
bulimcs and there were no safety concerns rel ated
to the excessive use of orlistat in these cases.
There have been no published reports of m suse by
anorexics or teens.

Turning to the area of vitam ns, based on
its nmechani smof action, orlistat slightly
interferes with the absorption of fat-soluble
vitam ns but the effect of orlistat 60 ng and
vitam n absorption at six nonths, our proposed
duration of use, was very mninmal. The nean val ues
for these fat-soluble vitanmins frommultiple
controlled clinical studies, with no vitamn
suppl enent ati on, were consistently within the
normal reference range. The incidence of two
consecutive below normal vitamn | evel s was

relatively lowin the orlistat group at both doses
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after six nonths of treatnment.

As a prudent neasure, the OTC | abel will
instruct consumers to take a multivitamn daily two
hours before or after taking the orlistat. Even if
consunmers take a multivitamn with orlistat nuch of
the fat-soluble vitamins will be available for
absor pti on.

Based on the mechani sm of action and
m ni mal system c absorption, orlistat has a | ow
potential for drug interactions. The only
docunented drug interactions on the prescription
| abel are with cycl osporine and warfarin. A
phar macoki neti ¢ study has docunented a nean 30
percent decrease in cyclosporine |levels with
concomitant use of orlistat. In a review of the
literature and Roche worl dwi de safety database,
there have been reports of |ow cyclosporine |evels
in association with orlistat use. Inportantly,
nost of these cases had no clinical consequence for
the patient.

The orlistat prescription |abel instructs

to take the two drugs at | east two hours apart to
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prevent the reduction of cyclosporine levels in the
bl ood. The OIC orlistat |label will instruct
consumers taking cyclosporine not to take orlistat.
In a review of the literature and Roche
wor | dwi de saf ety dat abase there have been reports
of elevated PT or INR |l evels in people taking
orlistat and warfarin together. Therefore, the
proposed orlistat OIC | abel instructs warfarin
users to ask a doctor or pharmaci st before using
orlistat. Olistat does not interfere with
di abet es nedi cati ons but people who take them may
need to have dose adjustnment as a result of
changing their diet. This is the reason for the
"ask a doctor or pharmacist" warning regarding
di abet es nedi cati ons on our | abel.
No clinically relevant drug interactions
were seen when orlistat was taken in conjunction
wi th ot her weight-1oss products. However, no other
publ i shed studi es were found eval uati ng conconitant
use of orlistat with other weight-1loss products.
We didn't see any drug interactions with

phentermi ne or sibutramine. This is the reason for
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"ask a doctor or pharmacist” warning on the | abe
of our OIC label. Overall, there is very little
potential for drug interactions with orlistat.

In summary, orlistat has been used
successfully by nillions of people in 145
countries, and studied in nore than 100 clinica
trials. In all clinical trials where weight |oss
was assessed orlistat plus diet was al ways
significantly better than placebo and di et al one.
Olistat 60 ng has a safety and tolerability
profile suitable for OIC use.

Now Dr. Saul Shiffrman will present the
results of our research on consuner use of
orlistat.

DR. WOOD: Just before you get to that,
you want everybody to take this drug with
mul tivitanmi ns? Right?

DR BANSAL: That is correct.

DR WOOD: Wiy haven't you packaged the
multivitam n or don't you propose packagi ng a
multivitamn with the product given that, you know,

a fair nunber of people in the actual use study
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don't end up taking the multivitam n? Wuldn't
that be a better approach? Explain to ne why you
haven't taken that approach.

DR. DENT: May answer that question, Prof.
Wod?

DR. WOOD:  Yes.

DR DENT: There are a nunber of
conponents in answering that question. First of
all, multivitam ns and orlistat as an OIC drug have
different labeling requirenents. One is a dietary
suppl enent; the other is a drug. Secondly, about
50 percent of the American people already use a
multivitamin., |If we co-package a nmultivitamn with
orlistat, that may not be the nultivitamn that
peopl e who buy orlistat want to use. Thirdly,
there are logistical problens in the sense that you
have to nake sure that the expiry date of both
products lines up at every point in tinme. So, what
we do plan to do is include coupons in orlistat as
it is sold over-the-counter which will be another
way to encourage people to take a nultivitamin with

orlistat.
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DR. WOOD: That doesn't sound very
convincing to ne. | nmean, why the expiry dates are
different--1 mean that is not an issue. You can
cope with that surely.

DR DENT: Well, it is quite difficult to
handl e because of just the |ogistics.

A axoSmithKline as a conpany doesn't have a
multivitamin line that is appropriate.

DR. WOOD: So, the reason you can't get
the expiry date right and you couldn't |icense a
mul tivitam n--

DR. DENT: No, that is one of the reasons.
There is also a problemw th co-packagi ng because
the labeling is different and you have to be able
to see the | abel on the outside of the package.

The third reason is that 50 percent of people
already take a multivitanin. Let's say we
co-package orlistat with whatever multivitam n and
that is not the nultivitam n that people are using,
fromtheir perspective that is an additional cost
and a waste. So, we will include coupons that give

peopl e a discount on nmultivitamins within the
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package

DR. WOOD: But in your experience, about
25 percent didn't take nultivitamns. Right?

DR DENT: People coming into the actua
use trial--50 percent of themwere already using a
multivitam n and an additional half of the
remai nder also started using nultivitamns. So,
there were 25 percent of the total who reported not
taking a multivitamn with orlistat.

DR. WOOD: So, the systemdidn't work in
25 percent of the people.

DR. DENT: Twenty-five percent of the
people did not take a nultivitamn with orlistat as
we encouraged themto.

DR. GOLDSTEIN: Al astair, one additiona
comrent, there are matters related to manufacture
and date of expiry that also, according to
regul ation, require a line-up, as Dr. Dent put it,
and that would be an additional obstruction to this
ki nd of approach of co-packagi ng.

DR. WOOD: Well, you can assign any expiry

date you like. You can always bring the expiry
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date down. So, | nmean that is a |udicrous
suggestion. Ruth, you had a coment ?

DR. PARKER: Yes. You presented a very
colorful slide about the plethora of products
avai l abl e for weight |oss over-the-counter. |
wondered if you could clarify are these drugs or
products? You know, this would be the first one
that is FDA approved and presunmably everything el se
is not FDA approved but is avail able
over-the-counter. So, this would be a drug and not
a product and all this other plethora are--if you
could just kind of clarify that. Wen | heard that
I thought, gosh, there are a gazillion things out
there over-the-counter for weight |oss. W see
themall the time, but sort of why FDA approved
versus not, what is the status of that?

DR. APOVI AN: | was talking about the
nutritional supplements. They cone under the DSHEA
Act, the nutritional supplenents, and they are
general ly products of unproven safety and efficacy
because they don't come under the same restrictions

as FDA- approved over-the-counter products, as you
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know.

The problemthat | see with the consumer,
as | said in ny talk, is that nany consuners don't
understand the difference between an herba
suppl enent and, for exanple, an FDA-approved
over-the-counter supplement. They think that if it
is sold in the pharmacy it rmust work and it nust be
safe. | see many patients coming into nmy office
who are on sone of these herbal supplements. They
very honestly tell me about themas if | thought
that they were appropriate to use. So, | amvery
concerned about this.

DR LEONARD- SEGAL: Dr. Parker, can | just
make a clarification for you on this? Currently
there are no FDA-approved over-the-counter
wei ght-1o0ss drugs. These products that they are
referring to are dietary supplenents that are out
there. Qur Division has nothing to do with them
but peopl e probably are availing thensel ves of
their use.

DR. WOCD: Dean?

DR FOLLMANN: Yes, | would like to ask a
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question or two about slide CC 46 which was a
conbi nation of the three trials where you | unped
the results by BM. This is something that you
hadn't prepared in the packet | believe.

One question is you have a cut point of
BM of 26.7. Ws that just the | owest BM observed
in all the studies, or why that peculiar nunber?

DR BANSAL: Yes, that 26.7 was the | owest
BM observed in those studies.

DR FOLLMANN:  Now, the two long-term
studies had a run-in period and nore extensive
educational material, whereas the low BM U. S
study had no run-in period and | ess educati onal
materials. Fromny point of view, you know, it is
not just the drug itself but the mlieu of the
environment, the instruction, etc., that we are
eval uating here. So, there is an issue of | unping
t hese.

Anot her question | had is for the 26.7 to
29.9 group, what percentage of those patients were
fromthe low BM U. S. study? |If you don't have

that now, if you could get that? |Is the question
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clear?

DR BANSAL: The question is clear. |
would like to first clarify. The three studies
that we | ooked at that were pooled were the two
| ong-term studi es and the dose-rangi ng study. It
was not the | ower BM study because that was a
four-nmonth study and | couldn't get results for six
months.  This was | ooking at studies that were at
| east six nmonths in duration and had the 60 ng
dose.

Secondl y, to answer your question, |ooking
at the percent of people who were at the | ower end
of the BM range, about 20-25 percent of people
were at a BM 26.7, 27, the rest were 28 or higher

DR. FOLLMANN:  Thank you

DR SCHAMBELAN: | just wanted to clarify
again the difference the consuner woul d experience
in |ooking at a package for sonething which had
gone through this process versus a suppl enment that
hadn't. So, if you go to Costco, Wl greens or
somewhere el se you see a huge array of products.

obviously don't read the package when | buy ny
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i bupr of en.

DR LEONARD- SEGAL: Over-the-counter
drugs, drugs that we have approved, first of all
the | abel contains a nedical indication. A product
that is not approved that would fall into the realm
of a dietary supplenent would have a different kind
of an indication. It should be sonething along the
real mof pronoting health. | don't know what is on
these products per se and maybe you can clarify
sonme of the indications that you find on sone of
these dietary suppl enents, but that would be the
difference. |If a product nmakes a nedical claim
then by definition it is a drug and it should have
gone through this approval process.

DR DENT: | would like to ask M.
Shifkovic, regulatory director at @ axoSmthKline,
to give you a perspective on the sort of clains
that are on DSHEA products.

MR SH FKOVIC: Just to reinforce what Dr.
Segal had said, the dietary supplenents that are
out there do have a qualifier on themthat says

that they are not nmaking a nedical claim But the
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ingredients are sonetines kind of hidden and it
does get to indications that are not appropriate
for those products as dietary supplenments. So,
they sonetines kind of masquerade as drugs just in
the kind of clainms that they have but they clearly
are not reviewed and approved the sanme way that
drug products are.

DR. PARKS: Can | add something to that?
Regardi ng the dietary suppl enents and
over-the-counter drugs, on our side of the table
here, we are not aware whether there is any data so
that consumers can really make the distinction
between a dietary suppl enent or an over-the-counter
drug. | don't know if the applicant has any data
to clarify that point.

DR DENT: As we haven't got an OIC
approved drug yet, we don't have any data for that.
But it would be likely I think, given that it would
be clearly advertised as the first FDA-approved
over-the-counter weight-loss aid, that it should
al | ow consuners, | think, to distinguish between

sonet hing that is approved and sonmething that is
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merely under the DSHEA unbrell a.

DR. WOOD: | guess one take-honme nessage
is that all these things that are advertised--if
this was to be approved, the FDA needs to act nore
vi gorousl y agai nst sone of these other conpounds.

DR. LEONARD- SEGAL: | would just add that
I think that this is a global problemfor the
over-the-counter drug group of products. W are
al ways grappling with this. | believe it involved
potentially sonme of both comittee nenbers who were
involved with the Iovastatin neeting. | think it
came up at that neeting also that there are
products that people take to reduce chol esterol,
that that would be a drug claim To pronote
heal t hy--who knows what--1ipids in the body, or
sonme such thing mght be a dietary suppl enent
claim There are ingredients in sone of these
di etary supplenents that do overlap but the probl em
is that the distinctionis in the claim not in the
ingredient. It is sonmething that we grapple with
all the tine.

DR WOCOD: Dr. Wol f?
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DR WOOLF: Nowhere in the materials that
were given us, nor in Dr. Bansal's presentation, do
we see data that the weight loss is either a fixed
anount or proportional to baseline. Do people who
are heavier lose nore weight, or is it the sane
five percent across the board irrespective of
starting wei ght?

DR BANSAL: W saw a similar baseline
body wei ght change whet her overwei ght or obese and
it was about five percent.

DR. WOOLF: So, heavier people didn't |ose

nor e?
DR WOOD: Maybe | ost nore absol utel y--
DR BANSAL: Yes, absol ute.
DR. WOOD: --but not nore in proportion,
is what she is saying. |If | understand the answer,

the answer is they lost a greater absol ute anount
of weight but the same proportion of weight.

DR BANSAL: Yes.

DR WOOD: Neal ?

DR. BENOW TZ: In the European and U. S

two-year studies, you showed us data from one year
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Woul d you happen to have a slide of the body weight
over two years of those two studies?

DR. WOOD: While you are | ooking for that,
Ms. Coffin, did you want to say sonethi ng?

M5. COFFIN. | just wanted to echo the
confusion that is on the panel of doctors. The
patients that are out there or the overweight
i ndividual s that are out are consistently confused
with the | abeling and with the packagi ng and they
don't have an option otherwi se. So, keep that in
m nd. As you guys are confused, you have a | ot
more know edge and experience in dealing with
overwei ght and obesity than the average U. S
citizen does.

DR. WOOD: Okay. You have an answer?

DR DENT: Yes. Dr. Hauptnan, please.

DR HAUPTMAN: | don't have a slide to
show that specific study but | do have a slide that
shows | ong-term wei ght | oss over four years, which
I think nmight answer your question. Can | have the
slide on, please?

This is a study that we did. It is a
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3,300 patient parallel group, placebo-controlled
study in Sweden | ooking at obese patients who are
treated with diet and exercise and pl acebo or
orlistat over four full years. Wat the data
clearly show is that you see a decrease in weight
over time. The maxi mum wei ght is about six nonths,
mai ntai ned at 52, and over the rest of the tine
period you see that the drug effect, the orlistat
m nus placebo effect, is nmaintained, which you
woul d expect froma drug that remains active but
what has failed here is the diet and exercise
portion so you see this increase over tine,
certainly not to baseline or belowit but it is the
di et and exercise portion and not the drug effect
that seens to dimnish. | hope that answers your
questi on.

DR. BENOWN TZ: Can you clarify, in the
two-year studies was orlistat given for one year or
for two years?

DR. BANSAL: In the two-year studies
orlistat was given for two years. The first year

it was given with a hypocaloric diet to | ook at
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wei ght loss. For the second year it was given with
a eucaloric diet. Patients were re-randonized
after the end of the first year to either placebo,
orlistat 60 or 120 with a eucaloric diet to | ook at
wei ght regain.

DR. BENOW TZ: Wy are there no data from
that study available? | amcurious to know if
soneone takes orlistat for a year and is followed
up a year later is there a change in body wei ght
that persists?

DR WOCOD: Wiy don't we hold that answer
and let's nmove on to the next speaker, and then we
wi Il conme back because we have a long time for
di scussion after that?

DR GOLDSTEIN. Alastair, | think that one
important thing that the panel nust be aware of is
the difference in the regulatory schene. Products
I'i ke herbal supplenents and the advertising of that
is regulated by the FTC, the Federal Trade
Commi ssion, sonetimes in consultation with the FDA
dependi ng upon the product. But the FDA regul ates

al | aspects of prescription drugs and the
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scientific aspects, nedical aspects, if you wll,
of over-the-counter products. But products such as
the doctor nentioned, the herbal products, are
Federal Trade Comm ssion and the advertising of OIC
products is also Federal Trade Conmi ssion, again
with avail abl e consultation which is often the case
with FDA

DR WOOD: (Okay. Let's nore on to the
next speaker.

Consuner Understanding and Use in OIC Setting

DR. SHI FFMAN: Good norning. | wll be
presenting data on how consuners woul d use orlistat
in areal-wrld setting. For clarity, | wll
organi ze the data in the context of six key
questions that are critical for deciding for any
drug whether it would be an appropriate
over-the-counter product. Here you see those six
questions, which may be famliar to you. They echo
some of what Dr. Leonard-Segal showed you in her
present ati on.

First, can consuners recogni ze the OIC

condition, in this case being overweight? Then, do
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consuners understand the product |abeling? Do they
sel f-sel ect appropriately? That is, do they follow
the warnings on the |abel and correctly decide
whet her or not the product is right for then? Do
they follow the instructions for using the product?
And, when they use the product without the
supervi sion of a physician, do they use it safely?
Finally, are people satisfied with the product, its
results and its tolerability?

Here is a preview of what you will see in
the presentation. Data confirmthat people do
recogni ze their condition; they know when they are
overwei ght. Studies show that peopl e understood
the orlistat |abel very well. Initial data showed
poor self-selection. Some people incorrectly said
that they could use the product. | will discuss
this concern and how GSK i s addressing it through
| abel enhancements; through additional studies; and
through prograns targeted to the issues and
popul ati ons of npbst concern. Finally, the data
show t hat when peopl e used the product on their own

they used it correctly, safely and in accordance
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with the | abel, and that they were satisfied with
the results and with the product.

So, now let's look at the data, starting
with an overview of the program The orlistat OTC
behavi oral research program consisted of a series
of studies, which are in your briefing book but I
will focus on the nost relevant studies which |
will first show you in the order that they were
conduct ed.

First, there was an actual use trial.
This trial was conducted to see if consuners coul d
correctly deci de whether the drug was appropriate
for themand to see how they would use it in a
simulated OTC environment. | will also present
data from | abel conprehension study #4 which tested
consuners' ability to understand the product | abel
whi ch had evol ved fromthe | abel used in the actual
use trial. | will show you data fromthree
addi tional self-selection studies which were
conducted in specific populations and conditions of
concern to test enhancements to the |abel.

Finally, I will also show you data froma survey of
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the U S. popul ation showi ng that people can
recogni ze when they are overwei ght.

It is inportant to note that the
sel f-sel ection studies and the survey were
submitted to the FDA after the NDA was filed so the
agency may not have had a chance to review t hem
So, with that as background, let's go to the
questions for OTC consideration and we will review
the data question by question

So, the first question, are people able to
i dentify whether they are overweight? Here we turn
to data froma randomdigit dial survey to collect
a sanple of U S. adults. |In the interview people
were asked if they thought they were overweight.
Their BM was then cal cul ated based on their
sel f-reported hei ght and wei ght and the data showed
that those who self-identified as overwei ght
generally were, 88 percent had BM 25 and over; 11
percent had BM 20-25; and one percent were bel ow
20. Thus, the vast nmajority correctly self-defined
as overwei ght according to official criteria. So,

peopl e can judge when they are overwei ght.
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The next question for an OIC product is
whet her peopl e understand the | abel. The
met hodol ogy for |abel conprehension study #4 was
standard for | abel conprehension studies. People
were presented with the | abel and were given a
series of scenarios in which they were asked if it
was okay or not okay to use the product in each
case, or what they should do in each case. There
was a general popul ation sanple and a low literacy
sanple in the study, and you al so see here the
basi ¢ study denographi cs.

So, this study specifically tested whether
by reading the | abel consumers understood the key
| abel components--the indication; who should use
the product; the directions for dosing; and the
war ni ngs or excl usi ons.

This table sumari zes the conprehensi on
that we saw in the general and low literacy
popul ati ons for key commruni cations objectives
regardi ng use of the product. The data show across
domai ns that conprehensi on was generally very good

in both popul ations but with some slightly | ower
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values. | won't spend rmuch tinme on these now but
we can discuss themat greater length later.

Let me just briefly show you that people
al so understood the | abel warnings and excl usi ons
very well, that is, who should not use the product,
and that was true and consistent in both the
general population and the |low literacy popul ation

So, the next question is can people
correctly determne if the product is appropriate
for then? For that, we turn to the data fromthe
actual use trial. |In the actual use trial
participants were recruited through comunity
pharmaci es by ads in the pharmacy and in the | oca
paper. Subjects were given an orlistat OTC package
and asked to decide if they could take the product
or had to ask a doctor. Then a nedical history was
taken to see if they were right, that is, if they
had any of the conditions or exclusions listed on
the | abel

Just a brief look at the study
demogr aphics, the sanple that presented for the

study was predom nantly fermal e, m ddl e aged and
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white and in these respects resenbl es the sanples
in nost weight treatnent studies. Overall, out of
681 subjects, 543 said that they thought that it
was appropriate for themto use orlistat.

Before going into the self-selection
results in detail, let ne rem nd you that the
actual use trial was done on a prior version of the
| abel. Wiile all of the warnings you see here were
included in the label in the actual use trial, the
ones on the left are no |l onger on the current
proposed |l abel. Recall that they were there in the
first place, the ones on the left, to identify and
excl ude peopl e who were obese or had
obesity-related conditions. But as you heard from
Dr. Dent, the FDA agreed that since orlistat is a
wei ght-1oss nedication it should be available to
obese as well as to overwei ght peopl e.

Accordingly, these conditions are no | onger on the
| abel , whereas these conditions, on the right,
remai n on the current | abel

So, let's ook at the self-selection

results. First we will ook, within the subset of

file:///C)/dummy/0123NONP.TXT (115 of 459) [2/3/2006 12:26:21 PM]



filex///Cl/dummy/0123NONP.TXT

116
peopl e who had a | abel ed excl usion, at the
deci sions that they made. So, the denomi nator are
people with a condition or exclusion. O the
peopl e who had any excl usion on the AUT | abel, only
23 percent nade correct decisions to select out of
orlistat. The detailed results by condition are in
your briefing packet, but the self-selection rates
didn't vary that nmuch across conditions.

For the warnings on the proposed | abel the
correct self-selection rate was 29 percent so this
is the percent of people with conditions who nmade
correct selection decisions. Let's go back though
and | ook beyond the subset of people who had
exclusions at the full sanple of 681 people in the
trial, focusing here on the conditions or
excl usions that are on the current proposed | abel

What you see is that the vast majority of
peopl e, 82 percent, didn't have a | abel ed excl usion
that would limt their use of orlistat so orlistat
was appropriate for them and they present no cause
for concern. The remaining 18 percent had a

condition or exclusion, and 29 percent of this
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total, anmpbunting to five percent of the entire
group, made correct decisions, either saying they
could not use orlistat or that they had to ask a
doctor. So, altogether then 87 percent of the
peopl e presenting did not present any concern
They either reacted appropriately to their
conditions or they didn't have a condition that
rai sed any concern with orlistat. The remaining 13
percent of the total incorrectly thought that
orlistat was okay despite having a | abel ed
condi ti on.

So, let's ook at that 13 percent shown
here condition by condition. This shows the nunber
of peopl e who nade an incorrect selection decision
as a percentage of the full sanple of 681
I mportantly, regardl ess of frequency, the
excl usions that were of npbst concern were
cycl osporine and warfarin users where the actua
use trial only had a small nunber of cases.

So, to address concerns about cycl osporine
and warfarin GSK nodified the | abel to inprove

correct self-selection and retested it in sanples
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of persons with these conditions. Let nme describe
how t he | abel was changed and what the
self-selection results were based on the revised
| abel .

For cycl osporine, GSK nade the
cycl osporine warning nore prominent. First of all
it was broken out into its own bullet point and
moved to the top as the first and presumably the
nmost prom nent warning. The |abel also explained
what effect orlistat m ght have on cycl osporine to
gi ve consuners a clear reason to conply.

GSK then tested self-selection based on
this new |l abel in a sanple of transplant patients
on cycl osporine. Now, because there are relatively
few transpl ant patients on cycl osporine, the
research used the sanple fromaround the country
identified froma national online research pane
and 46 cycl osporine users were enrolled and asked
to evaluate a weight-loss product. Very
inportantly, they did not know that they had been
sel ect ed because of their transplant and

cycl osporine status to avoid sensitizing them or
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orlistat |abel online and nade a self-selection
deci sion and 89 percent of cycl osporine users
correctly indicated that the product was not
appropriate for them This represents good

sel f-sel ecti on.

But because it still isn't perfect and
this is such an inportant issue, GSK is proposing a
programtargeting transplant patients to ensure
appropriate patient selection, and you will hear
Dr. Dent describe that program shortly.

Simlarly for warfarin, the | abel warning
was highlighted by placing it on its owm line with
its owmn bullet point. It was also changed to "ask
a doctor or pharmaci st" because the issue with
warfarin is that the people on warfarin need to be
nmonitored and warfarin sonetimes needs to be
adj ust ed.

To test self-selection on this revision,
54 warfarin users were identified fromclinica
dat abases and they were again asked to review a

wei ght -1 o0ss product, again w thout know ng why they
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had been selected. After review ng the |abel 72
percent appropriately said that they woul d have to
ask their doctor or that they couldn't use the
product at all. This was an inprovenent over the
prior result of 50 percent. However, to boost
compliance with this warning, GSK is planning a
programthat will include putting stickers on
warfarin prescriptions warning about orlistat use.
Dr. Dent will, again, be describing that program

Finally, there were two additional groups
that weren't formally on | abel warnings but for
whom sel f-sel ection could potentially be an issue.
One was teens and one was adults who m ght not be
overwei ght or m ght even be underwei ght.

Starting with teens, even though orlistat
has been proven to be safe and effective for teens,
GSK felt that teen use should be under supervision
of a physician so teens are excluded on the
proposed |l abel. To see whether teens woul d be
interested in orlistat and whet her they woul d
sel ect the product or buy it, GSK conducted a

sel f-sel ection study anbng teens 14-17 years ol d.
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Recruitnment was via flyers for weight loss. You
see the flyer here. And, placenent of the flyers
was specifically concentrated where teens hang
out--stores |ike Abercronmbies, Hollister, Claire's.
You nmay not know t hese stores but as a father of
teen girls, | can tell you they are teen magnets.
Flyers were also placed in video arcades, high
schools, and so on, again targeting teens.

Strikingly, despite the targeting the
majority of people who responded to the flyers were
adul t s--

[ Laught er]

--all told, we recruited 147 teens who
becane the participants in the self-selection
study. So, the 147 teens who had responded to the
flyers were shown the | abel and 59 percent
correctly indicated the product was not appropriate
for them Conversely, 41 percent thought it was.
But when they were offered a chance to purchase the
product, nmuch as the participants in the actual use
trial had been, only 13 percent expressed an

interest in buying it. Anong the 13 percent
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interested in purchasing, two-thirds were at or
above the 85th percentile of BM for age, that is,
they were classified as overweight or at risk for
overwei ght. Conversely, one-third were considered
normal weight. |In other words, this amounts to 4
percent of the teens who responded to the ads and,
importantly, none of those teens were underwei ght.

Anot her way to understand what is going on
is to look at what the teens said why they thought
orlistat mght be for them and you see here sone
of their verbati mresponses. Wat is striking is
that their responses indicate a reasonabl e approach
to losing weight. Many of themtal ked about
healthy dieting or liked the fact that it had a
behavi oral program

So, keeping in mnd that orlistat has been
tested in teens and shown to be safe, that orlistat
has no central nervous systemeffects, no
subj ective effects at all, and provides no
i medi ate feedback it seens unlikely to be of
sust ai ned appeal to teens. Inportantly, even if

sonme teens do use orlistat, there really are no
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significant safety issues.

Finally to determ ne whether orlistat
woul d appeal to people who are not overweight or
were even underwei ght, we can turn to the actua
use trial. Wen we analyzed the BM distribution
of subjects who self-selected in the actual use
trial we see, very inportantly, that none of the
sel f-sel ectors were underwei ght; 92 percent were
overwei ght by official BM standards or obese, and
nost of the remaining 8 percent were at the upper
end of normal. This is reassuring because it
suggests that orlistat largely appeals to the right
segnent of the population in terns of weight.

Now |l et's nove on to tal ki ng about how
peopl e actually use the product. And, this is
perhaps the nost inportant question in testing an
OrC product, do people use the product correctly
once they take it honme and use it on their own
wi t hout supervi sion?

The usage phase of the actual usage tria
addressed this question. The actual use trial was

a three-nmonth open-1| abel study. People were
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of fered a chance to purchase orlistat and 237
bought and used it and were studied in the actua
use phase. Now, when peopl e purchased the product,
in addition to the capsul es thensel ves, they got a
set of educational and behavioral material, sone of
whi ch you see here--a food diary, a user guide, a
dietary planner and other materials. Wat they
didn't get was any instruction or counseling
what soever. So, this was nmeant to nodel an OTC
purchase where you pick up the product, take it
home and use it on your own.

To coll ect data people were called by
phone at 14, 30, 60 and 90 days or to the point
where they had stopped using orlistat. The nedian
duration of use was 77 days and a little over half
of the sanple used the product for the full 90
days.

Now let's | ook at how people actually took
orlistat. This shows the nunber of occasions per
day that people took orlistat as reported on day 14
and day 90. You can see that the vast majority of

peopl e reported using orlistat two to three tines a
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day, consistent with the labeling. |In fact, 95
percent said that they used orlistat with neals as
di r ect ed.

Consuners also foll owed directions for how
many capsul es to take on each occasi on, shown here.
Most peopl e took one 60 ng capsule with each nea
and sone took two, as permtted by | abeling. The
use of two capsul es per meal increased slightly
here over time, consistent with the idea that
peopl e would | earn how to nmanage the nedication and
the diet. But note that al nost no one took nore
than two capsul es on any occasion and, in fact,
only one person ever took nore than six capsules a
day, which is the maxi num stated on the |abel. So,
peopl e foll owed the directions when using orlistat.

Now, | ooking at whether subjects al so
foll owed other elements of the |abel that direct
behavi or change, we found that they generally did.
They increased their vitamn intake. As you have
heard, 75 percent or roughly three-quarters used a
multivitamn. They nodified their diet and

i ncreased exercise. Most people used the self-help
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mat eri al s and found t hem hel pful

These findings are inportant because they
show t hat peopl e understood orlistat was not a
magi ¢ wei ght-1oss pill. They understood that the
programrequired effort and behavi or change on
their part too. So, the actual use trial shows
that peopl e used the nedication according to
directions and nmade ot her behavi oral changes as
wel | .

Now, correct use of the product is, of
course, related to product safety. To the question
did consuners use the product safely when they used
it without supervision of a physician, the data
showed a benign safety profile, consistent with the
controlled clinical trials and consistent with
orlistat's non-system c node of action

There were six serious adverse events and
two were deemed possibly related to orlistat and
these resol ved wi thout consequence. About 70
percent of participants had sone adverse event
during the study and, as we have already di scussed,

about half the participants experienced changes in
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defecation patterns that can occur when eating a
high fat meal while on orlistat.

Let's | ook at how peopl e responded to
these orlistat-specific adverse events. Renenber
hal f of the subjects in the actual use trial didn't
experience a defecation related event at all
One-third who did continued to use the product
wi thout interruption. Eight percent nanaged their
events by tenmporarily stopping orlistat use and
then resum ng, and only ni ne percent of people
di sconti nued because of an orlistat-related G
event.

So, the question is whether people found
t hese events nanageable and what is striking is
that experiencing these G adverse events was not
correlated with dissatisfaction with the product,
suggesting that people did find these nanageabl e.

Patient satisfaction, conversely, was
correlated with the amount of wei ght people |ost.
The vast najority of people said they were
satisfied with orlistat and the nunber one reason

they gave was that they had | ost weight. Now, the
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actual use trial was not designed or neant as an
efficacy trial but people were asked how mnuch
wei ght they had | ost each tinme they were
interviewed. Over the trial, progressively nore
subj ects reported | osing weight and throughout the
trial the vast majority of people were satisfied
with orlistat. So, the actual use trial showed
that people used orlistat in an appropriate way;
they lost weight; and they were satisfied with
their weight |oss.

So, to conclude and sumuarize, the data
show t hat people are able to identify when they are
overwei ght. Both general and low literacy
popul ations clearly understood the orlistat |abel
In the areas where self-selection was poor in the
actual use trial and where it was considered a
concern GSK has made changes to the | abel to
i mprove self-selection, and has tested and
val i dat ed those changes in additional studies.
Further, GSK is devel oping progranms to address
these concerns. Wen consuners do use orlistat on

their own, they use it properly; according to the
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| abel ; and with good safety and tolerability
results. Finally, consunmers reported | osing weight
and were satisfied with the product.

Thank you for your attention, and let ne
i ntroduce Steve Burton who will discuss GSK's
proposed consumer education and behavi oral support
pr ogr ans.

Olistat's Consunmer Education and Behavi ora
Support Program

MR, BURTON. Thank you, Dr. Shiffman and
good norning. You have heard about the science of
orlistat and its potential for helping mllions of
peopl e | ose weight. The question | want to answer
i s how-how do we ensure that consuners actually
experience the full potential, the full benefit of
i ncreased access to OIC orlistat?

We shoul d recogni ze that achieving
meani ngf ul wei ght | oss and consuner satisfaction in
the real world will depend on nore than sinply
product performance al one. Success will also
depend on consumers having realistic expectations

about what orlistat can do, as well as what they
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need to do for thenmselves. Success will also
depend on consuners getting support and the
motivational tools to help them make the behaviora
changes necessary for weight |oss, again, in the
real -worl d setting, and that is what we, at GSK
intend to provide, the appropriate nmessages and the
appropriate tools to help people | ose weight and
make behavi oral changes in an OTC setti ng.

Turning first to the nmessages that we wll
convey, because of the way that orlistat works
orlistat communi cations will need to be candid,
even to the point of being blunt. So, we will tel
consuners that weight loss with orlistat is gradua
and nodest, and takes an effort on their part; that
it will take effort to adopt a healthy eating plan
and that you have to limt your fat intake to see
efficacy and avoid the treatnment effects that can
acconpany OIC orlistat. But here is the payoff:
The orlistat program can be a powerful notivator to
adopt a healthy eating plan and get nore exerci se,
and if you do that orlistat can help you | ose nore

wei ght than dieting alone. So, our nessage will
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not be sinply pop a pill and the weight is sinply
going to fall off. Qur nessage is going to be that
you can do it and orlistat can help.

Turning now to the resources that we will
provide, OTC orlistat will be nore than a package
of pills. It will be a programthat includes tools
for changi ng behavior. The package will |ook like
this. The nedicine is on the right side and the
six reference guides that are on the left.
Consuners will also receive a carrying case for a
day's supply of capsules. You can see that here
above the medicine bottle on the upper right-hand
corner.

The proposed brand nane, pronounced Alli,
conveys that the programis Alli with diet and
exercise and GSK's role is to partner with the
consumer who is conmitted to behavioral change in
order to | ose weight.

Here is a nore detailed | ook at the
support materials that will acconpany the orlistat
package with purchase. These guides are all pocket

size so that you can carry themaround with you and
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they include a guide to starting the program a
54- page handbook on how to use the product; a
heal thy eating and food shopping guide; a fat and
calorie counter; and a daily journal because
studi es have shown that recording what you eat is
very inportant in terns of hel ping peopl e adopt and
stay with a weight-loss plan. These materials have
been revi ewed by experts and were subnmitted to the
FDA for their review, and they will also be
avai l abl e to consuners in Spanish

In addition, consunmers can also enroll in
a free online behavioral support programthat |asts
for one full year. This program uses concepts from
experts and established weight-1oss guidelines to
provi de consumers w th 24-hour individualized
advice. Many studies and our own experience with
the nicotine gum and the nicotine patch have shown
that custom zed behavi oral support is much nore
effective than generic self-help materials. So,
based on what information consuners provide,
literally millions--mllions of unique versions of

this program are possible, allow ng consuners to
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get weight-loss advice that is tailored to their
own specific needs.

Let me explain the difference between the
first half and the second half of the program
During the first six months we will help consuners
| ose weight with two | essons delivered on a weekly
basis. These will cover topics |ike goal setting,
proper use of the product and preparing a | ow fat
eating plan. W will also nonitor |abel heeding
with this program

During the second six nonths we wll
provi de a custoni zed exercise plan since studies
show that exercise is the critical conponent in
mai nt ai ni ng wei ght loss. This conponent of our
programis uni que and significant, and we wl|l
provi de resources and followup for an additiona
six nonths after the product use has ended. W
want people to hold on, as much as possible, to the
wei ght | oss that they have experienced during the
first six nonths.

I would like to address the concern that

OIC options mght dimnish the role of the
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heal thcare professional. |If anything, we intend to
increase it. As you have heard from Dr. Apovi an,
the reality, today at least, is that nost people
are not talking to their providers about weight
|l oss. We discovered in the switch of the nicotine
gum and nicotine patch to OIC status that doctors
and patients were actually nore |likely to engage.
They were nore likely to talk to each other about
snoki ng cessation options. Patients asked their
doctors about how the new OTC products, and doctors
used tine efficient tools that we provided themto
make sure that they very effectively counsel ed
their patients on what new options were avail abl e.

So, we will equip doctors, nurses,
pharmaci es and dietitians with all the information
that they are going to need to answer weight-I|oss
questions and help their patients deci de whether
OfC orlistat is right for them

In a moment Dr. Dent will talk about our
post-marketing plans for orlistat but here | want
to emphasi ze that we have the experience not only

in making these commtnents but also in foll ow ng
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through on them After the switch of nicotine
repl acenent therapy to OIC status we delivered on a
nunber of conmmtments, inportantly including
targeting the right audience. |In this case, it was
snokers who were conmitted to becom ng snoke free
Wth OTC orlistat we plan to choose advertising and
advertising that targets adults. W also worked
with the FDA to ensure that access was appropriate
and that consuners were conpliant with the I abel,
and we nonitored the actual use for six years based
on concerns about m suse and abuse. W went on to
publi sh these findings and, since msuse and abuse
were not observed, GSK and the FDA eventually
determ ned that these extra nmeasures were no | onger
necessary.

In summary, GSK has the product, the
program and the experience to hel p peopl e change
their behavior and | ose weight. W are conmtting
to pronote gradual and nodest weight loss that is a
sensible alternative to the |less regul ated options
that prom se overnight results often w thout

substantiation. Qur goal is to help consuners
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achi eve neani ngful weight loss in the short term
and increase their chances of nmintaining a healthy
lifestyle long term

Now Dr. Dent will return and tal k about
specific post-marketing plans for orlistat.

Sunmary and Commi t nent s

DR. DENT: As the npbst conprehensively
tested wei ght-1oss drug ever, we believe orlistat
is areally important tool that should be readily
avail abl e to people who are trying to | ose weight.
However, we have identified some potential issues
and we need to address these in the OIC
envi ronment .

Bef ore we concl ude the presentation today,
I would like to discuss our proposals to address
these concerns in specific populations. These
proposal s have not been reviewed or agreed with the
FDA. They relate to two groups of people who m ght
use orlistat, transplant patients taking
cycl osporine and people on warfarin.

There are very few reports of an

interaction between orlistat and warfarin or
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orlistat and cycl osporine and the real risk may be
theoretical. However, since this interaction could
be nmedically significant, we feel that it is
prudent to provide |layers of safety net to
mnimze, if not elinmnate, the risk of an untoward
interaction. These safety nets will include
enhancing the warning on the |abel; conducting new
targeted educational outreach to pharnacists,
educating them about the potential for the
interaction; providing orlistat warning stickers to
pharmaci sts to use when di spensi ng warfarin and
cycl osporine; and, in addition, incorporating an
orlistat warning in the patient information
panphl ets printed by the pharnmacist. W have
al ready spoken to heads of mmjor retain chains like
Wal - Mart, CVS, Wl greens and Target and they are
willing to support such a program

Wth respect to cyclosporine specifically,
we will work with transplant centers to ensure that
the information about orlistat is included in the
educational material that patients receive at

di scharge. We believe we have identified the nost

file:///C)/dummy/0123NONP.TXT (137 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

138
significant potential risks and that we have
successful safety nets in place to nitigate them

In addition to our proposal to nanage
potential risks, we are committed to responsibly
mar keting orlistat to our target audi ence because
for consumers to be successful in |osing weight
with orlistat, they have to use it properly, and
for daxoSnmithKline to be successful in marketing
orlistat, we have to market it properly. This
means not over-promsing; it is a program not a
magic pill. Olistat used in conjunction with a
low fat diet results in gradual sensible weight
|l oss. We nust ensure that consumers understand
that behavioral change is critical to success in
losing weight. We will advertise appropriately
targeting commtted adults who are willing to
foll ow a program

So, let's review briefly what we have
heard today. Olistat is non-systemc. It is
m nimal |y absorbed. |t does not affect the CNS
system It has no adverse cardi ovascul ar effects.

It is not addictive. It is not an appetite
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suppressant; it is not a stinulant.

Olistat is a tool that reduces the
absorption of fat and calories. It is clinically
proven to be both safe and effective, and people
| ose weight on orlistat in a sensible, gradua
fashion. In addition, in an OTC environnent
orlistat can be safely used by consuners and they
are satisfied with it.

Let's step back for one nonent and recal
why we are here. You heard today that there is an
urgent unnmet need for a safe product to hel p people
| ose weight. By 2008, it is estimated that
three-quarters of the American people will be
overwei ght or obese. Mking orlistat available OTC
wi Il increase people's access to and utilization of
a proven safe and effective weight-loss aid.
will fill a critical gap.

Thank you for the opportunity to present
our data to you today. W are |looking forward to
answering your questions. Prof. Wod, if you would
i ndul ge me, could | go back just once nore and

address the question of vitam ns?
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DR WOCOD:  Sure.

DR. DENT: | think I need to enphasize
that when orlistat was first brought to the market
the full inmpact of its effect on vitanm ns was not
wel | understood. Subsequently we have gai ned a
much better understanding, and the proposal to
include nmultivitamin use with orlistat is very nuch
a prudent neasure. The actual effects of orlistat
on vitamn levels in a very big clinical trial are
rather small. If you would allow nme, | would |ike
to ask Dr. Hauptnan, from Roche, just to review for
you what happened in the Xenical four-year study to
the levels of vitam ns in unsuppl enented peopl e.

DR. HAUPTMAN: | will be very brief. As
we said, in these studies what you saw is sonme data
frombefore. They were four-year doubl e-blind,
pl acebo-controll ed. Patients were taken off
vitam n suppl enents four to eight weeks prior to
entering and only if they had two consecutive
val ues bel ow the | ower reference range they were to
get a supplenent. The data show that there were

smal | but standardly significant decreases in nmany
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of the vitami ns over tine, but these nean |evels
remai ned within the reference range and few
patients were bel ow

I think the data that | will show you will
really show what happens. Here, on this slide, we
did several nore vitamins than we did previously.
Here we have 25-hydroxy vitamin D, as well as
125-vitanin D. Wen you look at it over tinme in
t he non-suppl enent ed what you see is a snal
decrease that occurs generally by six nonths, and
probably even by three nonths. Then it reaches a
new steady state. And, there are very few
differences over the rest of that four-year period.
25-hydroxy is inportant because that is the storage
formfor vitamn D; 125-di hydroxy vitanmin Dis the
active formand, again, we see sone small decreases
but generally they parallel each other chronically
over tinme.

DR CARPENTER | would like to comment on
that if you could go back to the vitamin D slide
The normal range shown there for the 25-hydroxy

vitamin D levels is not what is standardly accepted

file:///C)/dummy/0123NONP.TXT (141 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

142
today. | amreading those as nanonol es/neter units
and al though they are closer to what the U S units
of nanograms/m are, the lower linmt of
acceptability of that value today is in the 40-60
range of that scale. So, | would subnit that those
patients are borderline vitanmin D deficient, unless
there is sone--you know, sonme glitch in the way the
slide was | abel ed.

DR. HAUPTMAN: Two points, this was based
on a reference range of obese Swedi sh subjects, and
not based on the U. S. database, and so we actually
came up with a reference range based on that, on
people not on a diet. But what we do know about
obese patients--if | could have slide 44--is that
obese patients have differences in 25-hydroxy
vitamin D | evel s.

This was a study done by Bell |ooking at
what happens in 25-hydroxy vitamin D, 125 and PTH
in the obese versus the non-obese popul ation. W
see a decrease in 25, a slight increase in 125,
both significantly different in the non-obese, and

an increase in PTH  So, although those |evels that
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we showed you are lower than the U S. popul ation
they are not different than the obese popul ation
reference range. Nevertheless, it is also well
accepted that obese people are less likely to get
osteoporosis. | can show you sone additional data
on what happens on lower vitamin D levels in
patients who may be conprom sed patients, if you
want to discuss that in the discussion period.

So, just briefly to go back to our next
vitam n slide, here we have both vitam n A and
vitamin KL. W hadn't nmeasured K1 previously. For
vitamin A essentially there is no difference over
this entire four-year period between orlistat and
pl acebo. Again, even though the total reference
range may be different than the standard reference
range in the United States, we are conparing the
orlistat group on diet and exercise versus the
pl acebo group on an equival ent diet.

For vitamin K1, and there are two
conmponents of K K2 conmes fromthe gut bacteria,
the ot her one cones fromfood. Again, you see this

decrease that occurs, nmaxi numeffect by six nonths
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and then a new steady state is reached over tine.

Finally vitamin E, which is on the next
slide--

DR WOOD: Just before you | eave that, you
put a lot of effort into this interaction with
warfarin, right? Wy is that? Wy does this drug
interact with warfarin? It interacts because of
the effects of vitanmin K

DR. DENT: It does not directly interact
phar macoki netically. You are correct, Prof. Wod,
and we are concerned that it has a potential to
interact with vitamn K So we are really taking a
very prudent approach in reconmmendi ng that
peopl e--1 beg your pardon, an additiona
consideration is that anybody who is already on
warfarin and changes their dietary status ought to
be in discussion with their physician anyway as
they may require a nodification in their warfarin
dosi ng.

DR WOOD: But we are neking
recomendat i ons about warfarin because of the

potential for the change in vitamn K absorption
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Ri ght ?

DR. DENT: W are nmking the
recomrendati on for the change on the basis of the
fact that they are changing their diet so they may
be changing their vitamin K, and also they are
changing their weight. So, as they change they
really ought to be discussing that with their
physi ci an.

DR. WOOD: But you have not been
overwhel med by the vitamn K data yourself in terns
of absol ving yoursel ves fromthe recommendation
about warfarin. Right?

DR DENT: Well, we don't believe that
there is a very large effect on vitamn K, as Dr.
Haupt man just showed you. We think it is prudent
t hat peopl e shoul d di scuss their warfarin dosing
with their physician.

DR. SCHAMBELAN: More inportantly, did you
moni tor PT levels during your trials of people who
were on warfarin? |f so, what was the nmagnitude of
the difference?

DR WOOD: They did do it. That is a
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coarse measure.

DR SCHAMBELAN: More coarse than vitanin
K | evel s?

DR. WOCOD: Than sone of the subsets, but
that is actually in the FDA presentation | think

DR. DENT: Would you like Dr. Hauptman to
address that specifically?

DR. LEONARD- SEGAL: | guess that what |
can say at this point is that you will hear nore
about this fromFDA but | think it is inportant
for the coomittee to know that there are products
over-the-counter now that have warfarin warnings
because they are p450 products. Cinetidine is an
exanpl e and ni conazol e cont ai ni ng vagi na
antifungal products is an exanple. | think it may
al so be on the prolisac OTC | abel. | would have to
doubl e-check that. So, it is not foreign to the
over-the-counter environment to have a warfarin
war ni ng on an over-the-counter drug--just for your
background i nformation.

DR. BENOWTZ: A followup on the warfarin

question, it is my understanding that the drug
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interaction study was done in 16 weeks. This slide
shows a drop in warfarin at six nonths. 1Is a
16-week trial adequate to reflect this change that
was seen at six nonths in vitamn K? | nmght
i mgine vitam n K depletion night take sone tine
and nmight not be apparent in a shorter-term
trial--or 16 days; the other trial was 16 days.

DR. DENT: | amsorry, your question is
for the warfarin interaction study was 16 days
duration--would that be | ong enough to see the
effect?

DR. BENOW TZ: Yes, because the slide you
showed on vitam n K showed a decline at six nonths,
and | mght imagine that it nmight take a while to
see vitamn K depletion once you start to lose it.

DR WOCOD: Let's come back to that. Dr.
Dent, can you wap up what you wanted to say now so
we can take a break?

DR DENT: W are done.

WOOD:  You are?

DENT: Yes, thank you

3 3 3

WOCOD: |In that case, we will stop and
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then we will cone back to your question after the
break. We will be back here at 11:10, please.

[Brief recess]

DR WOOD: Let's get started again. W
are going to start with the FDA presentation. Dr.
Col den?

FDA Presentation
Safety and Efficacy Review

DR. GOLDEN: Good norning, Chairman Wod,
menbers of the commttee. M nane is Julie Gol den
and | ama medical officer in the Division of
Met abol i ¢ and Endocrine Products. | wll be
di scussi ng our perspective of sone of the efficacy

and safety issues in this application.

I will start with some background
information. Next, | will discuss the studies that
were reviewed for this application. | will present

the efficacy of the 60 ng and 120 ny doses; how the
findings fit into FDA's efficacy criteria; and

di scuss issues of treatment duration and lifestyle
nmodi fication. Next, | wll discuss sone of the

safety issues with orlistat and then | will finish
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with sonme concl usions and i ssues that you nay w sh
to consider in your deliberations.
So, first sone background information
Dr. Col man di scussed the definitions of overwei ght
and obesity by the NIH guidelines and | won't
repeat them However, | will enphasize that the

overwei ght population, that is, 25 to 29.9 kg/m

is where a big focus of our discussion will be. |
woul d like to al so suggest that we divide the
overwei ght popul ation into | ow overwei ght and hi gh
overwei ght for the purposes of this presentation
This is because the studies supporting this NDA
utilized these different populations in different
studies and, in one sense, a question that we are
posing to you relates to the efficacy and benefit
in this | ow overwei ght popul ati on

Let me start with review ng the sponsor's
proposal for nonprescription orlistat and conparing
this to the prescription product. @ axoSmthKline,
the sponsor of the nonprescription product,
acquired the marketing rights to the 60 ng dose

from Roche, the sponsor of the 120 ng prescription
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product. d axo also has a chart conparing the two
products in their background package. This chart,
which is somewhat different, is intended to
enphasi ze the overl ap between | abel s.

The proposed indication for the
nonprescription product is the promotion of weight
| oss when used in conjunction with a reduced
calorie and low fat diet. The prescription
indication is obesity managenent includi ng wei ght
| oss, wight maintenance and prevention of weight
regai n when used in conjunction with a reduced
calorie diet. The sponsor has proposed a
target popul ati on of overweight adults. This is in
contrast to the regulatory or clinical definition
of overweight as defined by BM. Overweight in the
nonprescription setting is to be defined by the
consunmer. As you will hear fromDr. Feibus, the
actual use study denonstrated that subjects
sel f-selecting as overweight fit into both the
overwei ght popul ation as well as the prescription
popul ati on. The prescription population is those

who are obese, as well as those with a BM greater
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than or equal to 27 kg/nm2 with other risk factors.
So, | would ask you to consider who you think the
appropriate target population for this product is
as we continue.

The sponsor has al so proposed a six-nonth
duration of therapy. Dr. Colman has presented some
hi story of why the medical conmunity and the
Division treat obesity as a chronic condition, and
I will present some |longer-termdata as well and
woul d ask you to consider the appropriate duration
of therapy.

Finally, the dose proposed is |ess than
that of the prescription product, 60 ng, although
individuals will be instructed to titrate the dose
as tolerated. The efficacy and safety of the 60 ng
and 120 ng doses will be considered.

Dr. Col man al so di scussed NIH s guidelines
for the managenent of overwei ght and obesity, and
this is also in your background package so | will
just mention that FDA's criteria for prescription
drug use mirror these guidelines. Wile weight

loss in patients with BMs |ess than 27 kg/ n2 or
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overwei ght but ot herw se heal thy individuals may be
percei ved as beneficial to the individual, the
recomrendation for drug therapy nust consider the
risk of any drug side effects and whet her those
side effects will counterbal ance the benefits of
weight loss. |If the benefits of weight loss in a
| ow risk popul ati on are nodest or only cosnetic,
then the safety concerns of drug therapy may no
| onger nake phar macot herapy a prudent treatnent
approach in this subgroup.

FDA's draft guidance for the clinica
eval uati on of prescription weight-control drugs
considers a drug effective if at the end of one
year of treatnent the nmean percent weight |oss from
baseline in the drug group mnus the mean percent
wei ght loss in the placebo group is greater than or
equal to five percent, or the proportion of
subj ects who reach and maintain a | oss of greater
than or equal to five percent of baseline body
weight is statistically greater in the drug group
than in the placebo group. The prescription

approval for orlistat was based on achi evenent of
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the second criterion.

A five percent benchnmark was chosen as the
m ni mum amount of weight |oss that is considered
associated with certain neaningful clinica
out cones in obese patients such as inprovenents in
l'ipids, blood pressure and gl ucose tol erance.

Before getting to the clinical studies,
woul d like to make a few comments regardi ng how
orlistat works, specifically the pharmacodynam c
and behavioral nodification effect of the drug.
Clinical pharmacol ogy studi es conducted by Roche
for the approval of prescription orlistat
denonstrated that orlistat 60 ng is associated with
approxi mately 25 percent fecal fat excretion, and
orlistat 120 ng is associated with approxi mately 30
percent fecal fat excretion. So, this nmeans that
essentially the nore fat there is in the diet, the
greater the drug effect. Someone consuming a diet
of 40 percent fat will experience a higher
proportion of daily calories being excreted than
someone consuming 20 percent fat if both

i ndi vi dual s have the sane anmount of daily caloric
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i nt ake.

O course, not all of the weight |oss
achieved with orlistat may be attributable to the
phar macodynam ¢ effect. There is sone thought that
non-conpliance with a low fat diet |leading to
adverse gastrointestinal side effects may pronote
favorable dietary nodification. This may, in and
of itself, reduce weight but only if the individua
does not conpensate for the reduction in fat
calories by increasing intake of carbohydrate or
pr ot ei n.

One m ght al so conjecture that sone people
will avoid taking orlistat when they know they will
be going out in a social situation or eating a high
fat meal in order to avoid enbarrassing G effects
We know that three to five percent of subjects in
the first four to six nonths of treatnent
di scontinue orlistat due to G side effects as
conpared on one percent of placebo-treated
subj ect s.

In any event, clinical studies show that

the incidence of orlistat related gastrointestina
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side effects is simlar across different amounts of
wei ght loss, indicating that the pharnacodynanic
effect of the drug may have nore of an inpact on
those who are less conpliant with dietary change,
and the effect of the diet nay have nore of an
i mpact on those who are conmpliant with dietary
change.

In support of the nonprescription NDA the
sponsor provided anal yses of three studies, the
desi gns of which you have already heard so | will
quickly review Two of the studies were performnmed
in support of the original prescription NDA
BML4149 and NML4161. These studi es were pool ed by
the sponsor despite having different |evels of
lifestyle intervention.

Randomi zati on occurred after a four-week
pl acebo | ead-in period, during which tine subjects
| ost a nean of about 2.6 percent of their body
wei ght. At day one subjects were random zed
equally to placebo, orlistat 60 ng or 120 ng and
then continued in this random zation for the

duration of the study. Random zation was
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stratified by whether the subjects |ost greater
than or less than two kilograns during the lead-in
peri od.

The nonprescription efficacy tinme point
was six months. The prescription efficacy tine
poi nt for weight |oss was one year, and the
prescription efficacy tinme point for weight
mei nt enance was two years

A third study, NML7247, was a four-nonth
study in the | ow overwei ght popul ation, that is,
BM 25-28. This study did not have a lead-in
period. Subjects were random zed to pl acebo or
orlistat 60 ng for four nonths.

This table illustrates further details
about these studies. There were about 200 subjects
per group. You notice that the nunber of subjects
in the four-nonth study was a little bit |ess than
the nunber of subjects in the prescription studies.
BM range for BML4149 was 28-43 or higher
overwei ght and obese; for NML4161 it was 30-43 or
obese; and for NML7247 it was 25-28 or |ow

overweight. Al prescribed diets were hypocal oric
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and were conprised of 30 percent fat. BML4149
utilized dietitians and had a nore personalized
dietary plan. Estimated total energy intake was
cal cul ated and then 600 cal ories were subtracted
fromthis value. Study NML4161 had two prescribed
| evel s of caloric intake, 1200 calories for those
| ess than 90 kg and 1500 cal ories for those greater
than 90 kg. Study NML7247 provided slightly nore
calories for nen than wonen for each | evel of
starting weight.

The educational programwas clearly
different between the two pool ed studies fromthe
prescription NDA. BML4149, as stated before,
utilized dietitians and regular collection of food
records was used to provide feedback. NML4161
occurred in the primary care physician offices
where subjects were provided general encouragenent
but no specialized counseling. The program was
designed to be self-instructional and videos were
vi ewed by the participants several tines during the
study. The four-nonth study, NML4247, was desi ghed

to be self-instructional although it utilized the
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study staff to provide encouragenent and feedback
based on returned food records.

This table denonstrates the rates of
conpletion in the studies at the various tine
points. Mdre orlistat-treated subjects conpl eted
the study than placebo-treated subjects, and these
conpletion rates are pretty good for a weight-Ioss
st udy.

This table denonstrates that in the
prescription NDA pool ed studies very few subjects
were in the | ow overwei ght group at baseli ne.
Therefore, only study NML7247 allows us to eval uate
the efficacy of orlistat 60 ng in this | ow
overwei ght popul ation

| started with the presentation of
categorical weight loss as this was the criterion
used to support regul atory approval for the
prescription product. The first set of bars
represents the six-nmonth results for the pool ed
prescription studies in the high overweight and
obese BM ranges. As you can see, both orlistat

doses are significantly greater than placebo in the

file:///C)/dummy/0123NONP.TXT (158 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

159
percentage of subjects with at |east five percent
wei ght loss, with approximately tw ce as many
subj ects reaching this benchmark in the
orlistat-treated groups than in the placebo-treated
group.

Because study NML7247 only went out to
four months | have included the results of the
pool ed studies at the four-nonth tine point as well
for conparison. Again, in this group of subjects
fromthe pooled studies with the BM range 28-43
kg/ n2 approximately twi ce as many subjects treated
with orlistat achieved the five percent benchmark
than those treated with placebo and these findings
were statistically significant.

To contrast these findings, we see for the
four-nmonth study, NML7247, in subjects with the |ow
overwei ght BMs of 25-28 that subjects treated with
orlistat 60 ng do not neet the benchmark of five
percent to a statistically significantly greater
degree than those treated with placebo.

DR. WOOD: Do you have any expl anation for

that? The difference between these studies is in
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the pl acebo group really.
DR GOLDEN: Right.
DR. WOOD: Yet, this is the study with the

| east intervention.

DR GOLDEN. Well, | have a few comrents
if I can specul ate about this placebo group. In
terns of the dietary intervention, | would actually

say that the level of intervention was probably
somewhere in between the two prescription studies
because while it was a self-instructional approach,
subj ects did complete food records, bring them
back, and did get sone feedback based on those food
records fromthe study staff, whether it would be
the primary care physicians or other people in the
clinic. They were not dietitians though as in one
of the prescription studies.

Anot her reason for this nay be because
there was no lead-in period. So, you know, both
groups may be hi gher because they had those four
weeks to attain that five percent. But that
doesn't necessarily tell us anything about why this

isn't that nmuch higher than this one.
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Again, this is just to specul ate, but
potentially a third reason may be the BM. It may
be that subjects with a |ower BM may be better
able to diet; may be nore active so just may do
better on a dietary programthan people in this
obese popul ation. Again, that is nmy own persona
specul ati on.

This plot illustrates the full range of
wei ght range by treatnent group. The next slide
wi || show you the val ues of placebo-subtracted
wei ght loss. Again, the prescription studies were
eval uated at six nonths and the nonprescription
study was four nonths in duration. There was a
greater wei ght change in all groups in the study
with intensive dietary intervention as conpared to
the study with less dietary intervention

These are the adjusted nean differences
from placebo. You can see that in the | ow
overwei ght popul ati on the pl acebo-subtracted wei ght
| oss was about 1.1 kg at four nonths. Weight
change was higher in the higher weight popul ations

after six nonths. The treatnent effect was al so
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notably higher in the study with less dietary
counseling. In this study also the treatnent
effect of the 120 ng dose was greater than the 60
nmg dose and this was not the case in the study with
intensive dietary intervention

I will now present sone data that
addresses the issue of weight regain both in
subj ects that remained on orlistat for up to two
years, and perhaps nore relevant for this
nonprescription proposal, what happens to
i ndi vi dual s who are on the drug and then
discontinue it. In all the studies out to two
years that | will present subjects were on a
hypocal oric weight-loss diet for the first year and
then were switched over to a eucaloric or weight
mai nt enance diet for the second year

First I will show you what happened to the
weight in the subjects in the pool ed studies from
the NDA when followed out for two years. These
subjects remained in their treatnent random zation
for the duration of the study. | will then show

you sone data froma study done for the origina
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prescription NDA. The study was published in JAVA
in 1999.

Subj ects were random zed to pl acebo or
orlistat for one year, then in the second year the
subj ects on placebo renai ned on placebo and the
subj ects on orlistat received either placebo or
orlistat.

Here are the two-year data for studies
BML4149 and NML4161. These graphs are fromthe
FDA's statistical review in your background
package. The Y axis is the weight change in
kil ograns from baseline. At 52 weeks the diet and
educati onal program was changed to support weight
mai nt enance rather than weight |oss. The
continuation of orlistat for two years clearly
denonstrates drug efficacy over placebo in both
studi es al though all groups, including the orlistat
groups, experienced nean wei ght regain.
Furthernore, the study with less dietary
counsel i ng, NML4161, experienced nore wei ght regain
in all groups as conpared to the study with nore

i ntensive dietary counseling, BML4149
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This two-year study, published in JAMA in
1999, as | said, was based on a study conducted by
Roche in support of the prescription NDA. The
study design included a four-week placebo lead-in
period after which time subjects were random zed to
these groups. Subjects were either given placebo
or orlistat 120 ng for one year, and then the
orlistat groups were either given orlistat 120 ng,
60 mg or placebo for the second year. | wll be
focusi ng on subjects who were either on orlistat
120 ng or placebo for two years or on those
subj ects who were on orlistat 120 ng for the first
year and then were switched over to placebo for the
second year.

The first year subjects were on a
wei ght-1o0ss diet and the second year focused on
wei ght maintenance. Dietary instruction was
undertaken with the use of dietitians, food records
and behavi or nodification sessions.

So, this is the figure fromthe JAVA
article. Again, in the first four weeks al

subj ects participated in a four-week placebo

file:///C)/dummy/0123NONP.TXT (164 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

165
| ead-in period. This line represents wei ght change
over two years in the placebo-treated subjects.
This line represents wei ght change over two years
in subjects treated with orlistat 120 ng over two
years. In the subjects that were treated with
orlistat 120 ng and then switched over to placebo
in the second year we can see that there was
gradual wei ght gain over the second year, such that
at the end of two years subjects were approxi mtely
at the sane place the placebo subjects were. And,
this was the best case scenario in which dietitians
and behavioral nodification were also likely a
maj or factor in maintaining sone anobunt of wei ght
loss in this tine period. In addition, these are
compl eters data so the figure does not include the
wei ght change of subjects who dropped out early.

Let nme take this opportunity to stress
that overwei ght and obesity are chronic conditions
and, like drug treatnment of other chronic
conditions |ike hypertension or dyslipidenma, once
you stop the drug you | ose the benefits of the

drug. In the case of weight-loss drugs, this neans
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| ost weight is regained and inprovenents in
co-norbidities reversed.

This brings me to a final point in
efficacy, and that is the inportance of lifestyle
nmodi fication concurrent with pharmacot herapy. A
study using sibutram ne, the other FDA-approved
drug for long-termweight loss, in this recent
paper in the New Engl and Journal of Medicine, is an
exanpl e of this concept.

Briefly, this was a random zed, controlled
trial of 224 obese adults who were assigned to one
of four weight-loss treatnents for one year:
si butram ne plus intensive therapy; sibutram ne
pl us brief therapy; intensive therapy al one; and
sibutram ne alone. |In the drug therapy groups
subjects net with a prinmary care provider eight
tinmes for about 10-15 minutes at each visit. In
the intensive they groups subjects nmet with trained
psychol ogists in a group setting 30 tines for about
90 mnutes at each visit. Drug therapy plus brief
visits involved only a primary care provider but

required subjects to conplete food and activity
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records and received feedback on these records.

These results denonstrate that subjects
who recei ved conbi ned therapy | ost nore wei ght than
subjects in the other three groups. Subjects
treated with standard si butram ne plus brief
therapy and those treated with lifestyle
nodi fi cation alone | ost nore weight than those who
recei ved si butram ne al one, underscoring the
i mportance of lifestyle nodification in combination
with drug treatnent. To quote the authors, they
state that these findings provide strong support
for reconmrendations that weight-loss nedications be
used only as an adjunct to a conprehensive program
of diet, exercise and behavi or therapy.

Wth that, we will turn our attention to
safety. The primary data that the sponsor provided
in support of safety were those studies that
included an orlistat 60 ng arm This included
three studies fromthe original prescription NDA
whi ch the sponsor pooled. | will discuss these
studies further in the next slide. The safety

profile was al so supported by study NML7247, the
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four-month study in | ow overwei ght subjects and
these supportive studies. BML4150 was a si x-nonth
dose-rangi ng study conducted for the original NDA.
There were al so two uncontrol |l ed studies, a
three-month actual use study, which you will be
hearing nore about from Dr. Feibus, and a four-week
consuner use study.

O her safety data reviewed in support of
this application included post-marketing data in
the FDA Adverse Event Reporting System or AERS
published literature and the FDA review of the
original prescription orlistat NDA

This table describes the three studies
that were pooled for safety. | already discussed
the study designs of studies BML4149 and NML4161
during the efficacy discussion. NML4302 was a
year-long drug study conducted in subjects
random zed after six nmonths of dietary therapy.
Treatnent arns were placebo, orlistat 30 ng, 60 ny
and 120 ng. In contrast to studi es BML4149 and
NML4161, subjects in study NML4302 received a daily

mul tivitam n.
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Fat-sol uble vitam ns and drug interactions
are the safety issues of nbst concern with orlistat
and | will be primarily focusing on these for this
discussion. | will also briefly nention
pancreatitis as it is an issue that is currently
under review in the Division. Although
gastrointestinal adverse events such as fatty and
oily stool are conmon in subjects taking orlistat,
I won't be focusing on these adverse events during
this presentation because they are prinmarily
tolerability concerns.

As you know, the fat-soluble vitamns A,
D, E and K and bet a- carot ene depend upon dietary
fat for absorption. The studies fromthe
prescription NDA nonitored vitanmi n concentrations
and | will present sonme of the results for A, D, E
and beta-carotene here. Vitam n K adequacy was
monitored in these studies using prothrombin time
as a surrogate and will be discussed under the
context of warfarin use. There was no alteration
in prothronbin tine in subjects in the clinica

st udi es.
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I will start with a discussion of the nmean
change fromthe studies fromthe prescription NDA
and then will summarize with a slide show ng the
percentage of subjects with val ues outside the
normal range. Across all studies the nean val ues
for fat-soluble vitam n concentrations were within
the nornmal range.

These graphs from study BML4149 show
change in vitam n concentrations at 24 and 52
weeks. | have significance testing at week 52
only. In this study nmean change was significantly
lower in D, E and beta-carotene in the orlistat
groups as conpared to the placebo groups.

The findings in study NML4161 were
simlar. Note that all groups in this study had a
negative change in vitamn D as conpared to the
previous study although statistical significance
was only seen for orlistat 120 ng at 52 weeks.

We al so see simlar findings in study
NML4302 al t hough these subjects were instructed to
take a multivitam n. These results may ninimze

what might occur in the real world since people who
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had two consecutive |ow values received a vitamn
supplenent. |In fact, nore subjects on orlistat in
the two-year prescription studies required D, E and
bet a- car ot ene suppl enents than those on pl acebo.

This leads us to the next slide where we
see the frequency of two consecutive plasma vitam n
concentrations below the limt of the reference
range, a nore clinically relevant outconme conpared
with the group mean changes in vitamn
concentrati ons shown on the previous slides. The
orlistat 120 ng group had a hi gher proportion of
subjects with low vitam n concentrations as
conpared to those on placebo, particularly for
vitamins D, E and beta-car ot ene.

Because warfarin blocks the activity of
vitam n K and therefore inpairs coagul ation, the
i mpact of orlistat on prothronbin tine in
i ndi vi dual s who are on warfarin has been
considered. dinical pharnacol ogy studies
conducted by Roche denonstrate that orlistat does
not alter warfarin pharnmacokinetics. However,

there have been post-marketing reports of both
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prol onged prothronbin tinme and bl eeding with
concomitant drug use. The prescription |abe
instructs individuals who are on warfarin to have
their coagul ati on parameters neasured frequently.

In the actual use trial, which you will be
hearing nore about from Dr. Feibus, out of 14
patients who were actually on warfarin seven
initially failed to identify that orlistat was
i nappropriate for their use after reading the
| abel .

A potentially serious conplication of
orlistat is its interaction with the
i mmunosuppr essi ve agent cycl osporine. Weight gain
is common in organ transplantation and we know from
a drug interaction study with orlistat and
cycl osporine that the concom tant adm nistration of
both drugs will decrease cycl osporine
concentrations. Mreover, there have been cases of
decreased cycl osporine concentrations associ at ed
with orlistat administration in the FDA Adverse
Event Reporting Systemas well as in the

literature. Two cases of acute organ rejection as
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a result of cyclosporine interaction with orlistat
have been reported, one mld and one noderate.
Neit her case resulted in |loss of the organ.

In the actual use trial in which two
patients actually on cycl osporine were screened,
one of these subjects failed to identify that
orlistat was inappropriate for use after reading
t he | abel

Finally, we would like to call your
attention to the spontaneous post-marketing adverse
events fromthe FDA AERS database with 30 U. S
reports of pancreatitis and orlistat over its
mar keting period, that is, since 1999. This is in
contrast to one report wth another prescription
wei ght-1o0ss drug, sibutramne, over its marketing
period in the U S, that is, since 1997

Very roughly, we estimate the nunber of
orlistat prescriptions to be about 1.5 to 1.7 tines
the nunber of sibutram ne prescriptions in the US
At present, no definitive conclusions have been
made with these post-marketing safety findings.

However, controlled clinical trials out to four
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years have shown no greater incidence of
pancreatitis with orlistat conpared to placebo. A
pl ausi bl e bi ol ogi cal mechani sm has not been
established at this tine and review of this issue
i s ongoi ng.

In conclusion, the first point | would
like to make regarding efficacy relates to the dose
of orlistat in the | ow overwei ght population. In
the four-month study in subjects with a BM in the
range of 25-28 kg/ m

2 weight loss was minimal, with
a pl acebo-corrected, adjusted nean value of 1.1 kg
or 2.4 |bs.

In addition, the study did not neet the
primary prescription weight-l1oss drug efficacy
criterion of nore subjects on drug achieving at
| east five percent weight |oss as conpared to
pl acebo. This criterion was met at four nonths in
the prescription drug studies with a BM in the
hi gh overwei ght and obese BM range.

G ven that the two prescription studies
were | onger and had differing degrees of lifestyle

intervention, their findings informissues related
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to treatnent duration and lifestyle intervention
First, it is noted that there was |l ess of a
treatment and dose effect in the study with
intensive lifestyle nodification although overal
wei ght 1 oss was greater in this study.

Second, data out to two years denonstrate
a weight regain even in subjects taking orlistat
and the less lifestyle intervention, the nore
wei ght regain. W do know that when weight is
regai ned the benefits of weight |oss are |ost.

Furt hernore, data fromthe JAVA paper that
showed what happens to individuals who are
originally on drug and then are switched to pl acebo
after one year shows a progressive regain of weight
once orlistat is discontinued.

The New Engl and Journal paper in which
subj ects were placed on drug, lifestyle
intervention or both highlighted the inportance of
incorporating a lifestyle programinto a
wei ght-10ss programthat includes a drug.

In terms of safety conclusions, clinical

studi es have shown that prolonged use of orlistat
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wi t hout appropriate vitam n suppl enentation may
lead to clinically inportant fat-soluble nutrient
mal absorption. Vitamin D may particularly be a
concern because deficiency of this nutrient is so
common in the United States and is associated with
the risk for osteoporosis and other chronic
di seases. Furthernore, vitam n K nal absorpti on may
be a problem for individuals on warfarin.

In terms of drug interactions, | discussed
warfarin for which prothronmbin tinme prol ongation
and bl eedi ng have been reported and likely reflect
vitam n K mal absorption and insufficiency. | also
di scussed cycl osporine, for which interaction with
orlistat |eading to decreased concentrations nay,
in the worst case scenario, result in transplanted
organ rejection. Although there were very few
subjects on either warfarin or cyclosporine in the
actual use study, the prelimnary findings raise
concern that the nessages regardi ng these drug
interactions may not be effectively comruni cat ed.

Finally regardi ng pancreatitis, we have a

situation where, on the one hand, there is no
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signal of increased risk for this condition in
patients fromcontrolled clinical trials treated
with orlistat for up to four years yet, on the
ot her hand, we have an apparent increase in the
nunber of spontaneous reports of pancreatitis in
real -world users of the drug. At this point we
have no obvi ous expl anations for this disparity.

Per haps t he increased nunber of spontaneous reports
of pancreatitis represents confoundi ng by
prescribing patterns. Although our investigation
of the spontaneous reports of pancreatitis has yet
to be conpleted, it is reassuring that no increase
in the risk for pancreatitis has been seen in
large, long-termcontrolled trials of orlistat.

So, | would like to end ny presentation
with what | believe is question nunber six fromthe
questions posed to the committee, that is, do you
believe the potential benefits of nonprescription
orlistat outweigh the risks?

Finally, I would like to thank the
committee and acknow edge ny col | eagues who were a

trenmendous help in this review
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DR WOOD: Let's nmove on to the other two
FDA presentations. Dr. Weiss?

Label Conprehension Revi ew

DR VEISS: Good nmorning. My nane is
Susanna Weiss. | ama social science analyst in
the O fice of Nonprescription Products and
reviewed the | abel conprehension study.

I will begin with a brief overview of ny
presentation. First I will nention the regulation
concerning | abel conprehension. Next, | wll
descri be the purpose of |abel conprehension
studies. Finally, I will describe the orlistat
| abel conprehensi on study including the design, the
popul ati on, questions and procedures, the results
concerning the drug facts |label, and the results
regarding the materials included inside the
package

The regul ati on governi ng | abel
conpr ehensi on says the follow ng: Over-the-counter
drug | abels shall be witten in such terns as to
render themlikely to be read and understood by the

ordi nary individual, including individuals of |ow
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conpr ehensi on, under custonary conditions of
purchase and use. W interpret |ow conprehension
as a reading level at or below 8th grade.

Let's take a | ook at the purpose of | abe
conprehensi on studies. One of the primary
obj ectives of |abel conprehension studies is to
nmeasur e the consuner's understandi ng of key | abe
i nformati on such as use of the product, warnings
associated with the product, what to expect when
usi ng the product, directions for proper use and,
finally, other information in the | abel

Anot her primary objective of many | abel
conprehensi on studies is to neasure consuners'
under st andi ng of where to | ocate additiona
information included in the package. The orlistat
package, for exanple, contains several guides and
reference cards to hel p consuners better understand
how to use the product.

Now let's turn to the orlistat |abe
conpr ehensi on study. The inclusion and excl usion
criteria were as follows: Mle or female of any

race or ethnicity, at |least 18 years of age and
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peopl e who expressed an interest, meani ng sonewhat
or very interested in weight loss. The gender
breakdown of the study subjects was 36 percent mal e
and 64 percent fenale in the general popul ati on and
39 percent male and 61 percent female in the | ow
l'iteracy group.

The study used two cohorts of individuals,
a general popul ation of 302 subjects, 18 percent of
which qualified as low literate and were al so
counted in the low literacy group, and the | ow
literacy group of 160 subjects, 54 of which were
fromthe general popul ation group and 106 of which
were specifically recruited as lowliterate
subj ect s.

Scenarios foll owed by open-ended questions
were devel oped to test consuners' understandi ng of
product |abeling and to neasure the respondents'
ability to locate information in the tables of
contents of various guides that were included
i nsi de the package.

This scenario sets up the foll ow ng

inquiry: Diane and her friend Bev are both
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overwei ght and started taking orlistat at the sane
time. After taking orlistat for four weeks, Diane
is frustrated since she has not |ost the sane
anmount of weight as Bev. Based on the package
| abel ing, what, if anything, is the reason why
Di ane is not |osing the sane anount of weight as
Bev?

Here we see the answer. The correct
answer is contained in the section of the drug
facts | abel subheaded "when using this product"”
where it says how nuch wei ght you |ose will depend
on how cl osely you follow the recommended diet and
the orlistat program

As part of the study protocol, an
interview ng script was used to direct the
questioning process. All of the participants were
told that this was a test of the package | abeling.
They woul d not be questi oned about previous
know edge or conmon sense but about what has been
| earned fromreading the information in the package
| abeling. They should respond according to the

information in the |abel, and they would be able to
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view and read all the package |abeling throughout
the test. The study responses were coded as
correct or acceptable or incorrect.

Now let's turn to the results.
Twenty-seven scenari os and questions were used to
test consumer conprehension of information in the
drug facts label. The general popul ation group
achi eved the followi ng scores by answering
questions correctly or acceptably, 95-100 percent
on 11 scenarios; 90-94 percent on four; 82-89
percent on seven scenarios; 72-79 percent on three;
69 percent on one scenario and question; and 48
percent on one scenari o and question. Taken as a
whol e, these results are actually very positive

Now | am going to discuss the study
results in nore detail in the order in which the
conmuni cati on obj ectives are covered in the drug
facts label. First the product use, then the
war ni ngs, then results concerning what to expect
when using the product, and finally the directions
for use.

This slide shows results concerning
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conpr ehensi on of the product's intended use and
target population. You can see that with regard to
product use the results were excellent, but when it
canme to understanding that it is not okay to take
orlistat if you are not overweight the scores were
quite a bit lower, and I will explain sone of the
reasons for this later.

Wth regard to warnings, there was very
hi gh conprehensi on of all | abel warnings.
Virtually the entire general popul ati on understood
12 of the 13 | abel warnings and 86 percent of the
general popul ati on understood the remai ning
warning. Well over 90 percent of the lowliteracy
group understood 10 of the 13 warnings and 74
percent to 86 percent understood the remaining
three warnings. Taken as a whole, these are very
positive results.

This table shows the correct response
rates concerni ng warni ngs about cycl osporine were
very high, 96 percent for the general popul ation
and 90 percent for the low literacy group.

For warni ngs about warfarin, kidney
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stones, gall bl adder problens and di abetes
medi cati on, on average roughly 50 percent of the
subj ects answered exactly according to the | abel
instructions and roughly 50 percent took a cautious
approach and opted to either ask a doctor or
decided that it was, quote, not okay to take
orlistat with any of these indications or
concomitant medications. Again, these are positive
results.

Wth regard to understandi ng what to
expect when using the product, we can see that the
correct response rates ranged from 72 percent to 95
percent for the general population and from 48
percent to 86 percent for the low literacy group

As for directions, alnost all the | abe
directions were well understood by both cohorts.
The general popul ation scores ranged from 78
percent to 93 percent and the low literacy group
scores ranged from 67 percent to 90 percent.

Only the |abel directions concerning
multivitam n use were not particularly well

under stood by either group, and there were sone
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di fferences between the sponsor's and revi ewers'
codi ng of correct and acceptabl e answers. So,
let's look at the issue of vitam n use nore
cl osel y.

The instruction concerning nultivitamn
absorption specifically says the following, to
ensure adequate vitam n absorption, you should take
a multivitam n once a day, two hours before or
after taking orlistat capsules.

This is the scenario and initial question
that were used to test consunmer understanding of
the direction about multivitam n absorption. It
says, Terry is overweight and would like to use
orlistat for weight Ioss. She is concerned that
she will not be able to absorb the vitamins in the
food if she starts taking orlistat. Based on the
package | abeling, what, if anything, should Terry
do about this concern?

These are the results for question 27. W
can see that the sponsor has a conbined total of
correct and acceptabl e answers of 93 percent for

the general popul ation and 88 percent for the | ow
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literacy group. However, if we |look at the
responses coded by the sponsor as acceptable, we
can see that they are really default answers that
have no rel ationship to the actual | abel
instructions. For exanple, ask a doctor or a
pharmaci st; eat better foods or a nore bal anced
diet; call the 800 nunber; or look in the user's
gui de or nanual. None of these answers show t hat
consuner s understood the specific |abe
instructions concerning the need and tinng for
taking a nultivitanin. W can, therefore, reject
these so-call ed acceptabl e answers and elimnate 24
percent fromthe general population total and 38
percent fromthe low literacy group total

This leaves us with the follow ng results,
69 percent of the general popul ation and 50 percent
of the low literacy group understood the need to
take a daily nmultivitam n; 47 percent of the
general popul ation and 36 percent of the | ow
literacy group understood not only the need to take
a multivitam n but also grasp the inportance of

taking the nultivitamn two hours before or two
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hours after taking orlistat.

Now, because 160 people in the genera
popul ati on and 102 people in the low literacy group
did not initially understand the proper timng for
taking a multivitam n they were given a second
opportunity to provide the correct answer. The
scenari o about Terry was repeated and a new
question was posed to the study subjects. The new
question, question 28, was nore specific than
question 27 and it asked, based on the package
| abel ing, what is the recommended timning for taking
a multivitamn to ensure adequate vitamn
absor pti on?

This table reports the sponsor's
calculation of results to question 28. As you can
see, it shows that the sponsor's conbined total of
correct and acceptabl e responses for the genera
popul ati on was 79 percent and for the low literacy
group it was 66 percent. However, as with the
previ ous question, a variety of so-called
acceptabl e answers are not appropriate. For

exanple, two hours before and two hours after were
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i nconpl ete answers.

Nei t her the wording of the scenario nor
the question provide the necessary words to
conpl ete the sentences. Responses such as six
mont hs, once a day and once a day for six nonths
i ndi cate that subjects were confusing the
instructions for how often and for how |l ong to take
the multivitamin with the specific instruction to
take the multivitamin two hours before or after
taking orlistat. GCeneral answers such as before a
meal or after you eat, or ask a doctor or
pharmaci st, or call the 800 nunber show no
under st andi ng of the | abel instruction and are
little nore than default responses.

If you elimnate 31 percent of the
unaccept abl e answers in each group you are |eft
with the follow ng correct responses, 48 percent
for the general population and 34 percent for the
low literacy group. Utimtely then, if you
conbi ne the scores for the conpletely correct
answer from question 27 with the scores for the

correct answer from question 28, you can see that
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after two opportunities to review the | abel
i nformati on and respond accurately 73 percent of
the general popul ati on subjects and 58 percent of
the low literacy subjects understood the correct
timng for taking the multivitamn.

Now let's turn to results concerning the
instruction that orlistat is for overweight adults.
I would like to preface ny remarks by nentioni ng
that the drug facts |abel used in the conprehension
study did not include a specific warning telling
non- over wei ght people not to use orlistat. After
the conpl etion of the | abel conprehension study
such a warni ng was added to the | abel

The scenari o and question that were used
to test this concept were as follows: Jane is 25
years old and not overweight. Jane is considering
using orlistat. Based on the package |abeling, is
it okay or not okay for Jane to use orlistat?

As you can see, the scenario in question
called for two decisions to be made in accordance
to the label instructions, one about Jane's age and

one about the fact that she is not overweight.
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Results show that a little over 20 percent of the
subj ects in each group responded incorrectly that
it would be okay for Jane to take orlistat.

Here are sonme exanpl es of the verbatim
i ncorrect responses. They indicate that consuners
rationalized that since there was no specific
warning in the |label stating that non-overwei ght
peopl e should not take orlistat, then it would be
okay to take the drug if a person is over 18 and
heal t hy.

Anot her set of responses reflected the

idea that orlistat would be good for rmaintaining

desired weight. Here are sonme exanples. | wll

|l et you read a few of themyourself. | can nention
a couple: If she wants to maintain her weight, it
is fine to use. |If she uses it noderately, it wll

hel p her maintain her weight.

There was a variety of other interesting
verbati mresponses that rationalized why it would
be okay to take orlistat and | will let you read a
few of the exanples.

Let's turn now to additional information
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included in the package. At the tinme the | abe
conpr ehensi on study was conducted the suppl enentary
mat eri al s had not been conpleted. So, the test
subj ects were provided with a table of contents for
those guides and they were asked to locate certain
information in them

This is the table of contents for the
user's guide

This is the at-hone guide table of
cont ents.

This is the away from hone tabl e of
cont ent s.

Here is an exanple of a scenario and
question that were used to test the consuner's
ability to locate certain information in the
suppl enentary materials. The scenario says, Steve
is overweight. He has been using orlistat. Steve
is going out to dinner tonight but is not sure what
woul d be best for himto order. The question says,
based on the package | abeling, where could Steve
find information.

The accurate response is in the away from
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honme gui de, which indicates that it covers dining
out issues. Acceptable variations on that answer
woul d be the dining out guide, or in the little
restaurant guide, or in the calorie or in the
calorie or fat counter cards.

Al t hough correct response rates for the
scenari o and question 19 about dining out were |ow,
as you can see--they are located at the very bottom
there, there mght be a fairly sinple explanation
for this and it is as follows: The working of the
question that was read to the test subjects said,
based on the package | abeling, where could Steve
find information? Fromthe verbati mresponses, it
appears that many of the responders thought that
the term package | abeling meant the drug facts
| abel that they had been reviewing in order to
answer other questions in the test.

In spite of a few rather |ow scores,
overall the correct response rates for the
suppl enentary educational materials show about a
60/ 40 split between positive and negative scores.

I amgoing to skip the next slide because
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we are short of time. So, what can we concl ude
fromthis | abel conprehension study? Well, first,
there was very high comprehensi on of the |abe
war ni ngs and correct response rates concerning
cycl osporine were in the 90th percentile for both
the general population and the low literacy
cohorts.

Next, alnost all the | abel directions were
wel | understood by the low literacy group and the
general population group. Only the directions
concerning nmultivitam n use were not particularly
wel | understood by either group. This indicates
that sone nodification of the drug facts |abel is
needed to clarify and enphasi ze the instructions
concerning taking multivitam ns.

Finally, the lack of a warning on the drug
facts | abel specifically telling consuners do not
use this if you are not overwei ght confused sone
participants and |led themto think that use by
non-overwei ght individuals would be acceptable. As
I nmentioned earlier, after the conpletion of the

| abel conprehension study the sponsor amended the

file:///C)/dummy/0123NONP.TXT (193 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

194
drug facts label to include the specific warning
that states do not use if you are not overweight.

It may help consunmers to rmake a nore
i nformed sel f-sel ection and purchase decision if
there were sone indication on the externa
packagi ng as to what constitutes being overweight.
From the | abel conprehension study, it seens that
many peopl e have a variety of subjective opinions
about this. Thank you.

DR, WOOD: Thank you. Let's go on to the
last talk which is fromDr. Feibus

Actual Use Study Review

DR FEIBUS: Good norning. M. Chairnman,
menbers of the advisory committee, esteened
col | eagues, | adies and gentlenmen, ny nanme is Karen
Feibus. | ama nedical reviewer in the Ofice of
Nonprescription Products, and it is ny pleasure to
speak with you today about the actual use study
submitted to the orlistat OTC application.

An actual use study attenpts to sinulate
over-the-counter use of a product and, while the

study does not provide perfect data, it does
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provide inportant information about potential
consunmer behaviors. GCenerally there are few
exclusion criteria in these studies, and those that
do exist are usually based on safety concerns
There is a self-selection question that is asked,
do people correctly choose the use or not use the
product based on the label? ldeally, we like to
see an actual use study conducted with the | abe
that has al ready undergone extensive | abe
conprehensi on testing and reflects the intended
| abel for the product. 1In this case, because of
the way drug devel opment occurred, this study was
conducted prior to the | abel conprehension study
that Dr. Weiss just discussed.

These studies al so ask a conpliance
question, do people dose and use the product based
on | abel directions? Usually efficacy information
fromthese studies is sonewhat |limted because of
the open-1abel design, and it is uncontrolled and
often it is not a primary study endpoint. The
obj ectives of this study are usually product

dependent .
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So, what are the questions we would |ike
to ask about this product? Wo will use orlistat
OrC? Do subjects correctly choose to use or not
use orlistat OIC based on the | abel warnings and
i ndi cations? Do subjects dose it correctly? Do
subj ects lose weight? Are there any safety
concerns? Do subjects understand how to use a
multivitamn correctly with this drug? Do
non- over wei ght subjects choose to use it? And, are
there any unexpected adverse events seen in the
over-the-counter environnment that rmay not have been
seen when the drug was used in the prescription
envi ronnent ?

Just as a quick review, this was a 90-day
study conducted through 18 pharmaci es t hroughout
the United States, each equipped with a certified
scale. Recruitment was nostly through in-store
adverti sing and newspaper advertising was used to
suppl enent it when needed. Enrolled individuals
were ages 18 and ol der and needed to be avail able
to conplete the tel ephone interview processes.

Subj ects who had a "do not use" condition,
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one listed in the "do not use" section of the drug
facts label, were allowed to participate in the
sel f-sel ection process but were not actually
all oned to purchase drug. So, the self-selection
process in this study went like this: Consuners
were told to imagine that they were in a store,
| ooki ng at a new over-the-counter nedicine. They
were told to take as nuch time as needed to review
the | abel and were then asked the follow ng
question, do you think that this nedicine is
appropriate for you to use?

Once they answered this question, they
were asked whether or not they would like to
purchase the product and were told how nmuch it
woul d cost. The reasons for their answer were
recorded, as well as their height and wei ght.

I ndi vi dual s who wanted to purchase orlistat were
al | oned to purchase between one and three bottles
and al so received the acconpanyi ng educati ona
materials at that tine.

Now, the educational materials for this

study were sonewhat different than those that
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acconpany the NDA and included the orlistat user
gui de, which was a 12-page gui de that revi ewed
proper use of the drug; the indications for the
drug; contraindications to its use; as well as
teachi ng consunmers sone basic nutritiona
i nformation, including howto use a nutritiona
facts label. These materials included a persona
food diary where consunmers could record their
dietary intake and when they took orlistat; a
pocket fat gramcounter; a fact gramwheel; a
portion size informati on card; and a 28-page binder
called "the orlistat diet success planner"” that
contai ned very detailed information about how to
construct neals, about howto eat out in a
restaurant and how to alter their physical activity
and exerci se.

Data was primarily collected through
scripted tel ephone interviews that used a
conput er - assi sted device, and these interviews were
conducted at about day 14, 30, 60 and 90 of the
study, with a follow up interview conducted at day

104. These interviews were conducted by trained
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clinical interviewers and the material that was
covered was rather expansive, including whether or
not the consumer had started using the drug and, if
not, when they intended to start using it; how they
were taking it, including their dosing, the
frequency of dosing; whether they were taking
mul tivitam ns; whether they were followi ng a diet
or exercising; if they were experiencing any new
di sconforts; or whether there were any changes in
their nmedical conditions or other nedications they
were using; whether they had | ost weight; and
whet her they were using the acconpanying
educational materials and referring back to the
product's label. Interviews that had at |east one
answered question were included for analysis.

Informati on was al so col |l ected through the
pharmacy visits. However, follow ng enroll nent,
only one pharmacy visit was required for each
enrol led individual and the tine of this visit was
not specified. The information collected included
the amount of drug that was purchased; the day it

was purchased; an objective wei ght nmeasurenent; as
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wel | as adverse events bei ng experienced by the
i ndi vi dual

I would like to make a few comrents on
design of the study to keep in nmnd while we talk
about the results. The drug facts |abel and
suppl enentary educational materials used in this
study, while simlar to the materials subnmtted
with the NDA, do differ in sone ways. There are
el ements of the drug fact |label that differ in
content or in location, and the actual educationa
materials that you were shown earlier were not
actually used in this study and tested. bjective
wei ght neasurenents, while perforned intermttently
t hrough the study, were not collected on al
orlistat users at the end of the study. Subject
diaries, while available to the consuners, were not
coll ected or analyzed, and sone tel ephone
i nteractions may have served to educate the subject
during the course of the study and nay have
i nfl uenced how questions were answered as further
interviews went on. There was no assessment of

drug di scontinuation, when consuners stopped using
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drug. And, | just want to point out that this was

a 90-day study as conpared to the six-nonth
duration of use on the proposed | abel
So, let's talk about sone results.

were 703 subjects screened, 681 of which were

eligible. The 22 subjects who were excluded for
protocol violations were all at one pharmacy site

where it becane evident at the end of the study

that these 22 subjects may have been given
informati on that woul d have i nappropriately

influenced their self-selection decisions.

Therefore, these 22 subjects are not included in

the self-selection decision data that | wll

present.

Al'l of these eligible subjects were asked
a self-selection question, whether this nedication
was appropriate for themto use, and 543 said yes,

it was; 52 said no; and 86 said they didn't know or

they were not sure. Al of these individuals,

regardl ess of their answer, took the REALM test for

literacy and provided information about their

denogr aphics and health history. The 681 eligible
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subj ects were then asked the purchase question,
woul d you like to purchase this nedicine today?
And, 339 said yes, they wanted to purchase; 261
said no; 66 weren't sure

I nclusi on and exclusion study criteria
were then applied to the individuals who wanted to
purchase drug and 49 did not neet criteria and
were, therefore, excluded from purchasi ng and nost
of these individuals had a "do not use" condition;
28 ultimately chose not to purchase after initially
saying that they wanted to; and 262 nenbers of the
eligible population did purchase. Now, the 22
i ndi vi dual s who were excluded for protoco
vi ol ati ons al so purchased drug but weren't included
in the eligible population. So, ultimately there
were 237 eval uabl e users.

So, who chose to use this product?
Overall, the popul ation who participated in the
study was female, which is consistent with the
controll ed studi es that were presented earlier
The nean age was about 45 years of age, the | ow end

of that being 18 years of age up to 75 years of age
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anong users, while the age range was slightly
broader anong eligible subjects. There was a wi de
range of BMs who enrolled in this study, anywhere
fromnormal weight of 21 BM up to norbidly obese
BM of 53. However, the majority of this
popul ation fell in the overwei ght and obese range,
and you can see that the nean BM was 32. Mst of
this popul ati on was Caucasi an. Mst were fairly
wel | educated, with 85 percent of individuals
havi ng educati on beyond high school. Only 4.2
percent of the users tested as |low |literacy, which
was half that of the low literacy population in the
el i gi bl e group.

So, what constituted a correct
self-election answer for this study? Subjects who
had a condition that fell under the "do not use"
portion of the drug facts | abel had to say "no,
this medication is not appropriate for me to use"
for themto answer the self-selection question
appropriately. For individuals who had an "ask
bef ore use" exclusion, an exclusion that appeared

in the "ask a doctor" before use or "ask a doctor
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or pharmacist" before use, those individuals could
say "no, this is not appropriate for ne" or they
could say "yes, it is but | need to ask ny doctor
first."

This slide shows a conparison of the
warni ng el enents of the drug facts | abel. The
first colum is the actual use study drug facts
| abel warnings and the second colum is the
orlistat OIC NDA | abel warnings that were submtted
to the application. As was pointed out earlier by
t he sponsor, sone of these warnings are different.
The ones that are highlighted in yellow are the
same in both content and in |ocation and the others
differ in some way.

DR. WOOD: So, which is the proposed one?

DR FEIBUS: The actual use study |abel is
in the left-hand colum. You can see that between
the two | abel s--

DR WOCD: No, | can see that, but which
one are they actually proposing to use?

DR. FEIBUS: This is the set of warnings

that actually appears on the NDA proposed | abel
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that was submitted with the application. This
| abel is identical to the label that was tested in
the | abel conprehension study presented by Dr.
Wei ss, except that the "do not use if you are not
overwei ght" warni ng was added follow ng that |abe
compr ehensi on study based on the results of that
st udy.

DR. WOOD: So, nmaybe the conpany shoul d
answer the question. 1s the one on the right the
one that is proposed?

DR FEIBUS: This is the proposed | abel

DR. DENT: [Not at m crophone; inaudible].

DR FEIBUS: So, let's |look at the
sel f-sel ecti on deci si on-maki ng overall, and 681
eligible subjects made a sel f-sel ection deci sion
O those, 465 individuals had sone |abel ed
exclusion. O those with |abeled exclusions, 107
self-selected correctly; 358 did not. Anong the
216 individuals in the eligible population who had
no | abel ed excl usi ons, 209 self-selected correctly,
whi ch neans that they identified that this drug

woul d be appropriate for themto use. The seven
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who self-selected incorrectly said that the drug
woul d be inappropriate for themto use. So
overall, 316 of 681 eligible subjects nade a
correct self-selection decision, which is 46.4
percent of the popul ation.

If we now break this down according to
| abel ed contraindications, these are the four

war ni ngs that appear in the "do not use" section of
the actual use study |abel. Anong individuals who
had one or nore of these warnings, 35-50 percent
made a correct self-selection decision. As you can
see, two people were taking cycl osporine; 14 were
taking warfarin; and there were 46 individuals on a
di abet es nedi cati on.

Among individuals in this study who were
using orlistat who had a condition that appears an
"ask before use" warning section in the drug facts
| abel , between 12 and 54 percent of these
i ndi vidual s made a correct self-selection decision
If you would like to focus on those warnings that

remai n on the proposed NDA | abel, those are the

ones that are not crossed out and you can see that
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it is still a simlar decision range. The correct
answers range between 12-40 percent on the | abel
components that remain on the NDA | abel

There are two NDA | abel warnings that have
been added since the tine of the actual use study.
One is the "do not use if you are not overwei ght”
war ni ng and you have | earned that that was added
after the |abel conprehension study. There was
al so an "ask before use" if you have kidney stones
war ni ng that was added follow ng the actual use
study but prior to the |abel conprehension study,
and that element did test well in the | abe
conpr ehensi on st udy.

O 631 eligible subjects, 284 purchased.
Si xty percent of those who said they did not want
to purchase, in addition to 30 percent who weren't
sure if they wanted to purchase, those individuals
cited cost as the primary reason for not
purchasing. And, 17 percent of individuals who
weren't sure about purchasing the drugs cited the
need to speak with a healthcare provider first.

It is inportant to note that those who
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were uncertain about purchasing the drug needed to
make a deci sion on the day of enrollnent and were
not allowed to speak to their healthcare provider
and | ater conme back and purchase drug.

This slide | ooks at the user popul ation
compared to their baseline BMs. As you can see,
there were 18 individuals, which conprised eight
percent of the user popul ation, who were in the
normal weight range. | would like to point out
that only three of these individuals had a BM
under 22. Thirty-two percent of the user
popul ati on was in the overweight BM range and 60
percent were in the obese BM range. Wen subjects
wer e asked about perceptions of their height and
wei ght, nobody in this study thought they were of
normal hei ght and wei ght.

Now let's | ook at the percent of subjects
who made a correct use decision. This data is
actual |y based on self reports that were gathered
at the tel ephone interviews when subjects were
asked whet her or not they had spoken with their

heal thcare providers. Contact with their
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heal thcare providers was taken at face value. It
was not confirmed with the healthcare providers
thensel ves. As you can see, between zero percent
of individuals and 50 percent of individuals with
various "ask before use" warnings on the | abel nade
a correct use decision. | will let you take a
second to just | ook at those various nunbers.

Overall, subjects in this study dosed
orlistat correctly, according to | abel directions,
t hroughout the study. As you can see, nearly al
subj ects too the correct nunber of capsul es per
dose; took the correct nunber of doses per day; and
took the correct nunber of capsul es per day
according to | abel directions. Nearly al
i ndividual s took orlistat with neals as directed.

Wth regards to nultivitam n use, as was
stated earlier, about 80 percent of users did use a
multivitamin and al nost all of these individuals
were taking it at least daily. Unfortunately, only
38 percent of these individuals were taking a
multivitam n according to the |abel direction to

take it at | east two hours before or two hours
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after orlistat in order to enable the vitamns to
be properly absorbed. This did increase to 53
percent at the end of the study and this may
partially have been a learning pattern due to the
rei nforcement fromthe tel ephone interviews
t hensel ves.

It is inportant to note that the
mul tivitam n instructions have m grated between
| abels. Oiginally, on the actual use study |abe
the directions for nmultivitamin use were located in
other information, down at the bottom of the drug
facts label. For the proposed NDA | abel, these
directions have been noved up to the directions for
use section so they appear inmediately under
directions for how to use the drug. Those are the
directions for use that were evaluated in the | abe
conpr ehensi on study and when you | ooked at the two
questions in the | abel conprehension study that
eval uated this conmuni cation el enent, 73 percent
answered it correctly and understood how to tine
the multivitamn with orlistat, which is an

i mprovenent over the figure seen here.
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Now, there may be nore than one factor
contributing to understanding this elenent. One
may be | abel conprehension and how this information
i s being conveyed but, in addition, the
multivitamin is comng inits own container and
contains its own directions for use and sone
mul tivitam ns do contain instructions for howto
take it with food and consuners nay get confused if
their multivitam n packet tells themto take it
with food while the orlistat instructions are
telling themnot to take with their food and with
their orlistat.

There are extensive educational materials
included with this drug. Between 31 and 64 percent
of users used these various materials at different
times during the study. O those who used the
mat eri al s, between 77 and 86 percent of individuals
found themuseful. O those who were using a diet,
bet ween 60-80 percent of subjects were follow ng
the diet during the course of the study.
Unfortunately, this percentage declined as the

study went on. O those who were follow ng the

file:///C)/dummy/0123NONP.TXT (211 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

212
diet, nost individuals followed either a reduced
rat and/or reduced calorie diet as recommended on
t he | abel

Weight loss in this study was a secondary
endpoi nt, and wei ght-1oss information was coll ected
in tw ways. The weight-loss information collected
through the self-reported way i s through tel ephone
interviews. Figures were only recorded for those
i ndi vi dual s who actually | ost weight and no
information was recorded for those who did not |ose
wei ght or who gained weight. Therefore, the
averaged wei ght information is somewhat skewed and
I amnot going to present it. The objective weight
measurenents that were collected at the pharnacy
provi de sone informati on about how wei ght changed
during the study. However, the information is
limted because pharnmacy visits were not required
at a particular tinme.

This tabl e presents wei ght change
i nformati on that was coll ected between day 61-90 at
pharmacy visits, but it only covers about 25

percent of the user popul ation, or 60 subjects.
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You can see that anong those subjects who went for
a pharmacy visit at that time, 42 percent did |ose
more than five percent of their body wei ght and
five percent lost nore than ten percent. This is
after two to three nonths of drug use.

This slide shows the range of weight
change. You can see that individuals gained as
much as ei ght pounds and | ost as nuch as 52 pounds.
Thi s range was much small er anong individuals in
the nornmal weight range. It was sonewhat broader
for those in the overwei ght range and was the
br oadest anobng t hose who were obese.

Let's take a couple of mnutes to talk
about adverse events. The study popul ation was 284
i ndividuals. This included all of the purchasers
who were in the eligible population as well as the
22 purchasers who were excluded for protoco
viol ations. There were at |east eight subjects and
potentially as nany as 26 subjects included in the
saf ety popul ati on who did not use drug. There were
two severe adverse events consi dered possibly

related to drug use. One was an epi sode of
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esophageal spasm and the other was an epi sode of
abdoni nal pain that occurred in an individual wth
chroni c anem a who was acutely anemic at the tinme
of evaluation. Forty-three subjects experienced 65
adverse events that lead to early study
di scontinuation. Twelve of these events were
non- gastroi ntesti nal adverse events but were not
serious, and 53 were gastrointestinal adverse
events that overall reflect the adverse events that
are often experienced with use of this product.
These 53 events are enconpassed in this |ist of
common G adverse events. The ones highlighted in
yel low are the defecation-rel ated adverse events
that are often associated with the use of this
product, and the percentages reflect the percent of
i ndi vi dual s using the product who actually
experienced this particular adverse event.

I n concl usion, we asked sone questions at
the beginning of this study. Let's see what the
answers are. Vo will use orlistat OIC?

Ni nety-two percent of orlistat users were

overwei ght or obese. Conpared to the Anerican
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popul ation, the study popul ati on under-represented
consuners of low literacy and non- Caucasi an
ethnicity. However, this may or may not accurately
reflect the individuals nost likely to use this
product in the consumer setting.

Do subjects correctly choose to use or not
use orlistat OIC based on the | abel warnings and
i ndi cations? As we nentioned, one of two subjects
taki ng cycl osporine and seven of 14 on warfarin did
incorrectly self-select that the nedicine was
appropriate for themto use. Overall, 46 percent
of eligible subjects self-selected correctly and,
as the sponsor nentioned earlier, they have
conducted three further self-selection studies that
focus on these issues that we have not reviewed as
yet.

Do subjects dose orlistat correctly? Yes,
subj ects did dose orlistat correctly, and nost
subj ects foll owed the recommended di et plan

Do subjects | ose weight while using
orlistat? Well, the data is inconplete on the

obj ective wei ght neasurenents. It does appear that
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75 percent of subjects |ost sone weight and that 40
percent lost nore than five percent body weight.

O her safety concerns--do subjects take a
multivitamin correctly while using orlistat? 1In
this study only 38-53 percent of users tined the
multivitamn correctly with their orlistat, but we
have seen that there have been sone changes in
| abeling for nultivitam n use and we have al ready
seen some i nprovenent in conprehension in the | abe
conpr ehensi on st udy.

Do non-overwei ght subjects choose to use
orlistat? And, 7.6 percent of users had a nornal
baseline BM but there were no under-wei ght
i ndi vidual s who enrolled in this study.

Are there any unexpected adverse events
that we saw with use in the simulated OIC
envi ronment? There were none.

I thank you very much for your tinme. |
hope this information will help you with your
deli berations and | hope you enjoy your |unch

DR. WOOD: Thank you very nuch. It is now

time for lunch. | have a note here that seating
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has been reserved for the commttee in the hotel
restaurant on the first floor. |In addition, anyone
who wants to speak and has regi stered to speak at
the open public hearing needs to register at the
FDA regi stration desk outside the conference room
We will be back here at 1:15 to restart. Thanks.

[ Wher eupon, at 12:30 p.m, the proceedi ngs

were recessed for lunch, to reconvene at 1:15 p.m]
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AFTERNOON PROCEEDI NGS

DR WOOD: Let's get started. W have to
start the open public hearing at 1:30 but we have
15 m nutes of discussion on the previous
presentations before then. So, | will open that up
to the committee for their questions and thoughts.
Yes?

Questions and Answer Peri od

M5. COFFIN: | amcurious, for the actua
use study the majority of the people stated that
cost was the mmjor issue why they didn't purchase
the drug. Wat were the other major issues?

DR DENT: [Not at m crophone; inaudible].

M5. COFFIN. Was that about 50 percent, 70
percent, 80 percent who cited cost?

DR DENT: [Not at m crophone; inaudible].

MS. COFFIN:  Were there other decisions
besi des cost that showed up nore often?

DR DENT: [Not at m crophone; inaudible].

M5. COFFIN:  Thank you

DR. WoOD: Dr. Wol f?

DR WOOLF: | ama bit perplexed. | think
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we all agree that obesity is a chronic disease.
The prescription drug is for chronic use and the
company is proposing six-nonth use of the drug and
then the patient, presumably, will have | earned
enough fromthe various educational tools to be
able to do this on their own, yet we have data that
we were shown by Dr. Golden, from JAVA and the New
Engl and Journal, that despite nore intensive
pati ent education the patients who cane off active
drug lost weight. So, what is the rationale for a
six-nonth trial of a drug and then patients are
going off on their own?

DR DENT: [Not at m crophone;
i naudi ble]...the trajectory of weight |oss for
those peopl e was such that their maxi num anount of
wei ght loss was at six nmonths. Then we are putting
in place a behavioral programthat will support
themto keep that weight off. People probably will
not continue to buy a product if they don't
continue to | ose weight. So, we are providing them
with the opportunity to | ose the weight and then a

programthat will support themin keeping that

file:///C)/dummy/0123NONP.TXT (219 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

wei ght of f.

DR. WOOLF: That sort of gets back to ny
question fromearlier in the norning. How nuch
behavi or nodification is enough, and for how | ong,
and how intense? Dr. Foster is the one to answer
t hat .

DR FOSTER Let ne first, if | could,
address a little bit the first question, and that
is why six nonths? | think the answer is, as Dr.
Dent suggested, that that is where you get the
maxi mum benefit for weight loss. But, in addition,
that is what in fact the N H guidelines say on page
two of the executive summary. They indicate that
obesity, despite being a chronic condition, should
be treated in a step-w se fashion and they
specifically said that the first six nonths should
be dedicated to weight loss; after that weight
mai nt enance of sone undefined period; and then a
reevaluation with a primary care physician. So,
that is the initial reason

In short, you can't get to this rea

thorny dil enma which the field hasn't fully
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reconci | ed about how to keep weight off until you
have | ost weight. So, the indication that GSK is
seeing is for weight loss and that is why six
nont hs.

To your question about what is the
sufficient or mninmal dose for behaviora

treatnment, that question hasn't been answered.

What has been answered el egantly by Tom Wadden, Bob

Berkowi tz and others is that sone behavior therapy
is better than none and a | ot of behavior therapy
is better than sone. So, | think what the attenpt

of GSK to do is to have a consi derabl e amount of

behavi oral support material right with the purchase

of the product and, in addition, to do a full year
of behavioral support trying to replicate what
happens in the clinic, specifically finding an
engaging way in a web-based program for people to
record their food intake; to limt their cues to

overeating and inactivity.

The behavioral principles and practices to

get people to | ose weight are well-known and wel |

docunented. It is really can you do that,
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decreasi ng sonme of the barriers of clinic-based
treatnent? | believe, and | think GSK believes,
that if we can decrease sone of those barriers in
terms of the web base and, in addition tailor it,
we will provide a conprehensive behavioral program
in an OIC setting.

DR WOOLF: Has this been field tested?

DR FOSTER It has not been field tested
and the rationale, again, is that, sad to say, we
haven't |earned nuch in the | ast decade or two
about what is necessary from a behavioral weight
control perspective. It is well docunmented and it
is very effective over a six-nonth period. So, the
chal l enge then is to repeat those principles and
practices, again keeping detailed records of intake
and activity which I think is easier to do, and
data woul d show is easier to do, in a web-based
envi ronment where patients can get instantaneous
feedback rather than a clinic-based environnent
where they nay not get feedback for a
week--limting cues, increasing physical activity.

So, the rationale is this package, this
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behavi oral package that has been well tested and
wel | evaluated. The next step is to nake it usefu
on the web and sone of the data for that has been
tested at Brown University and the University of
Vernont, showi ng that you can get a better response
on an internet-based programif you make it
behaviorally specific. That is, give people
speci fic behavioral tests to do on a week to week
basis rather than saying just go and surf the web;
there is a ot of good infornmation about weight
control

So, those two pieces of data make me
confident that we can replicate what has been done
inthe clinic, or at |least nodel it on what we know
wor ks.

DR WOOD: Dr. Wolf, are you satisfied?

DR. DENT: [Not at m crophone; inaudible].

DR. WOOD: Wy don't you conme up to the
podi um and answer it there? The sound guy seens to
be having a lot of trouble getting the sound right.

DR. DENT: | amsorry. Wile we haven't

obviously yet tested this program because we don't
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have the product on the market, we do have
experience from snmoking cessation with Nicorette
where a behavi oral support programwas a part of
it, was actually tested in the real world, and was
denonstrated to increase quit rates. |If you would
like to see that data | will ask M. Burton to cone
and show it to you.

DR. WOOD: No, we will pass on that and
come back to it if we need to. Ruth?

DR, PARKER. | had two questions. One
related to whether or not, since we haven't
actually seen these education materials except on
the Power Point, they are avail able and we can see
them | would like to see actually the whole
packet of materials if they are available for us to
| ook at. But the concept of BM, though not
intuitively obvious to nbst people, is one that we
use a | ot when we describe obesity as a nedica
condition. | wonder if in your health education
mat eri al s you discuss that concept, and if we have
any idea how well people in real use can grab that

concept and use it in a neaningful way, and whether

file:///C)/dummy/0123NONP.TXT (224 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

225
or not that is sonething that is included in your
mat eri al s.

DR. SHI FFMAN:  Your question was since the
scientific and nmedi cal conmmunity use BM, why not
have consuners use BM and kind of teach them if
you will, howto do it? In fact, early in the
research program precisely that was tried. There
was testing where consunmers were shown in severa
different ways how to figure out their BM. [If |
can have the slide that shows the charts? | will
tell you about the design of the study in a nonent
but these are exanples and | think you have seen
charts like this used for consuner use. What the
study showed was that despite what seenmed to us to
be the clarity of the expression--if | can have the
next slide--across four different ways of show ng
this, less than 45 percent of consunmers, even when
they had a chart with BM on it, could do it
accurately.

So, it was felt that making BM a basis
for deciding where you bel ong wasn't worki ng.

enphasi ze, conversely, that, as | have shown you
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when we asked people sinply to say whether they
were overwei ght the study showed that their
sel f-perception was actually quite good in relation
to our calculation of BM. So, that is why BM,
although it is discussed in the materials, isn't
prom nent as a way to make this decision. People
seemable to make it quite well--in fact
better--just by saying they are overwei ght.

DR. PARKER: Just anot her question
regardi ng people's ability to understand, if you
take a nedicine tid or three tinmes a day and you
are supposed to take a vitamin two hours before or
after taking a nmedicine that you take three tines a
day, what tinme do you take the vitanmin? | am not
sure.

DR DENT: The intent is to take the
vitamin literally two hours after. What we
observed in the actual use study was that about 75
percent of people did take vitam ns but not
everybody took themtwo hours before or two hours
after.

To put that in context in terns of safety,
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we feel that there is not a negative safety
consequence of taking the vitanin with the neal
because 70 percent of the fat-soluble vitamn will
still be absorbed. So, to answer your question
very specifically, you should take it two hours
before or two hours after according to the
directions. If you take it with the nmeal you will
still get 70 percent of the vitamins that are in
that suppl enent absorbed--fat soluble. Al of the
wat er-soluble vitamins will be conpletely absorbed

DR. WOOD: Let's take a pause and we are
going to go to the open public hearing and then we
will cone back to other questions.

There are a couple of things we have to
read first. Let ne first of all begin by saying
that both the Food and Drug Administration and the
public believe in a transparent process for
i nformati on gathering and deci si on-maki ng. To
ensure such transparency at the open public hearing
session of the advisory committee, FDA believes
that it is inmportant to understand the context of

an individual's presentation.
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For that reason, FDA encourages you, the
open 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 products and, if
known, its direct conpetitors. For exanple, this
financial information may include the sponsor's
paynment of your travel, |odging or other expenses
in connection with your attendance at the meeting.

Li kewi se, FDA encourages you at the
begi nni ng of your statenent to advise the conmittee
if you do not have any such financial
relationships. |If you choose not to address this
i ssue of financial relationships at the beginning
of your staterment, it will not preclude you from
speaki ng.

Each of you | think has a nunber and we
will call on you by number. Each speaker will get
six mnutes to speak. At the end of the six
m nutes the m crophone will be switched off and
only your lips will keep noving--

[ Laught er]
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--so it is probably best to vacate the
podium at that point. The first speaker is Dr.

Wl fe.
Qpen Public Hearing

DR. WOLFE: Thank you. | paid for ny
subway ride up here and, to my know edge, | don't
have any financial conflicts of interest.

I amjust going to go through sone
principles that we have previously used in terns of
consi deri ng whet her sonething should be sw tched
frompreclinical to over-the-counter. First is the
possibility of self-diagnosis. The actual use
trial denonstrated that a significant proportion of
peopl e choosing orlistat were not very overwei ght.
In two age groups, for exanple, 16 percent of womnen
had starting BMs of less than 25.3 and 26.4
respectively. Alnost a third of wonmen had BM s of
| ess than 30.

Continuing on that, current research on
cardi ovascul ar risk clearly stresses assessnent of
gl obal risk rather than focusing sinply on treating

just one possible risk factor. This explains the
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current FDA-approved | abeling on prescription
orlistat, quote, long-termeffects of orlistat on
morbidity or nmortality associated with obesity have
not been established, end quote. The need to
consider all factors, including hypertension,

di abetes, snoking, famly history and others, is
one of the major argunments against OTC availability
of antihypertensive, cholesterol |owering, diabetes
and wei ght reduction drugs.

I n expl ai ning why they had not included
data on bl ood pressure and serumlipids in the
integrated safety summary, d axo said, quote,
mai nl y because the OTC indication is to pronote
wei ght loss and all other benefits achi eved from
orlistat would be nost properly handl ed under the
supervi sion of a physician.

FDA responded to that by saying that the
company seens to be saying that overweight
individuals with weight-related co-norbidities such
as these are inappropriate candi dates for OTC
orlistat because weight |loss in such patients woul d

requi re managenent by a physician to ensure that
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all such changes woul d favorably alter
cardi ovascul ar risk, overall risk. Dr. Colden
further stated that it is difficult to imagine the
proposed di chotoni zati on of the target popul ation
to mldly to noderate overwei ght adults with and
wi t hout weight-related co-norbidities as succeedi ng
in the real world.

The second variable is a self-linmted or
chronic condition. This is relevant to treatnent
duration, the evolution of the disease and the
occurrence of adverse reactions that may require
physician nonitoring. 1I1n the case of OTC orlistat,
the evolution or co-existence of diabetes,
hypertensi on or the need for frequent long-termINR
monitoring to see how thin the blood is if on
warfarin are serious problens.

In the actual use study 68 percent of
eligible subjects had one or nore | abel ed
excl usions, including 24.4 percent with
hypertensi on, 6.8 percent taking di abetes
medi cations and 2.1 percent taking warfarin. You

have seen these before. | showthemto you
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briefly. O 247 subjects with conditional |abeling
excl usions, only 32 percent correctly chose not to
use or said they would consult a health
prof essional first.

Benefit/risk ratio--this is related to the
first two points because the difficulty of
continued eval uation of benefit and risk by the
patient w thout any input fromthe physician,
arguably, can significantly alter the ratio over
time and hanper the ability to keep it favorable
for the patient. A risk tolerable under physician
supervi sion may not be so with OIC use. The
time-related increase in weight also alters the
benefit/risk ratio, decreasing benefit while
continuing risk, as shown in the next slide, going
back up towards nornal.

The fourth category has to do with adverse
drug reactions or interactions. There may be
adverse reactions or interactions that may not be
fully known to the patient or physician. This
presents even nore cause for concern than the

al ready troubl esone situation involving
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prescription only drugs. A good exanple of this
are people using warfarin or cycl osporine, as does
the docunented inhibition of fat-sol uble absorption
of vitam ns.

A few other OIC drugs, as pointed out | am
sure this norning, have warni ngs about concomitant
warfarin use but this problemis conpounded with
orlistat because the drug al so decreases the
absorption of fat-soluble vitanmin K whose, quote,
deficiency induced by warfarin is the nmechani sm by
which warfarin inhibits blood clotting. Although
GSK cites a study that finds no clinically
significant decrease in blood vitamn K |evels, the
study actually shows a statistically significant
decrease, still within the normal range but, of
course, this was not combined with warfarin.

Long-term data from prescription
use--probl ens that have arisen and been docunent ed
during prescription formare likely, if not
certain, to be nmore conmon and nmore serious in the
OIC version. There are 39 cases of increased INR

abnormal bl ood thinning in orlistat users,
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including 29 taking warfarin; one with vitamn K
deficiency not using warfarin; one death; ten
hospitalizations, four with |life-threatening
reactions; and reports by FDA of several others
wi th bl eedi ng epi sodes. More of these will
inevitably occur with OTC use because 50 percent of
the 14 warfarin users chose to use OTC orlistat and
may not have told their physicians and, thereby,
get weekly nonitoring as recomended in a recent
study. For the first four weeks, soneone who is
getting Coumadi n shoul d have weekly nonitoring.

Concl usions--the switch of orlistat to OIC
status woul d be a serious, dangerous mstake in
light of its marginal benefits, frequent
coexi stence of other diseases, comon bothersome G
adverse reactions, significant inhibition of
absorption of fat-soluble vitam ns and problematic
use in the mllions of people who are using
warfarin or, |less commonly, cyclosporine. Last
year there were 23 nillion prescriptions filled for
war f ari n.

Physicians are increasingly rejecting the
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prescribing or orlistat, decreasing from2.6
mllion to one mllion in 2004.

DR. WOOD: Okay. Speaker number two?

DR. SI MENSON: Thank you for the
opportunity today to present the views of the
Ameri can Pharmaci sts Association. | am Steve
Si menson, trustee elect to the APhA board of
trustees, and president of Goodrich Pharmacy in
Aonka, M nnesot a.

In the interest of full disclosure, two
years ago | participated in the actual use study
and exam ned the provision of orlistat
over-the-counter. The research study consisted of
enrolling patients, providing orlistat
over-the-counter, nonitoring self-selection,
medi cation use, patient behavior and wei ght | oss.
However, neither | nor the Association received
funding to participate in today's neeting and the
views | am presenting are solely those of the
Associ ation and its nemnbership.

APhA supports the transition of suitable

prescription drug products to OTC status when
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supported by studies assessing the safety, efficacy
and appropriateness of such drug products used for
OIC switches, and we don't have a specific
recomended position today. W rarely take
positions on specific product switches.

But we do have an opinion and information
to share and request that you consider these
comments in your deliberations. Decisions to
classify products as either prescription or OIC are
best made by the FDA in consultation with the
product sponsor, with the ultimte decision based
on evidence of safety and effectiveness. However,
the decision nust involve nore than a review of the
clinical research information. It nust also
i nclude an examnation of the risks and benefits
associ ated with increased access; the environnent
surroundi ng the use of the product; the disease and
condition at issue; and the real-world use of the
product in the OIC environnment; and a review of the
existing therapies in the self-care market.

In preparation for this neeting, | did a

brief search of products in the marketpl ace and
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found over 70 dietary supplenents that clainmed to
aid weight loss. | would Iike you to note that |
don't carry any of these products in ny pharmacy.
The products are problematic because they are
pronot ed t hrough unregul ated cl ai ns; prom se
mracle treatments; |ack adequate directions and
war ni ngs; and contain potentially risky
ingredients. Unfortunately, these existing options
rai se questions of safety, effectiveness and
quality.

Because of these concerns, the relative
safety of the product under consideration today nmay
increase and shift the risk/benefit analysis in
favor of OIC availability. Pharnacists are in a
good position to work with consunmers if orlistat is
made OTC. A |l arge nunber of OIC products are
purchased at a pharmacy, placing pharnmacists in the
i deal position to help consuners at the point of
deci si on- naki ng and purchase.

A recent survey found that consuners
frequently turn to a pharmaci st for advice. Forty

percent ask a pharmaci st for advice before
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purchasing an OTC for the first time. The survey
al so found that when consuners approach a
pharmacist it is frequently to discuss an OIC
obtain a product recomendation, discuss a nedica
condition, or obtain information on how to take a
medi cation. If orlistat is approved for OIC use,
pharmacists will continue to serve as this resource
for consunmers. W can ensure that the patients are
appropriate self-treatnent candi dates; assist with
product selection; and refer patients to a
physi ci an when necessary.

We also work with patients to ensure that
t hey understand how to use the product and can
monitor for drug interactions and for the
devel opment of adverse effects. It is inportant to
note, however, that mass marketers w thout
pharmacies are gaining a |l arger share of the OTC
market. In these environnents consuners nake OTC
deci sions without the assistance of a healthcare
pr of essi onal

The question that the agency must focus on

is whether orlistat can be used appropriately and
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safely without the intervention of a healthcare
provider. |f the advisory committee decides that
consumers can use orlistat w thout professiona
gui dance, the agency has several options for
approving the product as an OTC. The agency can
approve the product with traditional OTC status or,
if the FDA and product sponsor determ ne that
consuners woul d benefit fromthe opportunity to
interact with a pharnmacist, the agency and product
sponsor shoul d consi der anot her option, that of
limting distribution of the product to outlets
with a pharmacy. This pharmacy care OIC approach
woul d provide patients with access to the
medi cation wi thout a prescription while ensuring
that patients have access to consultation with a
pharmaci st if they so choose.

Li ke other OICs, pharnacy care OTCs woul d
be avail able in pharnacies on the open shelf with
other OTC nedications but, by limting themto
outlets with a pharnmacy it facilitates voluntary
i nteracti on between consuners and phar naci sts.

To conclude, | would like to reiterate our
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recomendation that the agency consider the
real -worl d use of orlistat in the OTC environnent
with the risks and benefits increasing the access
and the ability of consuners to appropriately
sel f-sel ect and use the product. Should the agency
approve the application to nove orlistat to OIC
status, pharmacists will work proactively with
consuners to ensure that they understand when the
use of the product is appropriate; provide
counseling on the product use; recomend and
rei nforce behavior and lifestyle nodifications;
eval uate nutritional needs, including vitamn need;
nmoni tor progress and refer patients to additiona
resources when appropriate. Thank you

DR. WOOD: Thank you very nuch. Speaker
nunber three is Deborah Fisher

M5. FISHER Hello! M nanme is Deborah
Fisher. | think | amhere to represent "John Q
Public" as opposed to any nedical professional. |
happen to be a registered nurse in the Baltinore
area and | al so have a four-year degree in health

education but basically | amrepresenting nyself as
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sonebody who has struggled with a wei ght problem
throughout their entire life.

I am here today because | feel very
strongly that we need a new solution to the problem
of losing weight and keeping it off. | was put on
my first diet, when | was seven years old, by ny
pediatrician. |1 amnow 52 years old and | have
been dieting for 45 years unsuccessfully. | don't
| ook so bad today because just recently | got ny
body mass index under 30; 30 and above is obese.
have 24 pounds that | nust |ose before | reach a
body mass index under 25 pounds, which is
considered a healthy weight. So, the battle goes
on.

Eat |ess; nove nore. |t sounds pretty

sinmple, doesn't it? Well, as ny kids would say,

not . How many of you saw the article in "The
Washi ngt on Post" magazi ne busi ness section on
Sunday? Any of you saw this? "Wy Anerica has to
be Fat?" It is very interesting reading.

strongly recommend that you read it. Basically,

there is an industry out there, a huge industry
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that is making us fat and there is a huge industry
out there that is trying to make us thin. | think
the fat industry is w nning.

After | decided | was going to speak at
this public forum| picked up nmy Decenber edition
of "Health" magazine which |I have gotten for years
but | looked at with a different perspective. |
was | ooking at the weight |oss articles and there
were many; there were 13. "Drink mlk; |ose
weight." "Walk your way to weight loss."” "Bl ast
away the pounds."” "Drinking water is essential to
wei ght loss."” "You want bacon and eggs; skip the
bacon; use a bacon spritz." M favorite one was
"Mom do you want to get your weight back? Try
Everslim fornul ated by doctors."™ Well, ny
goodness, if it is fornulated by doctors it has to
be good! And there were nore.

In terms of nmy own personal history, |
don't know if any of you out there are old enough
to remenber Metrical, the first liquid weight |oss
meal replacenent. |t was the precursor of

SlimFast. | don't know if any of you renenber the
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medi cation Aids, a little caranel you took with hot
tea before you had your neal. It lost its
mar keting share when a terrible illness came out
with a simlar nanme. | have tried the cabbage
diet. | have tried the grapefruit diet. | tried
Dr. Erwin Stillwin's quick weight loss diet, a
precursor to the Atkin's diet. | have tried Wight
Watchers. | have tried Wight Watchers again and
again and again--and | could go on

oesity is becom ng the nunber one killer
in Arerica. Take a |ook at the association between
obesity and type 2 diabetes. | challenge every one
of you in this roomto go to an outpatient chronic
dialysis center and take a | ook at the patients
that come every day for hours for kidney dialysis.
You are going to see blind patients. You are going
to see patients in congestive heart failure. You
are going to see patients who are obese and have
anput ati ons and, of course, these patients have
kidney failure. And this is the result for many of
them from bei ng obese.

We need help. W need safe help. There

file:///C)/dummy/0123NONP.TXT (243 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

244
is amultimllion dollar industry out there selling
over-the-counter weight-loss products that are
unregul at ed, untested and unsafe, and we are buying
them and we are swallowing themin nmassive
quantities. W heard about the deaths from
Ephedra. Well, there are over-the-counter drugs
out there that contain massive doses of caffeine,
chromium and bitter orange which is purported to
have a chem cal simlar to Ephedra. And we are
taki ng those nedications.

FDA, you have been wonderful and
responsive in allowing formally prescription
medi cations to be sold over-the-counter--pain
managenment nedi cati ons, medications for snoking
cessation, nedications for acid reflux, allergies,
to nane a few | believe that nowis the tine for
the FDA to step in and approve a product that has
been tested as proven safe and effective and wll
live up toits nane. W are literally dying for
sonet hing like this.

I amnot alone in this battle, and | ask

the FDA to pl ease consider this nedication to allow
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us to have an additional tool which can help us.
Thank you.

DR. WOOD: Thank you. The next speaker is
nunmber four, Laurie Tansnman.

DR. TANSMAN: Thank you. First, ny
comrents reflect ny own professional opinion, not
of ny nedical center, and | have no financial
conflicts of interest.

I amgoing to be addressing the issues
that are bolded on this slide. First, the concern
of vitam n mal absorption. To address this concern,
the FDA should require that the fat-sol uble
vitam ns be added to orlistat, just the way the FDA
required that these vitanins be added to food
products containing the fat substitute O estra.

How this will be conmpounded into orlistat for
appropriate tine release will need to be addressed
by GSK

Second, will lifestyle changes such as
di et and exercise be disregarded? These are the
wel | - known cornerstones of weight-|oss treatnent

whi ch were di scussed today, and even in the Xenica
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pati ent education material the section on reduced
calorie diet is bolded. O course, as we heard
today, the over-the-counter version of orlistat
will be marketed to enphasize the inportance of
di et and exercise too.

But in this quote fromDr. Robert Bonow in
addr essi ng concerns about statins being approved
for OTC, the sanme concerns can be addressed
regardi ng approval of orlistat for OTC, nanely,
human nature. People who ought to be dieting and
exercising are going to feel that since they are
taking the pill they can now continue habits that
are unhealthy and | can tell you that, as a
clinician, | see this all the time and hear it
daily.

Third, how will over-the-counter orlistat
i npact on the obesity epidemic? In the press
release fromGsSK in July, 2004 it was stated while
a healthy diet and exercise renmain core treatnent
approaches, they have not halted the epidemic. You
know why these approaches may not have halted this

epidemc. Do we provide the opportunity for a
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person to realize appropriate dietary and exercise
changes with professional health? The answer is
no.

On the website of this well-known wei ght
control center at St. Luke's Roosevelt Hospital in
New York City it states, insurance reinbursenent
vari es dependi ng on your health plan. Physician
visits are usually covered but nutrition classes
and exercise sessions nost often are not.

Fromthe Xenical website, it makes one
wonder just how serious the Anerican heal thcare
systemis about addressing obesity today if a
prescription medi cati on cannot have insurance
rei nmbur senent .

I amjust going to read this to quote
Morgan Downy who is actually speaking after ne
today, he said once in a publication that Mdicaid
and ot her heal thcare plans cover prescriptions of
Viagra for nale ED but do not cover many forns of
obesity treatnment. Few would argue that nmale ED is
as serious a threat to obesity. |If we are going to

get serious about weight loss, then we have to
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address the issue of consistent insurance
rei mbursenent for dietary and exercise
intervention, as well as for prescription
wei ght-control nedications. Until the insurance
i ndustry gets serious about weight |oss we cannot
begin to see a statistically significant decline in
the obesity epidemc.

Approving orlistat for OTC rather than
fighting for insurance rei nbursenent may have a
negative i npact on obtaining reinbursenent for the
core treatnment approaches to weight loss. In fact,
approving orlistat for OIC di mi ni shes the
seriousness of how we approach the treatnent of
obesity. hesity deserves to be treated with the
same seriousness as other chronic nmedica
illnesses. As you well know, it wasn't unti
April, 2002 that the IRS first ruled that obesity
is medically accepted to be a disease in its own
right, and that nedically valid weight-Ioss
treatnments not covered by insurance could be taken
as a tax deducti on.

If we are going to get serious about
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addressing the girth of this nation, then insurance
rei mbursenment for recognized treatnment nodalities
is a must and that is where we need to focus our
efforts. Thank you

DR WOOD: Thank you. The next speaker is
Mor gan Downey, numnber five

MR. DOWNEY: Good afternoon and thank you
I am Morgan Downey, executive director of the
American Qoesity Association. W are a non-profit,
tax exenpt educational and advocacy organi zati on
We have numerous conflicts of interest. In
addition to receiving sone funding fromthe
sponsor, d axoSmthKline, we are supported by |ay
menbers, professional menbers and the follow ng
compani es, Abbott Laboratories, Amin, Bristol-Mer
Squi bb, Eli Lilly and Co., |nanmed Corporation,
Johnson & Johnson, Pfizer, Roche, Sanofi-Aventis,
Wei ght Watchers International, Jenny Craig,
Et hi con, Endosurgery, Slim Fast, \Wellspring Canps,
Ameri can Soci ety of Bariatric Surgeons, American
Society for Bariatric Physicians.

I would like at the outset of ny statenent
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to point out an issue that cane up this norning
that | was surprised was not clarified. This goes
to the safety issue with cyclosporine. | think it
is inportant to point out that persons who are
obese are not eligible for organ transplantation
They are not eligible as donors or as recipients.
We had this informati on anecdotally. | was able
this summer to confirmit with the Departnent of
Heal th and Human Services, Ofice of O gan
Transpl antati on which confirmed their understanding
of the protocols followed at transplantation
centers.

oesity is the nost prevalent fatal,
rel apsing chronic disease of the 21st century. It
affects every racial, ethnic gender and age group
inthe United States. It is increasing at just
under one percent a year, an unprecedented rate for
a chronic disease. No other condition--not cancer,
heart di sease or H V Al DS--conpares to obesity's
preval ence, nortality, norbidity, disability,
stigma and discrinmination. Prevention of weight

gain when one is at a normal wei ght or overwei ght
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has been recogni zed by the Surgeon General and
others as a mmjor national public health goal and
as part of Healthy People 2010.

oesity has been associated wi th nunerous
adverse conditions affecting every body organ,
including type 2 diabetes, stroke, coronary heart
di sease, heart failure, sudden death, hypertension,
hi gh triglyceredenia, hypochol estenia
osteoarthritis of the knees and hips, severa
cancers, obstructive sleep apnea, gallstone, GERD
fatty liver disease, urinary stress incontinence,
PCCS, reproductive dysfunctions, mscarriages,
birth defects and end stage renal disease. It is
associ ated with increased nortality and reduction
in the years of life lived without disability. In
addition, it is often acconpani ed by pai nful
enotional distress, stigmatization and enpl oynent
di scrim nation.

We support the conversion of orlistat to
an OTC status for the followi ng reasons: One,
orlistat has been evaluated in over 100 clinica

trials involving over 300,000 subjects in four-year
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controlled clinical trials. Ollistat prescription
dosage i s approved in over 145 countries, including
six in which it is avail able over-the-counter.

Nuner ous studi es have shown prescription
orlistat is effective in weight |loss and
i mprovenent in |ipids, glucose, henogl obin Alc,
bl ood pressure, dyslipidem a and hyperglycema. In
di abetics, prescription orlistat has been shown to
i mprove insulin resistance, glycemc control and
reduction in the use of diabetes nedications.

These benefits seemlikely to continue at |ower
dosages.

Olistat, since its approval, has not
shown si gnificant unintended adverse health effects
whi ch are non-serious, transient, predictable and
manageabl e. Nunerous governnental and professiona
treatment guidelines and technol ogy assessnents
support the use of orlistat for weight |oss,

i ncluding the guidelines of the NIH and technol ogy
assessnents fromthe Agency for Healthcare Quality
and Resear ch.

The over-the-counter wei ght managenent
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category has no approved FDA product. Most of the
over-the-counter dietary supplenents purporting to
cause weight loss have little to no research behind
them and are not subject to any independent revi ew
and approval .

Frankly, | was stunned this norning that
the FDA did not brief the commttee better about
the extent of the dietary suppl enent narket.
Yesterday, not a half block fromhere, I went and
purchased this item It is advertised as an
excl usi ve hunger-satisfying formula; safely reduces
hunger; reduces body fat. This is called Diet
Fuel. It says lose weight; gain energy--totally
unregul ated. There are dozens of these products on
the shelves of the nation's pharnacies; not one
approved FDA nedication. Many of these OTC
products for weight |oss are subject to FDA or
Federal Trade Comm ssion enforcement actions for
fal se and m sl eadi ng advertising. Just a week ago
the FDA issued warning letters for two unapproved
di etary suppl enents

Havi ng an easily accessible, affordable,

file:///C)/dummy/0123NONP.TXT (253 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

254
ef fective weight-loss product avail able
over-the-counter will be inportant to the uninsured
popul ati on and the under-insured popul ati on which
tend to be of | ower socioeconom c status, fenale
and nminority. Thank you for your tine.

DR. WOOD: Thank you. The next speaker is
nunber six, Dr. Robert Berkow tz.

DR BERKOW TZ: Good afternoon. | am
Robert Berkowitz, representing NAASO the Ohesity
Soci ety. NAASO has received an unrestricted
financial contribution from Roche Laboratories,
whi ch manufactures orlistat, and from
d axoSmi t hKl i ne, which seeks OTC use of the
product. Both conpani es have supported the
Soci ety's annual professional scientific neeting
and ot her educational related activities, including
research.

NAASO s public affairs committee revi ewed
the scientific literature and briefing materials,
prepared this statenment and declares no conflicts
of interest with Roche Laboratories or

@ axoSmithKline in general or this application
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specifically. NAASO s public affairs commttee
devel oped this statement independently from and
wi t hout input fromthe NAASO officers or
admi ni strati on.

NAASO has 2000 nmenbers and we are
committed to inproving the understandi ng of causes,
consequences and nanagenent of obesity. In
consi dering the present OTC application, the
Society's public affairs comittee assenbl ed a
panel of scientists and practitioners to review the
publicly available information presented by
G axoSmithKline and the peer-reviewed scientific
literature previously published on orlistat. This
evi dence was reviewed in consideration of
orlistat's approval as an OIC nedication, quote, as
a weight-loss aid and to pronpte weight loss in
overwei ght adults when used with a reduced cal ori e,
hypocal oric |l ow fat diet, unquote.

NAASO, the Qoesity Society, is in
principle supportive of the devel opnent and
approval of OIC wei ght managenent products that

have proven safe and effective in rigorous
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scientific clinical trials and/or in post-marketing
surveill ance of ethical pharmaceuticals as
prescri bed by physicians and other licensed
practitioners. The position of NAASO thus, is to
support the application of daxoSmthKline to the
joint meeting for the approval of orlistat OIC as
outlined in the briefing docunent, dated January
23, 2006.

It is inportant to note that a five
percent to ten percent weight |oss has significant
heal th benefits, as shown in the di abetes
prevention programresearch group's publication
This is the anount of weight | oss expected from
adj unctive use of orlistat when used with a reduced
calorie or hypocaloric low fat diet. This is in
distinction to nunerous currently avail abl e
over-the-counter products that have no
ef fecti veness or safety scientific publications.

Qur commttee's viewis that orlistat has
a strong safety record, with no serious adverse
events attributable to the drug since its

introduction in the United States in 1999. There
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are, however, potential safety issues. Wile NAASO
believes that orlistat has a strong safety record,
panel menbers thought that several issues should be
carefully addressed in considering OIC use of the
product .

The first relates to the |ipid-soluble
vitam n depletion and interference with the
absorption of selected drugs. There is a mmjor
need for nultivitam n suppl enent of fat-soluble
vitam ns while taking orlistat over-the-counter
Olistat also may interfere with the absorption of
|'i pid-soluble drugs--as noted earlier--cycl osporine
and warfarin. It is inportant that any
over-the-counter bottle clearly note these
concerns. Labeling should also strongly recomrend
that nultivitam n suppl enents be taken with
orlistat. W reconmend that these be noted on the
bottl e under a precautionary note.

We are concerned al so about potential for
nm suse as an over-the-counter drug. There is
concern that this availability may potentially |ead

to m suse by people who suffer fromeating
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di sorders such as anorexia nervosa or bulinma
nervosa. Furthernore, orlistat over-the-counter is
only reconmended as an adjunct to lifestyle
nmodi fi cation such as individuals engaged in an
active weight-loss programthat focuses on healthy
diet, caloric restriction and increased physica
activity.

Regarding age linmtations of orlistat use,
there is avail abl e research suggesting that
orlistat use nust be limted to persons aged 14
years and older. Research indicates that trials
have been conducted with adol escents and there were
no serious problens. This research found that
orlistat in conbination with diet and exerci se and
behavi or nodification i nproves wei ght managenent in
obese adol escents. W are concerned that nornal
and/ or anorectic or bulimc adol escents nay nisuse
this drug. The orlistat package limts orlistat
use to overwei ght adults 18 or older. However,
there are no controls to linit usage to this age,
and such limtations ought to be recomended.

In summary, NAASO the Obesity Society,
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endorses the approval of orlistat as an
over-the-counter drug. Thank you very much.

DR. WOOD: Thank you. The next speaker is
Dr. Nathaniel dark, nunber seven

DR CLARK: Good afternoon. | have no
personal conflicts in regard to 3 axoSm thKli ne.
The Anerican Di abetes Associ ation accepts noney and
grants from GSK, as we do fromall conpanies
essentially and equi prrent companies in the area of
di abet es.

My name is Nathaniel Clark and | ama
pedi atric and adult endocrinol ogist, and the
national vice president for clinical affairs for
the Anerican Di abetes Association. | amalso a
registered dietitian

The mission of the American D abetes
Association is to prevent and cure diabetes and to
improve the lives of all those affected by it.
Overwei ght obesity is both a major risk factor for
di abetes and significantly conplicates diabetes
managenent in those with it. Due to our interest

in overwei ght obesity, we have recently established
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Shaping Anerica's Health, the association for
wei ght nai nt enance and obesity prevention, and
speak today on behal f of both the Anerican D abetes
Associ ati on and Shaping Arerica's Health.

It is estimated that greater than 120
mllion adults, nearly two-thirds, are overwei ght
or obese and the increases seen over time are
dramatic. Overweight obesity substantially raises
the risk and norbidity for type 2 di abetes,
hypertensi on and dyslipidenma, all major risk
factors for cardi ovascul ar di sease, stroke, as well
as several other nedical conditions.

Even a nodest five percent weight |oss can
have a significant clinical inmpact on the |evels of
chol esterol, blood pressure, triglycerides,
henogl obi n Alc and, of course, the risk of
devel opi ng type 2 diabetes. Current estinmates
suggest that nore than 20 million Anericans have
di abetes and 41 million have pre-di abetes. The
significant increase in both these conditions is
closely linked to the dramatic rise in overweight

obesi ty.
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On a nore positive note, in both the
Fi nni sh di abetes prevention study and the di abetes
prevention programtrial weight loss of five to
seven percent and nodest increases in physica
activity resulted in greater than 50 percent
reduction in the devel opnment of diabetes in those
with pre-diabetes felt to be at high risk. It is
estimated that one in three Arerican adults is
attenpti ng wei ght reduction, rmuch of which is
sel f-driven and not nedically supervised.

Wiile lifestyle change, decreased caloric
i ntake and increased cal oric expenditure should
al ways be the prinary treatnent approach,
wei ght -1 o0ss nedi cati ons can be an inportant adjunct
to these approaches in those who neet established
criteria. As with any over-the-counter product,
careful review and consideration nmust be given to
product |abeling so that consunmers are fully
i nformed about the product's risks and benefits,
particularly if they are part of a popul ation that
woul d be considered at high risk of experiencing

significant side effects as a result of their other
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heal th conditions.

In closing, having a safe and effective
medi cation for weight |oss available as an
over-the-counter product, in conjunction with
important |ifestyle behavioral changes, would
provide an inportant addition in the treatment of
this condition. Thank you very nuch for your
consi deration of this application.

DR. WOOD: Thank you. The next speaker is
nunber ei ght, Jennifer Wber

M5. WEBER  Good afternoon. M nane is
Jenni fer Weber and | amthe manager of Nationa
Nutrition Policy for the Anerican Dietetic
Association, which | will abbreviate ADA. | ama
registered dietitian and a public health
specialist. | do not have a financial agreenent
with d axoSmithKli ne.

Instead, | am here representing ADA s
nearly 65,000 food and nutrition professionals who
are working to inprove the health status of
Anmeri cans through proper nutrition. ADA nmenbers

work in nearly every aspect of food, food safety,
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nutrition and heal t h.

Since dietetics is the only nutrition
science that directly connects food to nutrition
and health, dietitians are uniquely trained in ways
to help the public integrate nutrition into
heal t hi er choices and lifestyles. ADA has a
long-termcommtnent to health literacy and
nutrition education

Hel pi ng people attain and maintain a
heal thy weight is a major focus of ADA and its
menbers. W know that obesity is a conpl ex,
mul tifactorial chronic disease state involving
i nteractions between genetics, physiological,
met abol i ¢ and environnmental influences. The nature
and depth of work required to effectively intervene
on an individual or community basis will require
resources beyond those routinely provided today.

Both public and private initiatives are
necessary to conbat factors contributing to the
i ncrease of obesity rates. Furthernore, strategies
for more treatnment and prevention are needed. ADA

recommends a framework that includes
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multi-disciplinary health initiatives with
registered dietitians providing their particul ar
know edge and skills to hel p peopl e nake the
necessary changes in diet, conbined with activity,
to achieve health diets and heal thy wei ghts.
Interventions nmust be carefully targeted and chosen
based on generally accepted, peer-revi ewed
scientific research

oesity is such a conpl ex chronic di sease
that it requires the expertise of a
mul ti-disciplinary teamover an extended period to
effectively address it. Registered dietitians and
di et technicians, physicians, nurses,
psychol ogi sts, exercise physiol ogi sts, pharmacists
and ot hers working coll aboratively have the best
opportunity to identify and treat, support and
educat e people so they can be successful in
addressi ng overwei ght at all stages of their life
span.

Two, progranms integrating both nutrition
and physical activity that support the individua

to be able to make wise |lifestyle choices.
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Three, greater funding for basic,
transl ati onal and outcomes research on overwei ght
and obesity and, four, continued, current and
adequate nonitoring and data coll ection of food
i ntake, eating behavior and health status as needed
to assess the incidence of obesity, identify at
ri sk popul ations and define contributing factors to
i ncreases preval ence of overwei ght and obesity, and
to design and offer successful interventions.

Approving orlistat for over-the-counter
sal es provides the public an inportant additiona
resource to successfully lose weight. At this
time, no OIC anti-obesity agents simlarly
scientifically tested and approved by FDA are
avail abl e to consumers, although a nunmber of
commer ci al food and suppl ement products without
simlar safety and efficacy testing and approval
are.

ADA urges that, if approved for OIC sal es,
the orlistat label include a statement to advise
consuners that the drug works best when conbi ned

with a reduced calorie, low fat food plan and
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increased activity, and that safety and efficacy
may be enhanced by seeing and follow ng the advice
of qualified health professionals, including the
registered dietitians. Registered dietitians are
best able to assist individuals in nmaking the
requi red changes for optinmal drug conpliance and
results.

To summari ze, hel pi ng people attain and
mai ntain a healthy weight requires multiple
strategies and resources. Few conditions are so
difficult for an individual or society to
successfully address. Finding the resources that
wor k, making them available in concert with
appropri ate supportive services and offering them
responsibly to the public is our hope for
overcom ng the epidem c of obesity one person at a
time. Thank you.

DR. WOOD: Thank you very nuch. The next
speaker is nunber nine, and John Foreyt.

DR. FOREYT: Good afternoon. My nane is
John Foreyt. | amw th Baylor College of Medicine,

Behavi oral Medici ne Research Center. W do have
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conflicts. W have been funded by Roche for a
number of clinical trials. | amone of the authors
on the JAMA 1999 paper that was two years with the
60 ng during the second year. But what | say is ny
own. | mean, nobody told nme what to say.

| believe that the best way to really
manage wei ght is a healthy diet and good exercise
program period. Use behavior nodification to
support that; self-nonitoring; stimulus control;
cognitive restructuring and social support. That
is the way to go. Unfortunately, you know, if it
were that easy--if lifestyle nodification was easy
everybody woul d be skinny. Everyone is not.
Two-thirds of us are overweight. W are gaining
one percentage point a year in ternms of overweight
and obesity. By 2040 the entire popul ation of the
US wll be overwei ght assum ng present trends
conti nue--present company excl uded but everybody
el se.

But the bottomline really is that we need
all the help we can get. |If we then have a safe,

effective drug like orlistat, a tool, why not? To
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me, it is a no-brainer. \Wat people are doi ng out
there, as all of you know, is they are buying these
idiotic diets. They are buying these stupid pills
that Mbrgan showed you that you can buy in any
health food store. W need sonething that really
is safe and effective. Olistat has been
tested--you saw the studi es--nore than any ot her
obesity drug in the world.

We find that in addition to its work as a
fat blocker, froma behavi or nodification point of
viewit really works as a way to avoid a high fat
diet. The patients that we have seen that have
| ost 100 pounds on orlistat really use it also as a
behavi or nodifier tool. That is, they say | am
going to stay away fromthis high fat diet to help
me to not have these treatment effects. So, it
works in both ways, as a fat bl ocker and a behavi or
modi fi er tool

| believe, again, all of us need all the
help we can get. | think orlistat has been shown
to be safe. It is effective and, you know, to ne

it is a no-brainer; get on with it. W need this
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stuff so | really urge approval of this drug.
Thank you.

DR. WOOD: Thank you. The | ast speaker is
Val enti ne Burroughs, who is nunber ten

DR. BURROUGHS: Thank you. | have no
conflicts. The NMA paid ny way here out of our
concern for obesity and overwei ght of the African
Anerican community.

CGood afternoon. M nane is Dr. Valentine
Burroughs. | amthe chief nedical officer and
chai rman of the Departnent of Medicine at North
General Hospital, in New York City, right in east
Harl em at the epicenter for the obesity epidemc
in New York State.

I am here representing the Nationa
Medi cal Associ ation, based in Washington, D.C. The
NMA is the ol dest and |l argest African Anerican
pr of essi onal associ ati on, conprised of sone 30, 000
African American physicians with over 120
affiliates nationwi de. The National Medica
Associ ation is focusing on elimnating health

di sparities and inproving health outcones for
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peopl e of color, and over the next five years one
of our areas of concentration is addressing the
energent probl em of overwei ght and obesity anong
African Americans.

There are an estimated 120 million, or 64
percent of Anericans who are overwei ght or obese.

O course, the correlation between obesity and
overwei ght and the risk of devel oping serious and
of ten di sabling medical conditions cannot be
ignored. Adult African Anerican wonen had
age- adj usted obesity rates of 48.8 percent conpared
to 30.7 percent of adult white women according to
the CDC data for 1999 to 2002. That same data

indi cate that African Anerican adol escents are much
higher in terns of rates of overweight than white
children in the sane age groups during the sane
time frane.

As the data show, overwei ght and obesity
is areal problemthat nust be effectively and
proactively addressed and, clearly, those suffering
with benefit from affordable, accessible treatments

that have been extensively studied and shown to be
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safe and effective. There is a clear need for
additional tools to conbat overwei ght and obesity.
Specialized clinics and a variety of treatnent
facilities offer a choice for those who have access
to such intensive treatnment options. But for those
of the popul ation who don't the options are
limted.

We hope that this advisory conmittee and
the adnministration will take into consideration
that there are mllions of people who try to | ose
wei ght unsuccessfully, often using nonprescription
suppl enents for which there is limted clinica
data supporting safety or efficacy.

The National Medical Association
recomrends the approval of well-supported,
clinically proven weight-loss treatnents that may
benefit millions who truly need the help. The
Nati onal Medi cal Association's focus on overwei ght
and obesity that disproportionately affects our
patient population reflects our nission and our
continued historical commtnent to inprove health

outcones for all people, especially people of
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color, to achieve parity in healthcare.

As a practicing physician and
endocri nol ogi st faced with the overwei ght and
obesity problemon a daily basis, over the years
have been ashanmed of ny success, or |ack thereof,
in hel ping patients who suffer fromthis very
difficult disease. The overwhel m ng burden that
soci ety places on individuals who suffer from
obesity is really a contradiction relative to the
attitude of the Anerican marketplace in providing
suboptimal choices to pronote good health and
nutrition.

To fight obesity we need all of the help
that we can get, particularly safe help. | want to
thank you for your careful consideration of this
vitally inportant adjunct to the battle against
wei ght | oss. Thank you

DR. WOOD: Thank you very nuch. W
actual |y have one nore speaker who has announced he
woul d I'ike to speak, Al ex Perez.

MR. PEREZ: C(ood afternoon. My

transportation and ny | odgi ng was paid for by
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Heal thSTAR. MW nane is Alex Perez. | amfrom
Houston, Texas. | want to share with everyone at
the advisory committee nmeeting how orlistat has
hel ped ne get back to a healthy weight.

For years | struggled with my wei ght
because | didn't know exactly how to eat right. |
thought | was eating healthy food when | ate Caesar
sal ads, Greek salads. | devel oped hi gh bl ood
pressure, diabetes and high cholesterol. M/ doctor
told ne that | had to do sonmething so he enrolled
me in a diabetes study at the Baylor College of
Medi ci ne and put me on Xenical. | started
following the healthy diet and | earned ways to
change ny relationship with food.

As a result, | lost 40 pounds. | fee
great. M blood pressure has inproved. M
di abetes is under control and ny cholesterol is
| ower. But nost inportantly, | have |earned how to
eat right. | know that other people |like ne can
benefit fromthe drug and | think it needs to be
made available to the public. Thank you for giving

me the tine to speak about mnmy experience at this
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meeti ng.

DR WOOD: Thank you very nuch. That
concl udes the open public hearing. Let's return to
the conmittee's questions and di scussions. There
wer e sonme hangover questions frombefore. Neal?

Commi tt ee Di scussi on/ Questi ons

DR BENOW TZ: Before |I talk about that, |
have a nunber of safety questions. | would like to
get back to the question | asked this norning and
the one that Paul tal ked about before which rel ates
to the Davidson 1999 study, which seens to nme to be
one of the nost inportant bits of data. The
sponsor, unfortunately, didn't show us that but
that, as you recall, it was a two-year study where
peopl e underwent behavi oral nodification with
dietitians, food diaries and counseling. After one
year people who had taken orlistat were switched to
pl acebo. There was also a full placebo group for
two years. |In the second year the placebo group
did not gain very nuch weight. So, it seened to ne
that what they lost in the first year by just diet

and exercise was pretty nuch--there was a snal
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anmount of weight gain but they nmintai ned nost of
it. The orlistat group regai ned every bit of
excess weight that they had lost in the first year
so by year two they were exactly the sane as
pl acebo.

So, there is no question that orlistat is
effective when you are taking it. But | would just
like to have sone nore reassurance fromthe sponsor
that what they are planning--the six-nonth therapy
and a behavi oral package will be any different than
t he Davi dson study which invol ved extensive
counsel i ng and whi ch showed no benefit at all at
two years.

I think this may still be controversia
but | have read studies that when you | ose wei ght
and gain weight repetitively that may have adverse
health effects. So, | amconcerned that this,
while in the short termnmmay be useful, my not
provide long-termbenefit. | would just |like the
sponsor to try to reassure ne.

DR. WOOD: So, the question is what is the

rel ati onshi p between short-termuse of this drug
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versus long-termreduction in weight?

DR. BENOWN TZ: Is there any prospect that
six-nonth treatment is going to produce |ong-term
benefit?

DR DENT: First of all, | would just like
to clarify that |I did not know that the I|ast
speaker was going to speak and they indicated that
their travel was paid by Heal thSTAR  You should
all be clear that Heal thSTAR is a conmmuni cati ons
firmthat has been hel ping A axoSnmthKline with
this project. | apologize for that.

I would like to ask Dr. Hauptman to first
address the issue of the study and then we will
move to addressing the question of rate weight |oss
and regain. The reason that data weren't presented
is because there was no 60 ng dose in the one-year
wei ght | oss peri od.

But very inportant, | don't think that the
revi ewer who presented it--and we don't have a
slide but we could put up their slide, if you
want--didn't really present what happened in the

second year. After the first year, after patients
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| ost weight the entire study design really sw tched
to maintaining their weight. W reevaluated their
dietary requirements based on the new body wei ght.
If they actually increased weight they were told
not to go back and try to | ose weight but try to
mai nt ai n what ever wei ght they were on

The third point is that you can't use that
study as an exanpl e of what happens when you stop
the drug because patients were placebo controll ed.
So, these patients who were on orlistat the first
year assuned that they were taking the sane
treatment the second year and, therefore, it is not
the sanme thing as |osing weight and now sayi ng you
have to use new strategies to maintain that weight.
So, those design concerns are very inportant to
under st and.

The fourth point for that study was that
the pl acebo group | ost weight and regained it at
the sane percentage based on what their naximm
wei ght loss was. They regained it. They didn't
spend a great deal of tinme on that but | can tel

you that is exactly what it did. So, that is not a
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still thought they were getting all the sane

treatments, which is different than if you actually

now | ost the weight, which you have to before you

can have an attenpt to nmaintain it

DR WOOD: | think what Dr. Benowitz is
trying to get at is after you have | ost weight on

six nonths of this drug, what are the chances and

what are your data that that weight loss is

mai ntained? | think the answer is you don't have

dat a.

DR. HAUPTMAN:  You are right. W never

did a clinical study.

DR. WOOD: So, the answer is we don't know

if there is evidence that you maintain your weight

| oss after six nonths, which probably doesn't

reassure Neal. |Is that right, Neal?

DR. BENOWTZ: | have to say | think it

a shane that the exanple of nicotine

over-the-counter wasn't foll owed where efficacy

trials were done with the over-the-counter package.

The package proposed here may be very effective,
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but we don't know and | really wi sh we had sone
evi dence that it worked.

DR DENT: Could | ask Dr. Foster to
address that?

DR. WOOD: Let's not keep on having peopl e
junp up and down or we will never get through. Dr.
Car penter?

DR CARPENTER  Yes, | had a brief
question related to sone of the materials that were
provided in the handouts sent to the committee.
This had to do with a pharmacy nmechani sm by which
under - aged potential purchasers of over-the-counter
orlistat would be prevented from doing that because
of sonme bar coding or sonething to that effect. |
was not aware of such a system and wanted to know
if such a systemwas in place for other
over-the-counter nedications and how effective that
isin a setting where one is trying to restrict
sales to those under 18. | think it was in sone of
the sponsor's material s.

DR. WOOD: The sponsor can probably answer

that with the nicotine experience.
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DR. DENT: Wen nicotine was approved
there was a system for age verification and it was
effective, as was denonstrated and agreed with the
FDA.

DR GOLDSTEIN: Al astair?

DR. WOOD: Yes?

DR GOLDSTEIN. Two questions, nunber one,
does the sponsor have any outconme--we have heard a
| ot about vitam ns today. Does the sponsor have
any data on outcones in those given orlistat and
vitamn-rel ated matters?

DR. DENT: Yes, indeed, there is a large
body of data fromthe Xendos study which includes
outcome data. Dr. Hauptman?

DR. HAUPTMAN: One of the key things that
we wanted to determne was are there biol ogica
consequences to the small changes in vitam ns that
we see. So, as part of the Xendos data, we did
nmeasure to | ook at biologic narkers of change in
bone. One of the key concerns obviously is if you
have decreased vitam n D you coul d have decreased

cal ci um causi ng secondary hyper parat hyroi dism then
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produci ng decreasi ng bone mass, increased bone
turnover.

Can | have the slide on, please? 1n the
Xendos study what we did was, we | ooked at cal ci um
We | ooked at those patients who had | ow cal ci um
hi gh parat hyroi d, high osteocal cin, and high urine
anterior peptides as markers of changes that could
occur with bone. W |ooked at it by year by
treat ment group.

If you look at the data for the first
year, very few patients have | ow cal cium | evels,
0.2 to 0.1 percent, very simlar between orlistat
and placebo. If you |look then at those patients
that had el evated parathyroid hornone which could
be a consequence of low calcium if it was there,
again, 0.4 on placebo, 0.1 on orlistat and, again,
no differences in ternms of osteocalcin or urinary
anterior peptide.

We did that for each year subsequently
through four years where we see that at the end of
four years of treatnent those patients on orlistat

or placebo had very small nunbers of patients with
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| ow cal ciuns or high parathyroid hornones and
really no effects that we saw on bone.

But we al so did DEXA neasurenents in a
subgroup of patients. Slide on. At two of the
sites we did DEXA neasurenments, and these are
patients that actually continued and finished four
full years of treatnent and, again, we |ooked at
bone m neral density over the entire tinme and we
see, again, no difference if you | ook at the nean
or the median value over time. These were in
Sweden. This was total bone nineral density.

There is sone other data that we have
which I think woul d be useful in terms of changes.
Could | have slide 43, please? 1In the original NDA
we al so thought it was inportant to | ook at the
pati ents who were postnenopausal who were not
receiving estrogen treatnent--slide on, please--to
see if they had differences over two years of
treatnment. Here you can see that in this subgroup
of patients we have sinilar values for 25-hydroxy
vitamin D. The two-year change from baseline was

not significantly different. It was about the sane
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in both groups. The incidence of patients who had
two consecutive | ow val ues and these were patients
who, you know, were considered suppl enenting, also
had no significant difference. Slide off, please.

W have additional data in different
subgroups, but essentially what we found was that
the small decreases in vitanmins that we saw,
al though statistically significant, didn't really
reach the level of clinical significance
Renenber, these are all patients who didn't get any
vitam n suppl enentation so probably 98 percent of
patients in our four-year studies had no vitamn
suppl enents, yet still had no evidence of abnor nal
bone marker changes or DEXA changes.

DR. DENT: Maybe somebody could go and ask
the hotel if they would switch off the sound system
inthis room

DR. WOOD: The issue here, as | see it, is
you either want to undercut the data on the need
for vitam ns or you don't but you can't have it
bot h ways. You either think that people should

take vitamns, in which case you have to develop a
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systemto nmake sure they should; or, you don't
think they should take vitanins, in which case you
shoul dn't have proposed it in the first place. You
can't do both sinmultaneously. You can't stand here
and say you don't need to take the vitam ns but we
are saying you do and, at the sane tine, say, well,
you don't really need to take the vitam ns so don't
bot her about that. It has to be one or the other,
guys. Make up your ninds.

DR DENT: Prof. Wod, we think that it is
appropriate for people to take vitam ns and we wll
certainly work with the FDA to make sure that we
have appropriate |abeling and that people follow
t hat .

DR. WOOD: So, it is not your position, as
we just heard, that that doesn't matter?

DR. DENT: We think that it is appropriate
for people on orlistat to take vitamns. W don't
think that it will cause a significant health
effect but it would be sensible for people to do.

DR. WOOD: So, we need to nake sure that

that happens properly. Terry?
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DR BLASCHKE: | wanted to just follow up
on Neal's second question that | don't think really

got an answer, and that has to do with the risks or

the benefits of essentially the up and down

recycling of weight that occurs in obese

individuals. That is, they |ose weight; they gain

wei ght; they lose weight. Neal raised the question

as to whether there is any information about

whet her or not that could be harnful. I would

raise it in the other direction as well, could it
be hel pful? An integrated issue is, is sonme weight
| oss part of the time better than no wei ght |oss

any of the time? | just wonder if there are any

dat a addressing those questi ons.

DR. DENT: Thank you. Dr. Benowitz,

apol ogi es, you did ask that question and | | ost

my fault. Dr. Apovian, would you like to address

that question?

DR APOVI AN. So, the question was what

are the effects of weight cycling? Is it

detrimental to long-termhealth or could it

actually be beneficial? First of all, a 1993 task
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force on weight cycling concluded that there are no
detrinmental effects to be seen in the literature
fromwei ght cycling, and the authors concl uded that
peopl e shoul d not be dissuaded fromtrying to | ose
weight. That is the first point.

The second point is that in my tal k today
I nmentioned that Anericans are gaining weight. |
tal ked about the Frami ngham heart study that showed
that people who started out with normal weight, one
in tw eventual |y becane overwei ght over 30 years
and a proportion of normal wei ght persons actually
went on to obesity. Theoretically, if those people
were trying to | ose weight and wei ght cycled
t hroughout that period of tinme, they could
potentially have ended up at a | ower weight than if
they had done nothing and continued to gain weight
and gone on to becone overwei ght or obese. So,
woul d argue that weight cycling can actually be
beneficial in the long term

Slide on, please. | just want to show
this slide. This is froma weight-loss trial with

sibutramne and it shows that there were tines
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during the trial when patients on sibutram ne were
then placed on placebo. As you can see, those
patients who were on sibutranmine--it is called
intermttent sibutram ne therapy--then went off the
drug and started to regain weight. But then, when
pl aced back on intensive treatnent with
sibutram ne, they then | ost weight. The whole tine
they did better in the end than those patients who
were on pl acebo through the entire period.

So, this basically proves ny point that if
you try to | ose weight but then start to regain and
then go on another intensive program you wll end
up being better off than if you really didn't try
at all during that period of tine.

DR. DENT: Thank you

DR WOOD: Neal ?

DR. BENOW TZ: Just a followup on the
vitam n question, is it true that to absorb
fat-soluble vitam ns you need to have fat? |If not,
if you take it at a tinme when there is no fat in
the @ tract, will you absorb thenf

DR DENT: | think the answer is quite the
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reverse. |f you have unabsorbed fat in the G
tract, that will decrease the absorption of
fat-soluble vitam ns but generally if you take
fat-sol ubl e vitam ns when you don't have high
|l evels of fat they will still be absorbed.

DR. WOOD: Ernest?

DR CLYBURN: Yes, in the 16-week tria
there was a statistical significance only for about
three percent weight loss and this was in an
over wei ght popul ati on. Are there any data that
three percent weight loss with a BM of 25-28
confers any benefit?

DR DENT: First of all, | would just like
to enphasize that it was only a four-nonth period,
and the purpose of that trial was to | ook at the
pattern of weight |oss that would occur in
overwei ght individuals and to see whether that
mrrored what was seen in the other clinical trials
where you had a range of obese--nobstly obese
people. What we observed fromthat trial was that,
in fact, the pattern of weight |oss was simlar.

To answer the question in ternms of the
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benefits of that, Dr. Bansal, would you like to
address that?

DR. WOOD: While she is comng up, | think
in fairness, weight loss is an approvabl e
indication in itself. So, you don't actually have
to establish that there is a relationship to sone
ot her benefit. Right?

DR DENT: That is correct.

DR. BANSAL: That is correct. Can | get
the slide fromny core please, C44? It may have
been renunbered to C-45, the slide | showed earlier
on the risk factor inprovenent.

DR DENT: You want the risk factors?

DR BANSAL: Yes, | would like to start
with the risk factors. No, no, no, next slide,
pl ease, the one on the risk factor inprovenent.
Thank you.

In | ooking at the weight |oss that was
presented earlier with the four-nonth study, we did
see significant inprovenents in sonme of the risk
factors--systolic, diastolic blood pressure, LDL

and total cholesterol. Slide off, please. EF-20,
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pl ease.

In | ooking at the weight |1oss seen in this
four-month study conpared to what we saw in the
si x-nonth studi es--slide on, please--earlier | had
presented the nmean wei ght | 0oss you see in the obese
popul ati on, about five percent, very simlar to
what you see in the overwei ght population. To your
poi nt about the categorical analysis, | would |ike
to also talk a little nmore about that. EF-23,
pl ease.

What we tried to do is to ook at the
percent of people in the six-nmonth studies in the
obese popul ati on and see what percent of those |ost
three percent at four nmonths and went on to | ose
five percent at six nonths as a way to predict what
percent of people who |ose three percent at four
months go on to |l ose five percent at six nonths

VWhat we found was that for those people
who | ost at |east three percent of their weight at
four nonths in the six-nmonth studies, the najority
of themwent on to |lose five percent at six nonths.

In the FDA revi ew there was anot her anal ysis that
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was done | ooking at the predictability of the
four-nmonth data to the six-nonth data. |f we could
put that slide on, please?

Here what we see is a very tight
correlation coefficient showi ng that what you see
at four nmonths is very predictive or what you woul d
see at six nonths. So, | would |ike to enphasize
that that study was not designed or powered to
achi eve the categorical analysis. It was designed
and powered to | ook at significant nean percent
wei ght | osses at four nonths conpared to pl acebo
and not to |l ook at the categorical analysis. So,
we had not achieved it because we had not set out
to achieve it. But in looking at this
predictability, it is highly expected that we would
have achi eved that endpoint.

DR WOOD: Mary?

DR. TINETTI: My question is actually
related to that, sort of taking it to the next
step. | think we are convinced that you have shown
us that there is a statistically significant change

in weight and that that translates into changes in
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these risk factors. But the clinical benefit is
think what we are particularly interested in and ny
question is, assumi ng that we have the two-three
kil ogram wei ght |1 o0ss, which is probably what we can
expect fromthe data that you have shown us at six
mont hs | ooking at the slide that Dr. Apovian
showed, that neans that the systolic blood pressure
wi Il change by about 1.2 to 1.5 nmHg- -

[Audi o interruption]

DR. WOOD: That was the sound guy getting
shot !

[ Laught er]

DR TINETTI: --the LDL cholesterol, for
exanple,, by about 2 midl. Do we have any data
that those translate into clinically rel evant
out cones such as strokes, Ms? And, to address
Al astair's point, although that nay not necessarily
be a bar that we have to show, this is benefit
versus harms so this speaks to that side of the
equation. So, is there any evidence that these
| evel s of changes translate into stroke preventi on,

M prevention?

file:///C)/dummy/0123NONP.TXT (292 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

293

DR DENT: Dr. Foster?

DR FOSTER  The answer for orlistat
specifically is no, but the answer for the whol e
field is no as well. One of the problens in the
obesity field right nowis that there is not a
single long-termtrial that has | ooked at hard
outcones in termns--

DR TINETTI: That is not ny question

DR. FOSTER: Ckay, what is the question?

DR TINETTI: You have shown us data to
show how nuch change you can expect in these risk
factors with the amount of weight |oss that you
expect with this product. You have al so shown us
epi demi ol ogic data that relate to weight |oss and a
change in these risk factors. M question to you
is are there any even epidem ol ogic data to show
that this anount of risk factor change--a
mllimeter of mercury or two of blood pressure and
maybe 3 mmdl in LDL--translate into prevention of
stroke or M? That is the question

DR. FOSTER: I n the context of weight

| oss, | amnot aware of any such data.
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DR WOOD: No, | think what Mary is asking
you is in the Frami ngham data for exanpl e--

DR. TINETTI: Right.

DR WOOD: --what would you expect to see
in Framinghamfroma 1.2 mmreduction in bl ood
pressure? That is what you are getting at, right?

DR TINETTI: Exactly, and how nmuch stroke
prevention and M prevention, for exanple, with
these kinds of changes in risk factors.

DR FOSTER. | amnot aware of any data
separate from wei ght | oss.

DR. PARKS: Could | add sonething
regardi ng the chol esterol reduction? Not
necessarily for weight-loss drugs but certainly
fromclinical trial data, particularly the statins,
you are asking whether or not we have sone
benchmark with respect to degree of LDL or total
chol esterol reduction and degree of risk reduction.

If you |l ook at data from AFCAPS, which is
a primary prevention study with lovastatin, if you
| ook at a secondary prevention study, let's say

with sinvastatin, typically across the board for
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all these statin trials your risk reduction is
about 30-35 percent, but the anpunt of chol estero
that you have to--these studi es have shown t hat
percent reduction is clearly in the range of about
30 percent reduction--nmuch, much nore than what you
are seeing with orlistat.

DR WOCD: Wayne?

DR. SNODGRASS: Again, | want to extend
this benefit/risk consideration a little further.
You presented data in the actual use study that
only about 46 percent self-selected correctly.
think the efficacy data woul d say somewhere around
40 percent |lost greater than five percent of their
body wei ght.

My question really has two parts. One is
do you have an estimate of the nunbers of persons
in the United States over the age of 18 who woul d
meet the proposed criteria for use, say, on an
annual basis? |In addition to that, do you have an
estimate of the nunber of persons who m ght
pur chase the product?

MR. BURTON. There are two conponents to
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your question, estinmate of the nunber in the US
who might... [not at m crophone; inaudible].

DR SNODGRASS: Criteria for use.

MR, BURTON:. [Not at m crophone;
i naudi bl e] .

DR. WOOD: Turn your m ke on.

MR, BURTON. The nunber of people who
m ght neet the criteria in terns of the proposed
use; and what was your second? | amsorry, Dr.
Snodgr ass, what was your second question?

DR. SNODGRASS: The second question is the
nunber of persons estimted who m ght purchase it.

MR, BURTON: | think one of the principles
that we tal ked about before is that Alli is
certainly not going to be for everybody. W have
been very up front in all of our comunication with
consunmers about how Alli is based on gradual and
modest wei ght |1 oss. W have al so been very up
front in our concept tests where we have been very
clear with consumers about treatment effects and
what they can do to manage them

So, with that very up front disclosure, in
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the studies that we have done we estinmate roughly
five to six mllion new people each year woul d be
using Alli, and we think that is probably the right
place to be if we are going to get a committed
consumer .

DR. SNODGRASS: So, that answers the
question about the total nunber per year you are
estimating would purchase it. O that five to six
mllion, how many woul d neet the criteria?

DR DENT: Dr. Shiffnman?

DR. SHI FFMAN: The 46 percent that you
heard is based on a lot of the conditions that are
no longer on the label. So, if we can have the
slide on | will see if | can wal k you through that.

In all, 18 percent of the people who
presented for the actual use trial had a condition
which is present on the current proposed | abel
I mportantly, you can see that for the conditions
that have attracted the nost concern, cyclosporine
use and warfarin, it was a little under three
percent. So, the percent of people who are

attracted to a product |like this who have a | abel ed
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condition of concern is nowhere near 46 percent; it
is on the order of perhaps three percent.

DR. SNODGRASS: | guess it is not clear to
nme. The answer | got is that it is five to six
mllion people that you are estimating in tota
woul d probably purchase this per year. But ny
question is really of that, are you telling nme that
100 percent of thementirely neet so-called
inclusion criteria?

DR SHI FFMAN: Put that on, please, again.
No, that is what is on here. |In other words, using
the actual use trial as a projection of who m ght
be interested in orlistat, of the 681 people who
showed up saying I mght be interested in this
product, 18 percent had any condition that is stil
listed on the current proposed |abel and a little
under three percent were either using warfarin or
cycl ospori ne.

So, this is a projection based on this
sanpl e of the percent of people--well, let ne put
it the converse way, that is, | think you saw in ny

presentation that 87 percent of the whole sanple
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were eligible to use orlistat--either had the
conditions and made the right decision, or didn't
have a condition which woul d have rai sed any
limtation on their use of orlistat.

DR. SNODGRASS: Thank you

DR WOCD: Dr. Fol | mann?

DR FOLLMANN: | have a coupl e of
questions. The first series of questions has to do
wi th anal ysis of study NML7247 where, according to
the FDA analysis, we get a treatnent effect of
about 1.1 kg. This is in contrast to the other
| onger-term studi es in heavier people where the
treatnment effect was about 2 kg. So, | amtrying
to understand what the reason for the difference
woul d be. There were sone suggestions nade earlier
i ncluding that naybe treatnment effect varies with
BM. And, analyses by both you and the FDA have
shown that it doesn't seemvery plausible; that the
treatment effect does seem constant as a function
of BM.

A coupl e of specific questions | have then

are, the two studies where you had a | arger
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treatnment effect you had a four-week run-in.

| was

curious as to what the purpose of that run-in was.

In sone studies where | have been invol ved where

you have run-ins you will exclude people who sort

of failed the run-in period; randomi ze only the

successful people and then, you know, presumably

you woul d get a larger treatnment effect. So,

would like a little nore detail about the run-in on

the two studies. What was its purpose? What did

it do?

DR. DENT: Could | ask Dr. Hauptman to

address that question, please?
DR. HAUPTMAN: Since | designed the

studies | can probably cone up with an answer.

The

answer was that we were stratifying based on the

amount of weight. It is well known that if you are

successful in |osing weight in a short-term period

you wi Il be successful in losing weight in a

long-termperiod. |If you are not a good |oser in

the first four weeks of treatnent, you won't be a

good loser at the end of treatnent. No patients

wer e excluded because they didn't | ose weight.
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was really just to stratify because you coul d
understand the situation where you have an
i mbal ance. In groups that were on orlistat you
have a predom nance of good losers in the lead-in
period who then will lose a lot of weight at the
end of the trial and a |l ot of poor |osers on
pl acebo who will lose a little bit at the end of
the trial so it will exaggerate the effect, or just
the opposite. So, this is purely a stratification
and these patients were not excluded regardl ess of
if they | ost weight, gained weight or did nothing.

DR. FOLLMANN: So, if no one was excl uded
woul d you say this is evidence that it helps to
have four weeks of diet and exercise before getting
Ali?

DR. HAUPTMAN. No, absolutely not. The
data from our Xendos study had no | ead-in period
and it shows virtually the same results over tinme
at the six-nonth period. And, we have other
studi es where we have no lead-in period as well.

So, there is really no reason--at the time that you

want to start treatnent you can start your diet,
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your exercise and orlistat at the sanme tine and, at
the end of the day, those patients who are on
orlistat will lose nore weight than those peopl e
who are on other active treatments.

DR. FOLLMANN: So, you don't think the
run-in is a plausible reason why there is such a
difference in the treatment effect between the two
types of studies?

DR. HAUPTMAN: Not in that study, no,
don't think so.

DR, FOLLMANN: Could you go into a little
more detail about the counseling that was done in
the NML7247 and how that differed fromthe other
studi es? Maybe that will shed light on the
di fference.

DR DENT: Dr. Bansal, the difference in
counsel i ng?

DR BANSAL: The reason | think the
treatment difference seens like it is different
fromthe other studies is that we are | ooking at
the absolute kilogramdifference. But, if you

recall, the initial body weight in these studies
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with the overwei ght popul ati on and the obese
popul ation is different in that the nean initial
wei ght in NML7247 was about 72 kg. The nean
initial weight in the obese popul ation was about
100 kg. So, you need to | ook at the nean percent
wei ght 1 oss, not at the absol ute percent weight
|l oss, as a way to conpare the trials and in that
you do see a simlar percent weight |oss from nean
basel i ne weight and that is about five percent.

I n addressing your question on the |levels
of dietary intervention involved in our clinica
program-slide on, please--you are specifically
aski ng about this study, NML7247, and basically
that was a study with the |least dietary
intervention and there seens to be a bit of a
difference, but that was a study which was
intentionally done to minic an OTC environment.
Subj ects were given witten materials to take back
with themafter their study visits. They did cone
back with the diaries conpleted. Those diaries
were checked for conpliance to see if they were

conpl eted and subjects were using them but they
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were never given any kind of nutritional feedback
what soever once those diaries were reviewed. They
were sinply used as a tool of conpliance and not as
a tool of providing any kind of specific dietary
f eedback, mainly because that study did not have
any experts in the area of providing dietary
intervention. There were no nutritional experts or
dietary experts of any sort in this study or in
NML4161. | hope that answers your question

DR. FOLLMANN: The ot her questions | have
are to do with cyclosporine. 1In the docunents we
saw there were | think two people who were using
cycl osporine and one chose to use orlistat so, you
did nore studies, which | think is to your credit,
and you got about 50 people who were on
cycl osporine and asked them questions. In that,
surprisingly to nme, ten percent of the people on
cycl osporine said they would still use or take
orlistat.

That makes me a little nore concerned
about what the effect of taking cyclosporine with

orlistat would be in transplant patients, and have
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there been studi es done which ook at how it
af fects the absorption or the amount of
cycl osporine in the blood and whether that can be
linked to a risk of rejection?

DR. DENT: There are two conponents to
your question. The first one is with respect to
absorption and, yes, a pharnmacokinetic study has
been done or conducted in normal volunteers. Wen
peopl e took cyclosporine with orlistat there was a
30 percent reduction in the nean AUC. The
information we have in ternms of the outcome of that
really come fromthe worl dwi de safety database and
Dr. Marsh can review that for you.

DR. MARSH: This is the safety database of
orlistat?

DR DENT: Yes, the worldw de safety
dat abase from Roche

DR. MARSH: | will share with you the data
fromthe Roche worl dwi de safety database but, to
put this into a little context, patients who have
had an organ transplanted are usually very well

briefed and educated that they shouldn't take any
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new nedi cation without first discussing it with
their physician or, specifically, their transplant
center.

Slide on, please. |In sharing this data it
is inmportant to realize that up until Novenber,
2005 there have been 22 nmillion patients exposed to
orlistat and there have been nore than 29,000 cases
of adverse events reported to the Roche worl dwi de
saf ety dat abase, of which only 44 refer to
cycl osporine either as a co-suspect nedication or
concomitant nedication. O those, there were 38
reports of |ow cyclosporine levels. O these 38,
only two docunented any changes in the graft
status. Both of these were treated successfully.
Nei t her of these patients actually lost their
graft. In summary, although the warning on the
| abel is that patients who are using cycl osporine
should not use orlistat in an OIC setting, the data
that we have had, based on the worl dw de exposure
to orlistat, is reassuring based on this data.

DR. WOOD: Although it doesn't reassure

you very much that it works in the Rx setting.
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Ri ght? The war ni ng.

DR DENT: It is a slightly different
warning in the Rx setting.

DR, WOOD: Right, but, you know, before we
set up too high a standard for over-the-counter,
wonder how effectively the warni ng works there.

After all, you obviously got a fair nunber of
peopl e who got the conconitant nmedicine in an Rx
setting in your database so it is not necessarily
clear that physicians are doing a better job.

DR. DENT: | wouldn't dare to say that!

DR. WOOD: FEric, you had something to say?

DR COLMAN. | just wanted to follow up on
that point. The cases we saw soon after orlistat
was approved canme into the AERS database. It was
quite evident that in one or two cases people
actually had plotted out the cycl osporine serum
| evel s and when people started taking orlistat with
cycl osporine you saw a very rapid reduction in the
serum | evel of cyclosporine. In sone cases it was
clearly subtherapeutic. After all, the adverse

events we get are roughly ten percent of the tota
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events, so to say that soneone would reject an
organ because of orlistat | don't think is an
exagger ati on.

DR FOLLMANN: Let's not forget this is in
a prescription environnent that we are seeing those
adverse events. Presunmably, there would be a I ot
nore or sone nore people on cycl osporine taking
orlistat inappropriately because they didn't read
it well. 1 too thought that, you know, hey, if you
have had an organ transplant and you are on
cycl osporine you would be very well aware of it and
never take anything that was contraindi cated. That
is not supported by the data that they have.

DR. WOOD: Wi ch suggests that the current

prescription warning isn't working very well

ei ther.

DR. FOLLMANN:  You coul d say that.

DR. WOOD: Right. Neal?

DR DENT: | would enphasize just two
points, if I may. One, we will have a very solid

programin place to educate transplant centers

because it is an OIC nedi cati on
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DR BENOWTZ: | want to get a little bit
of clarification on the pharmacol ogy of orlistat in
terns of how long the effect lasts. | amtrying to
figure out the cyclosporine situation. If it
bl ocks cycl ospori ne absorption, does that nean that
they are both taken at the sane tine with neal s?

If not, then how long after you take a dose of
orlistat do you still see sone effect on absorption
of the drug? Besides cyclosporine, which | think
woul d be the nost inportant direct interaction,
there are other drugs. For ammi oderone there were
data tal king about an average 25 percent drop in
bioavailability, and if it is an average 25 percent
it is probably sonewhere around 50 percent in that
group. There are other |ipid-soluble drugs, a
nunber of drugs that could be affected.

So, one, | wonder if you could explain the
pharmacol ogy in ternms of howlong it is working and
what is really the critical time at which you
shoul d not take a fat-soluble drug, and al so just
comrent about other fat-soluble drugs in general

DR DENT: | think there are three parts
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to your question, the duration of the effect of
orlistat; what other drugs have been studi ed; and
why orlistat has this biological effect.

If | could start with the first one, it is
very clear from studies that Roche has done that if
the lipophilicity of the drug, as indicated by its
LogP, is above 6.4--in other words, it is a very
|'i pid-soluble drug, its absorption can be
decreased. So, that gives us a way of |ooking at
the entire universe of drugs and saying, okay, if
anyt hi ng has a LogP above 6.4 we should be
concerned about it. For anything below 6.4 there
is a very large nunber of drug interaction studies
whi ch have denonstrated that there is no
phar macoki netic interaction; no difference between
AUCs with and wi thout.

The second part of your question, if |
remenber correctly, is what is the duration of the
effect or orlistat inthe @ tract? | think there
are two ways to look at that. One, if you stop
using orlistat, how long does it take before the

actual biological effect, i.e., you are not anynore
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regi on of 24-48 hours based on the studies that
have been done.

I can't actually say that it is that
I ength of duration that it would take for a
potential drug interaction with a |lipophilic drug
to go away because | don't think anybody has ever
done that study. What Roche consistently
recomrended on highly lipophilic drugs, like
cycl osporine for exanple, was that the drug should
be taken, again, two hours before or two hours
after.

The third question you asked ne was what
are the drugs that are affected? |If | could have
the slide with the highly lipophilic drugs with the
LogPs? Slide on, please

Many of these drugs are no |onger on the
mar ket but these are the drugs that we are aware of
that have a LogP above 6.4. | can't renenber
chl oroqui ne's LogP but we | ooked it up yesterday
and it was bel ow 6. 4.

DR WOCD: Ruth?
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DR PARKER. | wanted to try to see what
evi dence we coul d tal k about that m ght help us
under stand safety and potential for use and abuse
anong potentially adol escent self-selectors. From
the study presented, it looks like 41 percent of
the teens were not able to adequately self-sel ect
where you | ooked specifically for teenagers. It
woul d have been nice in the actual use study if
teenagers were actually chosen in the cohort from
t he begi nning, how many of those that are over the
age of 12 or 13 particularly, in order to pick up
the potential for those that m ght then use the
drug to lose weight intentionally.

If, indeed, it did becone a drug that was
sought out for use because of increased
availability, and not only used but abused by teens
who were not overweight to start with, what happens
in terms of weight cycling when you cycle to a nuch
bel ow wei ght back to potentially a normal weight?
The safety of that, with increased availability?
What evi dence exists to help us to think about the

potential for that?
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DR DENT: To answer your question, |
think it was can it be used in teens or, if it is
used in teens, what is the inpact in terns of
wei ght cycling?

DR PARKER  Just given the hi gh nunber of
particularly young femal es that seek wei ght | oss,
if this is avail able over-the-counter, if it is
known to be a drug that is used to help people | ose
wei ght and is sought after for that purpose, when
you start with what many of us--we have already
di scussed that people can't understand a BM, and
it is marketed for those who are, quote,
overweight, and if it is a self-definition of
overwei ght to start with and you sel f-perceive that
you are overwei ght, whether or not you actually are
by BM criteria because you are not considered to
be someone to understand that concept, and you use
the drug or, quote, abuse the drug, what is the
potential there? 1Is this a safety concern? And,
how do we think about this?

DR. WOOD: Ruth, are you asking what the

outcone would be if it was taken by peopl e of
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normal wei ght ?
DR. PARKER: Especially teenagers.
DR. WOOD: Right.

DR DENT: So, what would be the

consequences if orlistat is used by teenagers of
normal weight? First of all, | think we need to be

clear that orlistat is denpnstrated to be safe and

effective in teenagers. |In ternms of the side

effects that teenagers if they are normal weight

m ght experience, given that teenagers perhaps
m ght not be as good at following a diet as an
adult, they might experience nore G-related
treatnent effects.

But froma safety perspective | don't

think that there is a negative consequence. |

think perhaps Dr. Apovian, who is a pediatrician

who treats overwei ght people, could give you a

better perspective on that.

DR APOVI AN  Thank you. In ny experience
treating teenagers and also treating teenagers of

normal weight with bulinma, when they are | ooking

for drugs to help themget their desired weight
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| oss they are | ooking for sonething that wll
overni ght cause a weight [oss of four or five
pounds to make thensel ves feel better after their
bi nge epi sodes. So, they are |ooking for |axatives
and diuretics that cause dehydration so on the
scale it looks like they have | ost wei ght when, in
fact, they have | ost water weight.

As we know fromwhat orlistat does, it
provi des a slow, gradual weight |oss.
Approxi mat el y 150-200 cal ories per day are
mal absorbed. This is not sonething that a teenage
bulimc is going to continue using because the day
after he or she is not going to get their desired
five pound weight loss. That is ny experience.

DR. WOOD: Morris?

DR SCHAMBELAN: | have two questions
One is for the sponsor. The data we have seen this
morning related primarily to 60 ng tid dosing and,
yet, it is going to be packaged with the
opportunity to take one to two tablets tid. |
didn't hear any description of what sort of

direction was going to be given to the person to
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use the agent in terns of the titration. Are they

supposed to titrate to toxicity, side effects,
etc.? Are you advising people to end up on 120
tid? 1 didn't see any nention of how that was
proposed to the user.

DR. DENT: M. Shifkovic, will you
descri be how that is handl ed, please?

MR. SHI FKOVI C.  The proposed | abel

includes instructions for individuals to start with

a 60 ng dose, and that is a better way to mnim ze

side effects as individuals start with therapy.

What we saw from the AUT studi es was that

i ndi vidual s were very successful and understood the

concept of noving up to the higher dose. So, start

with 60 to mnimze the side effects and then

transition to 120.

DR SCHAMBELAN: So, the expectation is

that a successful user will be getting 120 tid?

that correct?

DR. DENT: | think in common with nany OTC

products, a one to two capsule reginen is quite

common and consuners can nodul ate how t hey take the
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drug.

DR SCHAMBELAN. So, it would be two 90
capsul e vial s per nonth.

DR DENT: If you were taking it three
times a day with neals containing fat, of 120, yes.

DR. SCHAMBELAN: The second question
relates to the gui dance docunent that we worked on
with the agency in 2004. As | recall, industry was
advi sed that we were | ooking for individuals with a
BM of 27 or over with co-norbidities and 30 or
over without co-norbidities. Yet, we are | ooking
now at a recomrendation or the possibility of a
target popul ati on who are | ow overwei ght, which
m ght be as low as 25. So, is there a difference
bet ween what we shoul d use to guide industry versus
what we should use to guide the OIC portion of the
phar maceuti cal conpani es? Wy the distinction
her e?

DR. COLMAN. Well, the distinction came up
because of d axo's proposal. As you know, we were
del i berating whether or not the prescription drug

gui dance should lower the criteria down to 25
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DR SCHAMBELAN: We recommended not to do
t hat .

DR. COLMAN: Exactly, and you were there
and | believe you recomended no.

DR. SCHAMBELAN: Ri ght.

DR. COLMAN: And that was a
recomendation. W are currently closing in on the
end stages of revising the guidance. Al | wll
say is that we value your judgnent in terns of what
m ght cone out in that guidance. Cearly, this was
an issue that we thought of fromthe prescription
side of things. Internally, | think there was nore
of a push away fromnot lowering the criteria but
with d axo's proposal we had to deal with it.

DR. SCHAMBELAN: And Dr. Flegal was at
that neeting and I think we were waiting for the
data which | guess was published several nonths
ago, which | think makes ne feel that the
inflection point is not there to recommend that.

But | suppose we can discuss that later in the
pr oceedi ngs.

DR COLMAN. Yes, if | could quickly
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mention, one of the things that Flegal showed is
that there still is some debate about intentiona
weight loss in this range of people overweight, 25
to 29.9. There is sone conflicting data where sone
show a positive effect of intentional weight |oss
and there are sonme data that show perhaps the idea
body weight, and it differs depending on age and
race so it is not honbgeneous. That adds a certain
complexity to it.

DR LEONARD- SEGAL: | would like to just
add a word, if | nmight, to that answer. On the
over-the-counter side, which is what we are talking
about today, whether we want an over-the-counter
wei ght-1o0ss product as per orlistat, we have not
used the BM standard. W have the nonograph which
is a regulatory docunent, although not conpleted so
in the deliberations it focuses on overweight as a
spect rum of wei ghti ness.

The issue | guess that it would be usefu
to hear something about, considering that the
guidelines, in my interpretation of them seemto

focus solely on cardiovascular risk and nortality.
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One way to be deliberating here today and one thing
I guess we would like to hear nore about is whether
that is the only series of risks that we need to be
considering or whether there is a broader range for
sone of these other conditions |ike osteoarthritis
that | tal ked about, end stage renal disease which
was just in the Annals of Internal Medicine--where
we are going to clip our risk/benefit ratio in
terns of the over-the-counter arena.

DR, WOOD: Just to go back to ny point
fromthis nmorning, Andrea, | thought the position
was that weight | oss was an approvabl e indication,
not reduction in cardiovascul ar risk; not reduction
in heart attacks; not reduction in sonme hard
endpoint. Weight |oss was an approvabl e
i ndication. The point | was nmaking this norning
was that | see that as equivalent to, you know, use
of laxatives, use of Viagra. You know, we don't
demand in that setting sonme relationship to a
hard--no pun i ntended- - endpoint.

[ Laught er]

I nmean, | want to keep the conversation
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focused here. |If weight loss is an approvable
indication, then it would be great to know t hat
there is a reduction in risk factors. It would be
even better to know that there is a reduction in
mortality. However, that is not de rigueur. Have
I got that right? Because it is inportant that the
committee understands that if that is the case.

DR. LEONARD- SEGAL: You have that right.
Weight loss is currently an OTC indication. 1 have
not been part of the Rx side of discussions. It
appears to ne that they have been nore conpl ex.
Weight loss is an OTC indication

DR SCHAMBELAN: But we would want to have
a starting point, don't you think? | nean, we are
not going to give sonebody with a BM--1 hate to go
back to BMs but it is sonething | can get
around--sonebody with a BM of 20, we are not going
to use weight loss in that kind of person. So,
think that is what | amstruggling with here. W
sort of set a guideline that everybody felt
confortable wth--maybe there was some debate--and

we are sort of putting that aside and saying, well,
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you know, the only indication is weight |oss.

DR. WOCD: You have to start somewhere.
The way | see the issue in front of us is this,
they have cone in with an application that says
they want approval for over-the-counter use for two
groups, obese and overwei ght. These are approvable
i ndi cations, independently of what we think of this
application right now. That is a separate
di scussi on fromwhatever the guidelines are for the
peopl e who woul d benefit fromweight loss in the Rx
setting, it seenms to ne.

So, the issue that we will grapple with is
whet her we think this drug is approvable for weight
loss, and it is certainly legitimate | guess to
argue about whether the intended target is
appropriate. | guess these are two separate
questions and naybe that is where that cones in.

DR. COLMAN: If | could just point out,

t he nonograph originally came about in 1982. As |
menti oned, the thinking back in that era was that
you could treat people short term alter their

appetite and eating habits and then stop the drug
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and get a long-lasting effect. W now know that is
not the case. So, in sonme ways the nonograph does
exist but it is quite old and, you know, we have
put a lot of work in the Rx guidance in the |ast
ten years so | think all that needs to be taken
into account.

DR LEONARD- SEGAL: | amsorry, | wll
just add one nore piece. The questions that |
outlined for you this norning in my presentation
relate to the Durham Hunphrey Amendnent and what
qualifies a product to be nonprescription versus
prescription. | will reiterate themin one second:

Does the product have an acceptable safety
profile? 1s there a |ow potential for msuse and
abuse? |Is there a reasonabl e therapeutic index of
safety? Can the condition to be treated be
sel f-recogni zed? When used under nonprescription
conditions, is the product safe and effective? Do
the benefits outweigh the risks in the
over-the-counter setting? And, the big question
for the day is does orlistat neet the regul atory

requi renents for nonprescription narketing as per
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Dur ham Hunphr ey ??

DR WOOD: Okay. Paul ?

DR. WoOLF: Dr. Dent, in your first talk
this norning you said this is nore than a pill; it
is a program You showed a slide of six panphlets
that were going to be given or that actually the
public would purchase. Are those panphlets
actually present? Have you devel oped then? Are
they available? |If they are, it would have been
hel pful for the commttee | think to have seen them
since this is a programand not a pill

DR. DENT: Yes, they have been devel oped.
They have been devel oped with the hel p of experts,
and they were included in the NDA docunent that was
submitted

DR WOOLF: | would make sort of a genera
comrent. \Whenever there are these kinds of
ancillary materials, | think it would be very
hel pful if the FDA nandated that the conmittee
menbers--or nake sure that we got them not just
panphl ets but at the Septenber neeting we were

asked to approve a delivery system but never got to
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see the device first-hand. So, | think that any of
those kinds of things should be available to the
committee. Obviously, the device probably
shoul dn't have been shipped out to us in advance
but it could have been here. The pamphlets clearly
shoul d have been nade available for us to | ook at.

DR DENT: | should enphasize that the
material in the panphlets, although not exactly the
same as the material that we have now, is very,
very simlar and were used in the actual use trial
So, they were a part of the actual use trial

DR. WOOD: Marie?

DR GRIFFIN: It worries ne a little bit
when the | abel says "talk to your physician or
phar maci st" about warfarin, say, when the physician
I don't think has the know edge base. | nean, what
is the know edge base for what we tell those
patients?

DR DENT: Could | ask Dr. Bennett if he
woul d give that perspective as sonebody who is in
the Division of Hematol ogy?

DR. BENNETT: So, | am a henmtol ogi st and
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| see patients who get warfarin. So, the end
result is the prothronbin tine or the INR So,
what you need to know is whether there is a change
in the patient's INR In fact, what you tell a
patient who is on warfarin is that if you take a
new nedi ci ne you need to have your |INR checked nore
frequently. In ny ow case, for exanple, | can't
renenber whether things go up or down or where they
go, but I do know that if a patient goes on a
medi cine | need to check the I NR and change the
dose of warfarin appropriately.

DR. CGRIFFIN: | guess the question is do
physicians really know what this drug does? You
know, | don't think there is nmuch of a know edge
base out there. So, if a patient takes a new drug
they are told to contact their physician.

DR. WOOD: So, what you are saying is that
there needs to be some educational plan for
physi ci ans when the phone rings at 2:00 in the
nor ni ng.

DR. GRIFFIN: Right, and | think we need

to know if this is a problem | nean, there are a
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| ot of patients on warfarin and there are a | ot of
drugs, and sone drugs cause nore problens than
ot hers.

DR BENNETT: What | tell patients is if
you go on a new drug and you are taking warfarin
you need to see ne because you need to have your
INR checked. Like | tried to say, it doesn't
matter to me--because what do | know-it doesn't
matter to nme whether it goes up or down. | just
need to know if it changes so | can change the dose
of warfarin appropriately.

DR. WOOD: There is a difference between
the potential mechani smof an interaction here from
nmost of the ones you are familiar with. Mst of
these involve inhibition or induction of drug
met abol i smand certainly for inhibition that
occurred pretty quickly. Here, presumably, it is
goi ng to produce an interaction through depletion
of vitamn Kif it produces an interaction. At
| east fromthe data you have shown us, the tine
course of that is unclear, to say the best at the

monment. So, there is some need to educate

file:///C)/dummy/0123NONP.TXT (327 of 459) [2/3/2006 12:26:22 PM]



filex///Cl/dummy/0123NONP.TXT

328
physi ci ans about what that difference is. | nean,
| suspect that your reaction as a hematol ogi st who
sees patients is based on a different kind of
mechani stic interaction than actually will be seen
here, a different tine course.

DR. BENNETT: Well, your basic prem se
don't agree with--

DR. WOOD: So, here is the question Mrie
has on the table, when the patient calls her and
says | amstarting on this drug, how long are you
going to nonitor the INR intensively?

DR BENNETT: That is an excellent
question. That is based on howlong it takes to
achi eve steady state and, in fact, if you do
achi eve a steady state.

DR WoOD: O ?

DR BENNETT: O your vitamn K |evel

DR. WoOD: Right. So, howlong is that?

DR. BENNETT: Unfortunately, on that slide
the data was at six nonths, and | haven't seen the
data but apparently sonebody can tell you. The

changes in fat-soluble vitam n | evel s happen
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relatively quickly and are stable after that. W
saw the level after six nmonths. So, as far as
can tell, it looks like you need to monitor the INR
at approxi mately weekly intervals and, from what |
have been told, after four to six weeks | think you
are back in a steady state and you can begin to
monitor them | ess frequently.

DR. WOOD: That is an inportant point to
get across. If we are telling people to call their
physi cian we had better have some answers that are
a bit nore precise than that. Marie?

DR. GRIFFIN: | have one other thing. |Is
there any gui dance? This is a six-nonth program
but what about people in whomit was successful and
now they want to use it again? |s there going to
be any information?

DR. DENT: The information in the | abe
recomrends that people, when they stop at six
months, if they begin to regain weight after three
nmont hs they can go on another course of orlistat.

If they haven't |ost enough weight at the end of

six nonths we recommend that they go and see a
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physi ci an.

DR, WOOD: Okay. M ss Coffin?

M5. COFFIN. | wanted to say that | was
actually one of the folks that thought that the
overwei ght and obese definition should stay
consi stent so 25-30 is overweight and a BM above
30 is considered obese. What | will tell you is
that people out there are familiar with the BM.
They may not be able to tell you exactly what their
BM is, and even individuals with BMs close to 40
are very reticent to call thensel ves obese. bese
is a very bad buzz word. So, keeping the |abeling
to say overweight is going to be nore likely to
reach the folks that need to be reached. | want to
be very clear though as far as risk and safety
goes. If a normal weight individual, say soneone
between a BM of 20 and 25, were to take this
medi cati on what woul d happen?

DR DENT: Dr. Apovian, would you like to
address that question?

DR. APOVI AN: That is a very good

question. W know that people with BMs of 20-25
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sonetimes do consider thensel ves overwei ght even
t hough they have normal weight. Olistat, as you
have seen here today, is a very safe drug. It wll
al | ow mal absorption of fat and typically about 150
calories to 200 calories of fat will be mal absorbed
per day. So, | really don't see any untoward
effect of a patient who has a BM of 20 or 25 in
taking orlistat.

We can al so | ook at ny core slide that
showed the increased risk of co-norbidities even in
patients of nornal body weight. So, even patients
who have a BM of between 20 and 25, as they gain
wei ght their risk of serious co-norbidities, such
as type 2 diabetes, goes up. So, | think that
anyone gai ni ng weight in that category shoul d think
about a wei ght-1oss program

MS. COFFIN:  FDA expl ai ned that folks
between a BM of 25-28 had a | esser weight-1|oss
result. So, it would be even |ess than in someone
with a BM of 20-25?

DR DENT: The effects of orlistat in the

| ower BM of 25 have not been studied so we can't
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answer you directly.

DR. WOOD: But | think part of the answer,
John, was that there is a change in the absolute
reduction in weight with a relatively simlar
percentage reduction in weight, which is sort of
what you woul d expect, isn't it?

DR DENT: Yes. Perhaps to help you
understand the warfarin situation a little bitter,
Dr. Shiffman has some data about how patients on
warfarin interact with their doctor

DR, WoOD: Well, let's not get bogged down
on that because we have a | ot nobre questions. W
will cone back to that if it comes back up. Dr.

Car penter?

DR. CARPENTER: | wanted to expand on
Mari e's comrent about what happens after the six
months. As presented this norning, there is six
mont hs of drug with gui dance and then an extra six
mont hs of guidance. Now, | hate to specul ate but
my suspicion is that there is going to be weight
loss and it is going to be regai ned, and despite

the indication of six-nonth use of the nedication,
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there is probably going to be a substantial nunber
of people that take this drug on the
over-the-counter basis, if it is out there, for
extended periods of tine. |In that setting one has
to beg the question of where sone | evel of
oversight, if it is not the physician, can cone
into play to perhaps | ook for red flags in terns of
toxicities that we are not aware of because the
over-the-counter safety data is only at the
si x-nont h point.

An earlier suggestion in the public
comrentary canme fromthe pharmacy folks in terns of
a system of oversight that could be inplenmented at
the pharmacist level. | wondered if the sponsor
had considered that potential option or if a
mechani smexi sts to include an intermediate | evel
of oversight in such a manner.

DR. DENT: | think the first thing to
reenphasi ze is the safety profile of orlistat.
think one of the things that really distinguishes
orlistat fromother weight-loss drugs is this

conpl ete lack of negative effects on
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cardi ovascul ar, CNS and so on. So, we are dealing
here with a very, very safe drug

In terms of howit is marketed, there are
only two options in the United States and that is
prescription and over-the-counter. W feel that
this is an appropriate drug. It is safe; it is
effective; and it should be over-the-counter

DR. CARPENTER: Even though your
application is for six nmonths, there is likely to
be nmuch nore chronic use of the drug.

DR DENT: Again, | think that is a
question really of how people are likely to behave
when they plateau at their weight and whet her they
will continue to buy the product beyond pl ateau-ing
intheir weight. Dr. Shiffman can perhaps talk to
what people actually did in the actual use trial
and how the real challenge is probably to get
people to keep using it for six nonths, rather than
bei ng concerned about having themuse it |onger
t han si x nont hs.

DR. WOOD: We are getting close to our

break. W have nmanaged to go through the entire
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day al nost without discussing the major side
effects of this drug and at sone point we are going
to have to do that. Have you considered putting
sonme warning on the box that is sonething like
this, this drug should not be taken when wearing
your new underwear, or something |like that?

[ Laught er]

I mean, you know, we have kind of avoi ded
this issue but we can't ignore it and when we come
back fromthe break we need to sort of grapple with
that in some way. So, let's be back at 3:45.

[Brief recess]

DR WOOD: Let's get started. | want us
to discuss what we will for the nonent cal
euphem stically the underwear problem because it
sort of worries me a bit that we have spent an
entire day discussing the nuances of vitamn K
met abolism | amnot being facetious about it, I
think we really need to have an understandi ng of
just what all these euphemi snms nean. | mean, you
know, is this the sort of thing you can't take on a

first date? What does oily | eakage nmean? | am not
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trying to be gross here but | think the public,
when they start using sonething like this, needs to
under st and, you know, what the operational issues
are here, to put it mldly, and what the lifestyle
effects woul d be. So, can you wal k us through that
a bit?

DR DENT: Prof. Wod, to be very clear,
these are very manageabl e treatnment-rel ated effects
that are related specifically to how nuch fat you
have in your diet. |If you follow the diet and you
take the drug appropriately they are nanageabl e.

Let us show you the data--

DR. WOOD: No, no, nobody is arguing with
whet her they are manageable. Wat | want to know
is, really clearly articul ated, what we nmean by al
these things. Wen you say "flatus with | eakage"
what does that nmean? Does that mean, you know, |
woul d be enmbarrassed sitting here right now? Does
it mean that sonebody couldn't drive to work? You
know, | am not being facetious about this. This is
somet hing that people really need to have an

under st andi ng of before they start taking
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sonething, it seens to ne. So, | buy into the
manageabl e and so on, but tell us in words of one
syl l abl e what this neans, what happens, what one
woul d expect to see.

DR. DENT: Dr. Hauptman, you are probably
nmost experienced with orlistat of anybody.

DR HAUPTMAN: When we first started this
programit was quite clear that based on the
mechani sm of mal absorption of fat that we woul d get
sonething simlar. O course, there are other
conmpounds out on the market, food additives, that
cause simlar types of adverse events. But | think
the ones that are of concern are really what is
uni nt ended as opposed to those things that you can
control. So, there are two that are the ones that
peopl e are the nbst concerned about, and that is
because it is an uncontrolled--at |east spotting is
I'i ke an uncontroll ed seepage of oil w thout stool,
whereas fecal incontinence is uncontrolled,
spont aneous defecation basically because the fat is
m xed in with the stool

For the majority of people, obviously,
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that doesn't happen but the person to whomit
happens it is a concern. Generally it is related
to their diet and generally, once they understand
what caused it, they are able to control it. But
in our clinical studies we explained to them what

m ght occur in the consent form obviously, and when
it happened they weren't upset. They understood
that this is how the drug works, and the majority
of themcould control it but, obviously, there
woul d be sone accidents for patients.

But | think the nost inportant thing is
that patients didn't drop out of the studies;
didn't stop the drug. They had to nodify their
diet or discontinue |osing weight. But those are
the two that are truly the ones that | think people
woul d be concerned about. |If there are specific
ones that you want ne to discuss in detail--

DR. WOOD: These all sound to ne like
things that if you wouldn't be concerned about |
woul d be concerned about. So, wal k us through each
of themand tell us what you are tal king about.

Let's be clear here, we are anongst friends. Wen
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you tal k about soiling, are you just tal king about
a mark on my underwear or are you talking about
somet hing nore serious? |If you are talking about
fecal incontinence, you know, that doesn't go down
wel | for advisory commttee nmenbers in ny
experience. So, give it to us straight.

Nobody is arguing with you about whether
it should be expected or not or whether it is
mechani stically based. W all understand that.
What we need to know is when you start taking this
drug over-the-counter and sonmebody buys it in a
pharmacy and wal ks out the door what are the
chances that they are incontinent that night?
Seven percent, right? DR. HAUPTMAN. First of all,
it would be several days after you start the drug.
It is encouraged that you actually start to diet
first in order to get a low fat diet. Sone
percent age of patients who at any tine during the
two to four years--it is seven percent but it is
not every day. It is not chronic.

DR. WoOOD: Well, that is reassuring but, |

mean, seven percent--you know, nost of us would
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think seven percent once woul d be enough
i ncontinence. Right?

DR. HAUPTMAN: If it is a specific concern
to you you would stop the drug and you woul d never
take it again. |If you believe that the drug has
benefit and you want to test it to see if the drug
wor ked, then you would take it and you woul d work
t hrough the adverse events. W are not hiding
them W have al ways had them We have themin
our package insert for the prescription nedication.
I f anyone renenbers our drug consumer ads, we were
very, very clear about what these adverse events
were so peopl e knew about them beforehand. But,
clearly--

DR. WoOD: | amnot trying to argue with
you about it. | want you just to be really clear
and explain to us and to the public what these
i ssues nean. |ncontinence occurs in seven percent
of the patients. Nowlet's take the others. You
have a list somewhere. Walk us through that I|ist
and explain to us what each of these really means

to people. Oy | eakage, tell nme about that.
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DR HAUPTMAN.  Woul d you pl ease put on the
slide with the list?

DR. WOOD: No, we don't need slides up.
We know what it is. Gve us a sense--we don't need
a picture. Wuat we need is to understand what you
mean by oily | eakage. 1s that oily | eakage with
feces?

DR. HAUPTMAN: | will go through it. W
broke it up into seven adverse events that were
specifically related to orlistat use. The first
one that we thought was the npbst inportant to
patients was fecal incontinence, which was
uncontrol | ed, spontaneous defecation

The second one that we thought was the
nmost inportant to patients was oily spotting, which
is uncontrol |l ed seepage of oil in the absence of
stool. The reason that happens is that when you
start taking the drug you al ready have preforned
stool in the colon. The unabsorbed fat goes around
it. It doesn't get part of the stool and you can
get sone of the seepage.

DR WOOD: What do you nean by that? |Is
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that a teacupful, a teaspoonful?

DR HAUPTMAN:  When we did studies we
actually weighed it in our clin. pharm studies.
We had pads and we actually weighed it and it was
maybe 3 g or 5 g.

DR. WOOD: So, that is like a teaspoonful

DR HAUPTMAN: No, less than that; 5 cc
guess is a teaspoon so it is alittle bit less than
that. That is about the maxinumthat it would
occur.

DR WOCD: And what about the other
i ssues?

DR. HAUPTMAN. Fecal urgency is what we
call urgent but controlled need to produce st ool
We have all had fecal urgency at sone point in our
life. W understand it and you get to the nearest
bat hroomif you need to have it. 1In the stoo
woul d be oil, unabsorbed fat increasing the
pressure in the colon or the rectal pouch and you
feel the need to defecate.

DR. WOOD: | think it is your conpany that

has anot her product in which fecal urgency was such
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a serious problemthat people couldn't work the

advisory committee was told. Right? Irritable

bowel syndrone.

DR LEONARD- SEGAL: Al astair, excuse ne,

do you think it would be hel pful for you to hear

from Karen Fei bus on the nunber of people that

dropped out of the actual use study because of G

adverse events? Wuld that be sort of a bottom

line issue for you?

DR WOOD: Yes. It is nore than that

though. | amnot trying to be funny here.

it really is key that we have an understandi ng of

what we are tal king about here, not just sone

euphemni stic expression of, you know, oily | eakage.
Well, it turns out it is 5 cc, or whatever. You
know, we can sort of quantify that. Let's get a
sense of all of this because if | was starting this
drug | would sure want to know should | not start
it if | amabout to chair an advisory comittee for

exanmpl e. You know, these are real-world issues for

peopl e.

DR LEONARD- SEGAL: | wonder, as we are
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di scussing it, what happens in the prescription
envi ronnent - -

DR. WoOD: Well, at |east you have
sonebody there who can explain the risks of this to
you, which you don't in nonprescription. | think
it is even nore inportant in a nonprescription
setting. Go ahead.

DR FEIBUS: Hi! this is Karen Feibus. |
wanted to point out to the advisory committee
menbers that GSK did provide us with the
definitions that they used with their defecation
pattern work-sheet. It is actually in your
briefing packet, behind the tab that says "clinica
review safety and efficacy" right before the
appendi x section, page 98. Section 10.3 of mny
revi ew has the defecation pattern ternms,
definitions and rules. So, that will at |east give
you the definitions of how GSK defi ned each of
these adverse events.

The other thing | wanted to nention is
that nmy background is gynecol ogy so | have spoken

to a lot of wonen over tinme who have experienced
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certainly some of these side effects, not related
to orlistat use but related to aging or related to
side effects that they are having foll ow ng just
delivering children and things like that. | think
it isreally hard to try to quantify what these
side effects mght be for each individual because
there is probably a very large individual variation
dependi ng on a wonan's pelvic function and how her
body is personally dealing with the dose of this
drug. So, there is probably a trenendous range as
to how nuch fl atul ence soneone is going to have and
how much watery | eakage with mucus fromthe bowel
is going to acconpany that.

What really struck nme when | was doing
this review was how few peopl e dropped out because
of these adverse events. Oiginally, before I had
to get ny talk down to 20 minutes, | had a slide
that went through each of these defecation-rel ated
adverse events and | ooked at the percentage of the
i ndividuals in the study who experi enced t hem and
how many actually dropped out. | don't remenber

all of them but the percentage of users with the
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hi ghest percentage dropout was 25 percent, and that
was anong individuals with oily stools, believe it
or not.

Anong t hose who had fecal incontinence and
for me, when | |ooked down this list, it sounded
i ke the nmost CGod-awful thing ever, only 22 percent
of people dropped out. So, | think people have to
be nmade aware of what this range of side effects
is. It is extrenely inportant because, like you
said, it can be extrenely enbarrassing. But people
who experienced these side effects often chose to
continue and some di sconti nued.

The other thing is there was infornmation
in the study about why peopl e stopped using drug or
changed their dosage, and people nentioned being in
a situation where they were worried about using
drug and peopl e adjusted their usage. So,

t hought those things m ght be hel pful to you
Thank you.

DR DENT: Perhaps it would be hel pful if

we give you a perspective on how we are

communi cating this to people. M. Burton?
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MR. BURTON: | amone of those individuals
that Dr. Feibus has just tal ked about. | have been
a Xenical user for three years so | have taken this
i ssue very seriously because | think, both as a
person who has experienced themas well as soneone
who is trying to understand how to conmmunicate to
people that Alli really is not for everyone, we do
not want peopl e surprised.

Slide on. If you |l ook through all of our
in-pack materials, you can see both in the drug
facts format as well as the right side of the back
panel --and right now | am show ng you an exanpl e of
what is in the wel cone guide--this is the very
first thing people see when they open up the six
ref erence gui des.

If you take a | ook just at the boxed
area--1 amsure you can't read that back there, but
we tell people considering the product and buying
the product that these side effects, referred to as
treatnment effects, nmay disappear altogether if you
follow a bal anced diet with an average of 15 g of

fat in each neal. Treatnent effects may include
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fat in your stools; |oose or nore frequent stools;
an urgent need to go to the bathroon and gas with
an oily discharge. W are going to rem nd people
that they are generally mld, that they do occur
more frequently at the begi nning of the program and
may go away after a short period of tine.

| have counted the nunmber of times that we
have a statenment like this--if we can go on to the
next slide--we devote about three full pages of the
wel cone guide to talking in a lot of detail, even
nmore detail then | have just shown you here and
have just read out to you, about exactly what this
means to peopl e.

W give them advice that conmes fromny own
experience and from other patients' experience,
things like waiting three days to adapt to the new
di et before you begin using the product; things
like starting the programon a Friday and giving
yourself the weekend to adjust. |f you | ook
through the materials, we give sone very explicit
advi ce even about the types of clothing that you

m ght consider during early parts of the program
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So, again, it is part of our proposition here that

Alli is not for everyone. | can assure you that

our conmuni cation consuners wll not mss this

advice so they will not be surprised.

DR. WoOD: kay. Qher conments? Yes,

Mary?

DR TINETTI: Related to that, it probably
won't take people very long to realize that if they
are going to have a fatty nmeal they are nore likely
to get some of these effects. So, ny guess is that
certainly with prescription, and even nore so with
over-the-counter, people are going to say, okay,

amgoing to go out for a Big Mac today so | am not

going to take ny orlistat.

First of all, do you have any data about
how often that happens and, nunber two, assum ng
that is probably going to happen fairly frequently

in over-the-counter howis that going to affect the

|'ikelihood of benefit in terns of weight |oss?

DR. DENT: Yes, we do have data on how

much that happens fromthe actual use trial

Shiffman, if you could re-show that?
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DR SH FFMAN:  What we saw in the actua
use trial was that people did typically take the
product two to three tines a day. People did
typically settle into a pattern. W specifically
asked them whet her they occasionally varied from
that pattern. Slide up, please.

What you see is that in the context of a
generally stable pattern people did sonetines use
|l ess than their usual but, interestingly, what they
reported is perhaps the opposite of the intuition,
which is that people said | took | ess because
knew | wasn't going to eat fat, in other words,
understanding that this only blocks fat and if | am
eating a non-fat neal | amgoing to take one
instead of two or skip it altogether.

Very inportantly, there are several things
to bring out, first of all with regard to the side
effects in general. W saw that satisfaction or
the converse, dissatisfaction, was not related to
the incidence of these events, which goes again to
the fact that people found them very tol erable and

manageabl e. Specifically in qualitative
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debriefings that were run with 49 patients in the
trial, they reported very specifically that they
had understood this process fromthe begi nning.
They were not surprised and they found the effects
manageabl e.

Overall, people did vary their dose in a
way that related to their understanding of the
mechani sm but everythi ng we saw suggested t hat
peopl e understood the mechani sm they used the
product appropriately and they used the discretion
they had about one or two capsules in a way that
was appropri ate.

Questions for the Conmittee

DR. WOOD: | think we are probably about
ready to start on the questions. Anyone have any
conpel ling things that they want to tal k about
first? If not, let's start on the first question
The questions are on the board.

So, the question is has clinica
ef fecti veness been denonstrated with orlistat 60 ng
tid and 120 ng tid in the nonprescription setting?

For each of these doses, please comment on the
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following: A six-nonth duration of use; repeated
use or chronic use; use in the overweight
i ndi vidual ; and the FDA wants to add to that the
di stinction between 25-27 and 28-29.9. |s that
right, Andrea?

DR PARKS: Yes.

DR WOCOD: And, use in the obese
i ndividual with and without nultiple co-norbid
condi tions.

So, do we have sone discussion first of
all on the question and on the sub-questions? W
wi Il take each of them separately. Any discussion

on the question? Wyne?

DR. SNODGRASS: M question is about 1(c).

Overwei ght is being defined as 25-30? 1Is that
right? O, is it 27-307?

DR PARKS: Let ne just clarify. Because
of this nmorning' s discussion on efficacy both from
the applicant and also the FDA side, we would |ike
to break that question out to efficacy and the | ow
overwei ght patient population. |If you |look at Dr.

Gol den's slide nunmber four, that would be BM of 25
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to less than 28, and then high overwei ght patients
whi ch woul d be BM of 28 to 29.09.

DR. PARKER: Just for a point of
clarification, I wonder why that definition is so
preci se when it woul d be going over-the-counter and
all it says is "overweight" on the | abel

DR PARKS: Part of it is actually from
data in their clinical efficacy study, their actua
use trial, the four-nonth study.

DR, WOOD: But we are going to approve it
or not for overweight individuals, period, with no
BM requirenent.

DR LEONARD- SEGAL: That is the current
OrC indication. Yes, there is no BM requirenent.

DR. WOOD: Right.

DR PARKER. Nor is there any description
of the termoverweight to help a self-selector
deci de that they are overweight. AmIl correct in
t hat ?

DR LEONARD- SEGAL: That is correct.

DR. PARKS: | think as you deliberate over

question 1(c) it may actually help you eventually
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when you get to question seven.

DR WOOD: Let's take themin order and
let's wait for (c). So, the first question is has
clinical effectiveness been denonstrated with
orlistat 60 and 120 in the OIC setting and a
si x-nonth duration of use? Discussion? Yes, Neal?

DR BENOWTZ: | don't understand this
question about whether it has been denonstrated in
a nonprescription setting because there was only
one actual use nonprescription trial, as far as
can see, which didn't even last six nonths. So, is
this what we think is Iikely nonprescription or
what was really denonstrated nonprescription?

DR PARKS: | think to some extent there
is going to have to be sone extrapol ation fromthe
two studies that were conducted in the NDA for the
prescription setting where the sponsor has actually
| ooked at efficacy data at the six-nmonth time point
as well. So, yes, you would have to rely--

DR. WOOD: Would you be confortable in
rephrasing the question to do you think

orlistat...blah, blah, blah ...and will be
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effective in the nonprescription setting? That is
sort of the question. Right?

DR PARKS: That is fine.

DR. WOOD: Does that help, Neal?

DR. BENOW TZ: Yes.

DR. WOOD: Any ot her discussion on that?
Ready to take a vote on that? Let's start with Dr.
Capri o.

DR CAPRI O Yes.

DR. BENOW TZ: Are we just tal king about
si X nont hs?

DR WOOD:  Yes.

DR. BENOWTZ: | will just phrase this
first by saying that | don't think that there has
been any long-term effectiveness shown. As far as
I can see, when you stop using this nedication you
regain your weight. But if the question is can
someone | ose weight at six nonths then, yes, it has
been denonstrat ed.

DR WOOD: Dr. Carpenter?

DR. CARPENTER: | agree, and sone of that

is extrapolating fromfour-nonth data to the
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si x-nonth point, looking at the previous studies to
get a nmagni tude of weight |oss that we woul d
consider clinically effective.

DR WOCD: Terry?
BLASCHKE: When extrapol ated, yes.
WOOD:  Dean?
FOLLMANN:  Yes.
WOOD: Mel ani e?
COFFI N: Yes.

PARKER:  Yes.

T 3 5 3 3 33

SCHAMBELAN: Yes, with the sane
caveat .

WOCD:  Yes.

GRI FFIN:  Yes.

WOCLF:  Yes.

CLYBURN: Yes.

TINETTI:  Yes.

SNODGRASS:  Yes.

T 3 3 3333

PATTEN:  Yes.

2

WOCOD: Then the same question with
repeated use or chronic use. Do you want to take

the opportunity, before we get confused, to explain
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what you nmean by that? W are easily confused
Mary?

DR. PARKS: | think for this one we are
tal ki ng about both a nonprescription setting and a
prescription setting. So, will there be clinica
ef fectiveness in the nonprescription setting for
repeated use and also fromthe prescription setting
data? Does that hel p?

DR. WoOD: Well, remnd nme, did we see any
data on repeated use? Did | just mss that?

DR PARKS: No, but that is why it is
repeat ed use or chronic use.

DR. WOOD: So, you are tal king about the
two-year studies, for instance.

DR. PARKS: The four-year--

DR WOOD: Right, right. Help ne
understand. The question we are asking here is do
we think it will be effective in repeated use and
chronic use? |Is the question you are really asking
is there concern about using it repeatedly? Curt?

DR. ROSEBRAUGH: Let ne just see if this

is nore what the divisions want to get at.
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Typi cally, when we have an actual use study we have
it run in multiples of what the indication is. So,
if it is a six-nonth indication we would want a
12-nmonth actual use st udy.

| personally would be interested to hear
the committee discuss do you think we need any idea
of what consuners would do in repeat use or chronic
use? As far as | know, we don't have any data in a
nonprescription setting and | kind of wonder if
people think we do need data like that; if it nakes
any difference if people do a repeat use or if they
go past the six nmonths. Does that hel p?

DR. WOOD: There is always a danger in
saying do we want nore data. | know what the
answer will be.

DR ROSEBRAUGH Well, if the committee
menbers think it is not sonething we need, that is
fine. But it would help me personally to know.

DR WoOD: Alright. So, do we understand
the question? Any discussion on that?

DR. PATTEN. Al astair, shall we split this

up because there are chronic use data but there
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aren't repeated use.

DR. WOOD: That sounds |ike a good idea.

DR. SNODGRASS: You are asking about
clinical effectiveness. So, we are tal king about
in the OIC setting effectiveness as used by the
general popul ation, not efficacy as in a controlled
clinical trial.

DR WOOD: Say that again.

DR SNODGRASS: In other words, under
trial conditions efficacy is what you woul d get.
Actual usage in the general popul ation would be
ef fectiveness. So, the way this question is worded
is that we are being asked to | ook at OTC
ef fecti veness so you m ght have to take sone
ef ficacy kind of data and extrapol ate what you
think is going to happen in the OIC setting.

DR. WOOD: Alright. Any other discussion?
Curt wanted us to rephrase the question. Do we
want nore data in repeated use or chronic use?

DR ROSEBRAUGH: | don't know about do we
want nmore data. The question is do you think we

need nore data for that.
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DR. WOOD: More data before approval or
just nore data?

DR. ROSEBRAUGH: Does the committee want
nore data? You know, the way it is used now on the
prescription side we are using it chronically but
it is under the control of a physician. Wen it
gets out OIC there is not going to be a physician
there and the actual use study was cut off so that
we really don't know what people do at that
six-nonth time point. |Is that a concern to the
conmmittee at all?

DR. WOOD: Maybe that will be a good way
to put it. |Is the cut-off at the six-nonth tine
point a concern to the committee? Then maybe we
can cone back to the other question. That is a
good question. Andrea?

DR LEONARD- SEGAL: Al astair, | think we
are thinking about it differently. The question
really is an efficacy question here and we don't
have repeated use efficacy data.

DR. WOOD: Right.

DR LEONARD- SEGAL: No one has provi ded
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that. Generally in the actual use studies when we
consi der what people will do, the studies will go
on longer so we can see if they stop using the
medi cine in accordance with the directions or if
they go back on it. So, | think this repeated use
question really doesn't make sense in the efficacy
question, now that we think about it.

DR. WoOD: Shall we just can it?

DR. LEONARD- SEGAL: Unl ess Mary raises her

hand and says no, | disagree--
DR, WOOD: Well, let's can that question
DR. LEONARD- SEGAL: --1 think we will drop

DR WOOD: Alright. The next question
relates to the use in the overweight individual in
contrast to the obese individual. Right? By BM
definition?

DR. PARKS: Not obese. You are talking
about question 1(c)?

DR WOOD: | amsaying it is the use in
the overwei ght individual, parentheses, in contrast

to the obese individual. 1Is that it?
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DR PARKS: No, it is actually just use in
the overwei ght individual--has clinica
ef fecti veness or significant weight | oss been
denonstrated in the overwei ght popul ati on? And,
here it is to be divided into the | ow overwei ght
and the high overwei ght popul ation. Because in the
next question we are actually asking about obese.

DR WOOD: Any discussion? Morris?

DR. SCHAMBELAN: Can we get clarification?
You are tal king about between 25 and 28 for the | ow
overwei ght ?

DR WOOD:  Yes.

DR SCHAMBELAN: So, to be precise, it is
25 to 28 for | ow overweight and 28 to 29.9 for the
remai nder? |Is that what you are asking for?

DR PARKS: That is correct.

DR. WOOD: What you are trying to get at
here is, is there a disparity in the effectiveness
bet ween these two groups or is there a difference
in the effectiveness between these two groups?

Just nuance? Is that it?

DR PARKS: Yes, to see if there is
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actually a difference because, as you have heard,
the definition of overweight in this OIC setting is
really based on consumers' perception of what
overweight is and is in contrast to what Dr. Col man
presented this norning, the regulatory or
scientific definition of overweight. So, are we
actual | y parsing out an overwei ght population in
the OTC setting here?

DR. WoOD: Well, ny sense, to help get the
di scussion started, was that we saw a rel ationship
bet ween effectiveness that seened to be
proportional to the individual's starting weight so
there was a percentage reduction in weight that
seened pretty constant anongst different groups but
an absolute reduction in weight was different. |
suppose that is sort of what we see with npbst body
measur enents. You know, you see a bigger reduction
in blood pressure in people whose bl ood pressure is
hi ghest to start with; you see a bigger reduction
on chol esterol whose chol esterol is highest to
start with, and so on and so on. So, that would

seemto nme to fit with that inborn prejudice.
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Maybe ot hers saw sonething different.

DR, FOLLMANN: | would just like to
comrent. In the FDA statistical reviewthey talk
about tests of whether there was a constant
treatment effect in ternms of weight loss as a
function of BM, and they did these tests over the
three different studies and found no evidence of
that. So, this is consistent with the idea that
there is not a differential treatnent effect in
terns of weight loss as a function of BM.

DR WOOD: Right. Any other coments?

DR. CLYBURN: | was just going to say |
don't think we have enough data to say in the 25-28
range. There was only the one four-nonth study
that had any substantial patients in that range and
wi thout extrapolating it out to six nonths it
wasn't terribly different.

DR. FOLLMANN: Right, | think it is
cutting it kind of fine to say 25-28, 28-30. You
know, this test just says is there sonmething going
on; it is a continuous value of BM.

DR, WOOD: Particularly when we are not
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asking patients to use that test in the first place
so the precision is not going to be there for them
to nake that distinction. So, they are going to
just sort of grab sone fat and see how it feels,
and if there is a lot there they are overweight.
Any ot her comment s?

MS. COFFIN. Again, | just want to
reiterate that what NTH is putting out is that
overweight is a BM of 25-30 and anythi ng over 30
is considered clinically obese. So, | think that
is what the sponsor used and that is what the
consi stent nmessage is so | would like to consider
1(c) between 25-30, not 25-28.

DR. WOOD: Mary, are you trying to get
here at what the eligible population is?

DR. COLMAN. Yes, | think one of things we
need to keep in nmind is that the N H gui dance
certainly does describe overweight as a BM of 25
to 29.9. However, they consider the appropriate
use of a drug in patients who have a BM of 27 to
29.9 if they have a co-norbidity or are above 30.

So, these are distinctions with differences because
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we are tal king about not sinply |osing weight.
Everyone will agree that you should nmaintain your
wei ght or |ose your weight if you are overweight,
but whether or not you should use a drug to do that
i s anot her questi on.

DR. PARKS: That is also the guidance for
prescription drugs.

DR COLMAN. That is true but | don't see
how it would be any different in this setting.

DR WOOD: Well, it is different in this
setting in that weight loss in itself is an
approvabl e indication independently of risk
factors.

DR. COLMAN:. But the risk/benefit equation
is still the sane. | nmean, you have to | ook at the
i ndi vidual drug but this is a general principle,
you don't go to drugs right off the bat and you try
to target higher risk patients with a drug. That
is the point | amtrying to nake.

DR WOCD: Ckay.

DR. PARKS: Alastair, if | can just add,

if we say that weight loss is an indication for
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approval of drugs, then it is even nore relevant to
consi der these two separate overwei ght subgroups
because then the question is for the | ow
overwei ght, the 25-28. Does that group actually
meet the FDA's definition of efficacy based on
either a five percent weight reduction that is
relative to placebo or the categorical weight |oss
of five percent?

DR. WOOD: | guess the answer is it
doesn't. Right? | nmean, if | remenber the data.

DR PARKS: Well, that would be for the
comrittee to vote for.

DR. WOOD: Right, but the data said it
didn't. So, you are wanting us--let nme nake sure |
got it right--whether we saw data that showed the
drug was effective in an over-the-counter setting
in these two subsets of BM. |s that the question?

DR. PARKS: That is correct.

DR WOOD: kay. So, the question that we
have to answer then is has clinical effectiveness
been denonstrated ... blah, blah, blah...for use in

a population with a BM of 25 to 28 and 28 to 29.9?

file:///C)/dummy/0123NONP.TXT (367 of 459) [2/3/2006 12:26:23 PM]



filex///Cl/dummy/0123NONP.TXT

These are two separate questions, although you
coul d probably answer themtogether. Any other
di scussion on that? Ruth?

DR PARKER. | just would like to
understand does it matter if a consuner
under st ands, nunber one, whether or not they are
overwei ght and, nunber two, whether or not they are
just overwei ght or obese? Does that nmatter?

DR. WOOD: | amnot sure it does, frankly.
I nmean, we are all so puritanical here that we are
dead set agai nst people taking this six nonths
before they go to their high school reunion but,
you know, | amnot so sure that is so bad. | think
that is where a lot of people will do it.

DR. COLMAN: Can | add that the one pl ace
where it mght be a concern is that the higher your
BM, the greater the likelihood that you are going
to have co-norbidities which, sone woul d argue,
woul d be under the care of a physician.

DR WOOD: Right. Yes, George?

DR. GOLDSTEIN: How practical is it to

translate, fromthe point of view of the consuner,
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a 25 to 28 and 28 29.9 and so on? WII you be able
to nake effectively the distinction between
breaki ng that down as opposed to, say, the
di stinction between 25 and greater than 30, the
original distinctions that were made? WII they
understand? WIIl there be a way of translating

that to the field, as it were?

DR. WOOD: | woul d have thought not.

DR. GOLDSTEIN: | would have thought not
as well. That is why | raised the question.

DR WOOD: | aminterested in what other
peopl e have to say about that. | amjust

calculating mne out right now So, to put ny BM
up by that anount--you know, we are talking two or
three pounds. | mean, we are tal king about
precision that is al nbst outside the range of the
average person's bathroom scales, plus their eating
habi t s.

DR COLMAN: But to some extent it is
relevant. |If you |look at the range of BM of
25-30, that is spanning 30 pounds. So, if you are

5'5" and you go froma BM of 25 to 26, that is
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about six pounds. So, | don't think an individua
who has six pounds of weight gain has the sane
baseline risk as someone who is 29.9 and has gai ned
30 pounds. So, in sonme ways it is unfortunate that
the classification lunped this |arge group of
i ndi vi dual s toget her because they are not all in
the sanme risk category. Even though they are al
call ed overweight, there is quite a difference in
the body wei ght range.

DR WoOD: Well, 10 pounds woul d change ny
BM by 1.4. | just calculated it. So, 25-27 would
be about a 10 pound change. | suppose that is a
pretty substantial change. You would certainly
notice that. Any further discussion? | am not
sure people understand it.

DR LEONARD- SEGAL: Al astair, would it be
of value for you to hear the BMs of the people who
self-selected into the actual use study?

DR WOOD: | think we saw that but go
ahead and tell us again. The thing that struck ne
was not the average; the range was astronom c.

DR FEIBUS: | think Dr. Segal just wanted
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me to refresh everybody's nenory that 92 percent of
the individual s who selected into the actual use
were either overwei ght or obese. Anpbng the
i ndi vi dual s who were of normal weight, 80 percent
of themwere in that sort of upper part of the
range of normal weight so that weight difference
was inportant for them even though we don't
consider it to be overweight. But 92 percent were
overwei ght or obese in the actual use study.

DR WOOD: So, if overweight is an
approvabl e indication, it seens to ne that these
peopl e were overwei ght by nost people's definition
of it. Maybe sone of themwere only overwei ght by
their own definition but they sure weren't skinny.
That is for sure. | don't feel very exercised
about that, | nust say.

DR PARKS: Wuld it be easier for the
committee if you just vote on the clinica
ef fectiveness in the overwei ght popul ation, which
woul d be 25-30, but discuss the range or the degree
of effectiveness within that range? Wthin that

range is there a spectrumwhere you think it would
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be nore effective? Does that hel p?

DR WOOD: Let's try that. Dean had
something to say | think

DR FOLLMANN:  The four-nonth study that
was done in the U S had inclusion criteria
believe of BM of 25-28, which is exactly the range
you are looking for there, and in that study they
showed a significant effect of about a kil ogram
For the higher weights, 28-30, we would have to
rely on the | onger-term studi es which showed even
nore of a benefit of orlistat.

DR. WoOD: Right. O course, there were
data that showed a cut at four nonths so you could
| ook at that data at four nmonths as well, and it
| ooked simlarly proportional to ne.

DR FOLLMANN: Right.

DR. WOOD: Sonia, why don't you go first?
We are on (c). | think a "yes" would nmean that we
thought it was effective in the 25-29 range.

Sonia, you got it?
DR. PATTEN: Yes. Let ne take the higher

range of overweight first and say that nmy answer to
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that is yes. For use in the |ower range of

overweight, | amstruggling with that because
NML7247 does not reassure ne on that count. [|f |
amforced to nake a vote, | would go with yes.

DR WOCOD: Ckay. Wayne?

DR. SNODGRASS: | will say yes for both
groups, but with the | ower range, 25-28, you know,
it is statistically there. 1Is it clinically
significant? Probably not clinically but
statistically yes.

DR WOOD: Mary?

DR. TINETTI: | will say yes for
overweight and I will not comrent on the other
because | find it a npot point because we are not
going to have those BMs and anybody is going to
take it if they want anyway so | am not sure why we
are havi ng the di scussion.

DR. CLYBURN: Yes, and | don't see any
data at the |l ower end of the range but, just like
Mary said, | don't see that we are going to have
that data anyway.

DR WOOLF: Yes, and the little data we
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have is not reassuring so |l will say no.

DR WOOD: No for what?

DR WOCOLF: No for the | ower end of
over wei ght.

DR WOCOD: Alright.

DR GRIFFIN: | would say yes for
overweight, with the caveat that there is not nuch
data in the | ower end.

DR. WoOD: And | would say yes, with
Mary's comments.

DR. SCHAMBELAN:  Yes.

DR PARKER Yes and no.

MS. COFFIN:  Yes, with the caveat that the
| oner wei ght are going to get a | ower absolute
wei ght | oss.

DR FOLLMANN:  Yes and yes.

DR. BLASCHKE: Yes and yes.

DR. CARPENTER: | would say yes and no.
Certainly by the criteria that we were given for
effectiveness there is no evidence that the | ower
range nmet the criteria of five percent weight |oss

or nore people losing five percent in active versus

file:///C)/dummy/0123NONP.TXT (374 of 459) [2/3/2006 12:26:23 PM]



filex///Cl/dummy/0123NONP.TXT

pl acebo so | would have to say yes and no.

DR WOCD: Soni a?

DR. CAPRIO Yes and yes

DR. WOOD: Then 1(d) is use in the obese
i ndividual with and without nultiple co-norbid
conditions. |s there any new di scussion on that?
Mary?

DR TINETTI: Wth my reading of the
random zed trials, a lot of the people we are nost
concerned about were excluded--diabetes, etc., and
I amnot sure that in the actual use we heard very
much about co-norbid conditions so | would have to
say we really don't know very nuch about people
with nultiple co-norbid conditions, at |east from
the data we have seen.

DR. WOOD: Do you think there is a
fundanental difference between the two groups or do
you think they are just an extension of one
anot her ?

DR TINETTI: Well, that is always the
question, isn't it? As sonmebody who sees peopl e

with a lot of co-norbidities, | think very often
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people with multiple co-norbidities respond
differently to an additional nedication. These are
peopl e who are going to be taking a | ot of other
medi cations. They may decide to stop taking their
di abeti c nedications because this is going to cure
their diabetes. So, | amnot at all confident to
extrapol at e.

DR. WOOD: But just to be clear, they are
only asking for approval in people wthout
co-norbid conditions. Right?

DR TINETTI: | amjust answering your
quest i on.

DR WoOD: | know, | know and | am just
t hi nking out loud. Any other discussion? Yes,
Neal ?

DR. BENOW TZ: | support that and say that
in the smoking field, for exanple, if someone is a
snoker and they have known coronary di sease they
are usual ly nore addi cted because they keep on
smoking in spite of the fact that they have good
reason not to. So, the same thing could be true

wi th obese patients who have a conplication of
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obesi ty.

DR WOCD: Ckay.

DR. CAPRIO Let me say sonething. There
is data fromDavid Kelly, in Pittsburgh, in adults
with type 2 diabetes and obesity, and there were
very positive data for orlistat so it does help
people. It is not that they are not going to take
their medication for diabetes at all. They did
much better, those that were taking orlistat plus
di abetic nedicati on.

DR TINETTI: | amjust talking about the
data that we have been presented here.

DR WOCD: To make sure that we are
answering the question right, this question relates
to clinical effectiveness and its use in the obese
individual. Let's take first without nmultiple
co-norbid conditions. That is really the only
group that has been presented here today. Right?
So, why don't we answer that question and make
comments on the other one if you feel so inclined.
How about that as a way to move us forward? 1Is

that fair? Sonia?
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DR.

DR.

CAPRI O  Yes, without.

WOOD: So, you are saying yes w thout

mul tiple co-norbid conditions, and do you want to

comment on the with?

DR.

commrent .
DR.
DR.
DR

DR.

CAPRIO Yes, it is a positive

WOCOD: The one you just nade | guess.
CAPRI O  Right.
WOCOD:  Alright. Neal?

BENON TZ: | would say yes to without

and nost likely it would be effective with but we

have no dat a.
DR.
conmment s.
DR.
DR.
wi t hout and |

IVB.

S I

CARPENTER: | agree with those exact

BLASCHKE: As do I.

FOLLMANN: | woul d al so say yes for
don't know about with.

COFFIN:  The sane answer, yes.
PARKER: | agree.

SCHAMBELAN: | agree as well.

WOCD:  Me too.

GRIFFIN:. | do too.
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DR WOOLF: | don't want to change the
trend; | agree.

DR. CLYBURN:  Yes.

DR TINETTI: | would say yes for without
and | amnot convinced with. | think Sonia's data
in a highly regulated clinic doesn't tell us what
is going to happen in the real world so | would say
no, I amnot confident with nultiple
co-norbidities.

DR. SNODGRASS: Yes without and probably
yes with.

DR. PATTEN. Yes, and | don't know enough.

DR WOOD: Let's go on to question two.
Anyt hing el se you want on that one fromthe FDA
side? They decided to withdraw (e) because we
haven't seen any education material. |Is that stil
the case, Mary?

DR. PARKS: That is correct.

DR WOOD: So, we are not going to debate
(e) as we never saw that stuff so | don't see how
we can. Question two, are the safety and

tolerability characteristics of orlistat 60 ng and
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120 ng tid acceptable for a nonprescription drug?
Specifically conment on the followi ng safety
concerns and the ability of |abeling to convey
t hese concerns to the consuner.

Interestingly, the one that is not here is
the one that | suspect a | ot of consuners are going
to think of first, which is the underwear issue
that we tal ked about. You know, | think that
shoul d be front and center and the conpany says
that they have got it there so that is fine.

Wiy don't we take the stem question first
and then address each of these in turn? Are the
safety and tolerability characteristics of the two
doses acceptable for a nonprescription drug?

Di scussion? Silence! Dean?

DR FOLLMANN: | just wanted to reiterate
the comment | had about cycl osporine. Wen they
| ooked at 50 patients with cyclosporine, one in ten
thought they could take it. And, what Eric told us
earlier was not reassuring in that use of both
cycl osporine and orlistat resulted in very | ow

| evel s of cyclosporine and graft rejection.
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DR WOCOD: Well, that is further down.
Let's just take the general stemfirst and then get
to that. Anything on the general sten? Sonia?

The question that is on the table, to which there
is ayes or no answer, is are the safety and
tolerability characteristics of the doses
acceptabl e for a nonprescription drug?

DR PATTEN. But are you dealing
specifically with the fat-sol uble vitam ns?

DR. WOOD: No, we are going to get to
that. W have been specifically asked to coment
on the follow ng safety concerns so | am separating
these two out.

DR. PATTEN. Well, | have a question on
the underwear issue and that is this, | can see
people in the OTC setting having this problem as
about 50 percent of the users did in the actual use
study and, particularly if they are having runny
stools, turning to another OTC drug, sonething like
I modium | am wonderi ng what happens in that
event. Have you given any thought to that? People

are going to try to deal with this for sure because
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it is a very unpleasant side effect.

DR DENT: [Not at mnicrophone;

i naudi bl e] .. .those kind of compounds don't have any
effect.

DR. PATTEN. So, they just postpone the
i nevi tabl e?

DR. WOOD: No, you just keep | eaking.

DR. HAUPTMAN: I nportantly, we didn't see
[not at nicrophone; inaudible].

DR, PARKER: | have one ot her question
about the G soiling and side effects, and that is
whether or not it is inpacted by exercise; whether
or not it is nore common. The gut tends to be
qui eter when the body is quiet, and whether or not
this woul d di scourage peopl e from exerci sing.

DR HAUPTMAN: W didn't look at it with
exercise, but what is inportant is that when you
sl eep at night we al nost had none of these adverse
events because sphincter tone is increased and
there is a double sphincter as well. | don't know
what happens with exercise but | can tell you that

during sleep you didn't get any of these adverse
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events.

DR SH FFMAN: Just to answer that
question in terms of patients' actual behavior,
what we saw in the actual use trial was a marked
i ncrease in exercise, both duration and frequency.
So, people generally increased exercise rather than
decreased it.

DR. PARKER: In the actual use study did
you query to find out whether anong those who were
exercising and using it they had nore G effects
during exercise?

DR. SHI FFMAN:  We haven't done that
particul ar cross tab but, again, overall you see an
i ncrease in exercise

DR. WOOD: Sonia, back to you. The
question is are the safety and tolerability
characteristics of the doses acceptable for a
nonprescription drug?

DR. PATTEN. And we are tal king about all
of these in terns of safety--

DR. WOOD: No, we are just tal king about

what is on the screen right now.
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DR PATTEN. Safety concerns, okay.

DR. WOOD: And then we will go through
each of these in turn.

DR PATTEN. So, we are tal king about
general safety concerns and the ability of |abeling
to convey these. |Is that right?

DR. WOOD: Right.

DR. PATTEN. | think that in nmy mnd there
are sone profound safety concerns regarding
cyclosporine and warfarin. | think that the
| abel i ng needs to be very explicit and very
conspi cuous to i nform peopl e about these possible
safety hazards. Wat | saw on the |abel that is
part of the NDA did not assure ne that that was the
case. | was not reassured by the fact that people
on warfarin and people on cyclosporine incorrectly
sel ected thensel ves into the group to use so | have
concer ns.

DR WOCD: So that is a no?

DR. PATTEN. That is a no.

DR SNODGRASS: Well, | have a dichotonous

answer. Wen we get to the next part it will be
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different than this answer. Looking at just this

first question fromsort of a pharnacol ogi c cont ext

only and that it is mnimlly systemcally
absorbed, | would actually answer this first
part--is the system c safety and subjective

tolerability acceptable in general w thout

consi deration of these other issues--that would be

yes.
TI NETTI:  No.

CLYBURN: I n general yes

3 3 3

WOCLF: Yes.

DR. GRIFFIN: In general yes but | am
concerned about repeated use and that we don't have

any information about long-termuse in this kind of

setting.
DR WOOD:  Yes.

DR. SCHAMBELAN: Yes, but | want to

reserve di scussion for the other specific questions

because | can't see how we can separate these,

frankly.

DR. PARKER: | agree and | share the issue

related to the repeated use.
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COFFI N Yes.

FOLLMANN:  No

S

BLASCHKE: Generally yes.

DR CARPENTER: Generally yes, and with
comrents for the next round.

DR BENOW TZ: Yes.

DR CAPRIO Generally yes but | share the
comment of the repeated use.

DR. WOOD: Do you want to give us the vote
on that, Darrell? While you are counting, we wll
go to the fat-soluble vitamns and then we will
come back to that. Any comments on the fat-soluble
vi tam ns?

| felt that that wasn't well dealt with.

I think that there should be a way of making sure
that nultivitam ns are actually delivered to
patients, and preferably in the package. The
expiration date problemjust seened to nme | ess than
an insoluble problem if that is the reason they
aren't packaged together. The reality was that of
the people who were not taking multivitam ns before

they started on the drug, only 50 percent of them
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actually started on nmultivitam ns in the study.
So, that is the increment you are working wth.
The others were already on it so it is hard to know
what they did. The third thing was that many of
themdidn't seemto be taking it at the right tine.
So, | think the sponsor needs to come up with a
better strategy, including | think packaging it
together, to nake sure that the people do what they
are asked to do, and that doesn't seemto be a big
job. Yes?

DR CARPENTER | have concerns about this
as well, but | could accept the sponsor's coments
regardi ng preferences for vitam ns, and people have
ways that | don't understand nor will many
physi ci ans even understand why a certain vitamn is
chosen by one particul ar patient over another. |
didn't think the coupon idea was that bad, but I
thought that if, for instance, as with the age
issue it can be bar coded at the point of sale to
enforce an age issue, it can also be bar coded to
enforce a vitamn or even, for that matter, ask the

question of cyclosporine or warfarin use at the
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point of sale in the sane manner the age conponent
is planned to be done. But | think if sone
mechani smlike that could be put into place it
woul d reassure a | ot of our concerns about the
safety issues.

DR. WoOD: Well, | amnot so reassured
about the coupon, | nust say. It seens to ne that
is sort of a way to increase sales of sonething
el se. But the bottomline that we are dealing with
here is making this drug safe and effective
over-the-counter. |[If to be safe and effective,
which is what the sponsor says, it needs to be
taken with a vitamin two hours before, then it
seenms to ne that that is part of the package that
shoul d be delivered to the consuner to do that and
it shouldn't be something that they have to run
around to find and pay nore for. It is part of the
package for effectiveness and safety.

DR CARPENTER: But 50 percent of the
group is already taking their preference of vitamn
So- -

DR. WOOD: No, their preference is not
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evidence based. That is for sure. Neal?

DR. BENON TZ: | have sone concerns about
the i dea of mandating vitam ns or some particul ar
vitamin with it. One, we haven't seen that
vitamins work; that it makes a difference. The
second thing is a lot of vitamns do have vitanmin K
and if we are |looking at the warfarin population it
gets a little bit tricky when you start giving
someone vitanm n K when they are on warfarin and,
you know, it differs in their diet. So, | think it
woul d nake the warfarin part nore conplicated--not
that it is not manageable but it would nake it nore
conplicated for managenent.

DR. WOOD: | know but right nowit is
open-ended. They could be taking vitanmin K or not.
So, | nmean, we haven't solved that problenm it is
still there.

DR. BENOW TZ: Well, presunably a
physi cian who is managi ng the warfarin woul d advi se
their patient about taking vitamins with vitamn K
They could take vitam ns without vitam n K or take

it every single day, one way or the other.
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DR. WOOD: That is an interesting question
because | amnot sure--1 nean, isn't the point here
that you would want themto take vitanmin Kif they
were taking warfarin with this drug? | understand
the issues of vitamin K but the point here is you
are going to change the vitamn K |evels.

DR. BENOWTZ: Well, you want to maintain
the vitamin Klevels to be stable so if the person
was taking vitamn K at first and was stabilized on
the dose, that is fine but you wouldn't want them
to start taking vitamin K fresh wi thout having the
person nmanagi ng the warfarin realize that.

DR, WOOD: kay. O her discussion?
Ceorge?

DR. GOLDSTEIN: A comment on the other
side of the vitamin issue, if a person is already
taking vitanmins and is presented with a package
that seens to require themto take additiona
vitam ns, what about the issue of excessive A or D?
None of us are really concerned about B and C but
the accunul ation of vitanmins A and D can cause sone

serious problens over a long period of time, as you

file:///C)/dummy/0123NONP.TXT (390 of 459) [2/3/2006 12:26:23 PM]



filex///Cl/dummy/0123NONP.TXT

391
all know.

DR. WOOD: Presumably you woul d only take
one. You would have to be instructed to only take
one.

DR GOLDSTEIN: | think that is sonething
that needs to be consi dered.

DR. SNODGRASS: May | comment on that?
The data in adults is that vitamin A at the 5,000
units a day was too nuch for the nultivitamns. It
is down to 3500 units because of osteoporosis.

Wth vitamin Dit is the opposite. There is a
general trend in sone portions of the adult
popul ation to be lowin vitanmin D.

DR WOCD: O her conmments on the vitam ns?
Do you want us to go around on this or have you got
t he di scussion?

DR PARKS: Go around on this.

DR. WOOD: Okay. Sonia?

DR CAPRIO M answer is no, | would like
to have a better strategy in the package, better
advi ce for when and how to take them

DR BENOWTZ: | would like to see sone
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| abel changes but | amnot particularly in favor of
mandating that there be vitamins in the package.

DR. CARPENTER: As per ny earlier
comments, | think addressing the issue but not
co-selling the vitamins is essential. But | think
a point of sale check for the drug and the vitamns
woul d be very helpful in terns of safety issues.

DR WOOD: Terry?

DR. BLASCHKE: And | am not concerned
about the vitamins, with the exception of
addressing the warfarin issue.

DR. FOLLMANN: | am al so not concerned
about vitan ns.

M5. COFFIN: | amnot concerned about the
vitamins either. | think that if you surveyed the
general popul ation you would find varying |evels of
vitam n deficiencies and over-use so | amnot sure
that this is related to that.

DR WOOD: Ruth?

DR. PARKER. | am not overly concerned
with the vitam n issue.

DR SCHAMBELAN: | agree with that
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posi tion.

DR WOOD: | actually don't think it
matters but the conpany came here and told us it
had to be done and | don't believe they have
actually come up with a strategy to get it done,
and they need to decide either it doesn't need to
be done, which nmight be a reasonable position, or
it does need to be done. But | object to this sort
of sitting on the fence, that it does need to be
done but we don't care if it is done. You can't
have it both ways. So, | have an anbi guous answer.
Mari e?

DR GRIFFIN: For six months of use | am
not concerned. For chronic use | think it could
becone a problemso |I think the | abel needs to be
cl ear.

DR WOoOLF: | will agree with that and
woul d al so add the caveat that the warfarin issue
has to be dealt with in nmuch better | abeling.

DR CLYBURN. | am not concerned about the
vi t am ns.

DR TINETTI: | am not concer ned.
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DR SNODGRASS: | am concerned for the
chronic use and the warfarin issue but otherw se,
no, it is not a big issue.

DR PATTEN. | am not concerned except for
warfarin, and | think it would be very inportant to
eventual |y have repeated use data to see what the
i npact m ght be.

DR, WOOD: kay. What about drug-drug
interactions, specifically cycl osporine and
warfarin? A lot of people wanted to tal k about

that. Wwo wants to go first?

DR. TINETTI: | think that we didn't get
very good answers to the warfarin issue. | think
it was a little bit cavalier to say, well, it is
just like any other interactions. It is really not

Iike any other interactions. You can see this
woul d be particularly a problemw th three-way drug
interactions if they are taking another drug, such
as an antibiotic that is going to further deplete
their vitamin K So, | was under-whelmed with the
di scussion on warfarin and we heard how nmany peopl e

are on warfarin. People don't tell their doctors
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about over-the-counter medications, no matter how
much we tell themto do that. So, | think that
hasn't been adequately dealt with yet.

DR WOCOD: O her comments? Neal ?

DR. BENOWTZ: To followup on an earlier
comrent, and | think it m ght have been Mary's,
about educating physicians and giving themthe
appropriate data, | don't think we have this.
think we really need a long-termwarfarin
interaction study that m ght go over a couple of
months in people with stable dose to see in a
systemati c way whether orlistat affects dosing and
what the tine course is so that doctors know what
to do.

DR. WOOD: So, you woul d suggest making
that requirenent?

DR BENOWTZ: | would like to see that,
yes.

DR WOCOD: O her conments?

DR SCHAMBELAN: | am concerned al so about
other drugs that might have the sane types of

interactions, particularly ammi oderone. | don't
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know whet her a 30 percent decrease in AUC has
clinical significance. Soneone |ike Neal could
probably answer that better than I, but | think we
shouldn't just stop short of listing two drugs in
terns of drug interactions.

DR. GRIFFIN: Yes, | was concerned about
that sane issue because it sounds |ike the
cycl osporine thing came up because of AERS reports,
not because of sonething that was known about the
drug. Then, what happens to the other drugs even
t hough they are uncommon? A decrease in the |eve
of ammi oderone coul d have very bad effects

DR. WOOD: O her comments? \Wayne?

DR. SNODGRASS: The labeling clearly has
to address these kinds of issues.

DR WOOD: | think what Neal is saying is
we don't have enough data to address it clearly in
the label. 1Is that fair, Neal?

DR BENON TZ: Well, | think the | abe
m ght be okay or could be strengthened, but | think
t he physici an- -

DR WOOD: Right. So, labeling it to say
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talk to your doctor is fine, except the doctor
needs to know what to do when the phone rings.

That is the point, is it?

DR. BENOW TZ: Yes.

DR WOCOD: Any other comments on that?
What about other drugs, just to nake sure we have
covered that?

DR PARKER | had one comrent just in
terns of the whol e pol y-pharmacy, encouragi ng
perhaps on the | abel patients to take this al ong
with their other medications with them when they
see their doctor. So few people can actually tel
you what they are on and it m ght be usefu
consuner - based information if they were advised to
take this with them when they see their doctor so
their doctor knows they are on it.

DR WOOD: Any other comments on the drug
i nteraction question?

DR BLASCHKE: Just a quick coment, |
very nmuch agree with Mary that it is very difficult
to get histories of OIC drug use from patients.

So, depending on the patient to tell you that they
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are taking this | think is a problem | |ike
Ruth's idea. W do this in our clinic in a sort of
brown bad exam

DR WOOD: Alright. Wuld it be fair to
summari ze that we do have concerns about the
physician information for warfarin and that there
shoul d be sone studies on that? What about the
i ssue of the cyclosporine | abeling and how t hat
pl ayed out in the |abeling? Are there any issues
you want to discussion with that?

DR BENOW TZ: | just would say that one
consequence of not paying attention is that you nmay
have organ rejection. | think it should be very
frank; not just say see your doctor but say what
the consequence nay be.

DR. WOOD: You may | ose your ki dney.

DR. BENOW TZ: Yes.

DR CARPENTER. G ven the seriousness of
what coul d happen with decreased cycl osporine
| evel s and rejection, shouldn't this just be an
excl usi on?

DR WOCD: It is.
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DR CARPENTER: An enforced excl usion
DR. WoOD: Well, how do you enforce it?
DR. CARPENTER: Point of sal e check
DR WOCOD: But that is not OIC.
DR. CARPENTER: Well, you are doing it for
age.
DR WOOD: What do you nean by point of
sal e?

DR. CARPENTER: Ask the purchaser at the
time of sale. They have stated that they are doing
it for age.

DR. WoOD: Well, | amcertainly not in
favor of a 16 year-old checkout clerk taking a
medi cal history at the checkout.

DR. CARPENTER: No, no, the way--

DR. WOOD: | nean, a point of sale check
on ot her drugs would involve sonebody saying to you
tell me the other drugs you are on, sir, and then a
barely literate 16-year old | ooking down this |ist
to decide. The liability risks there are
astronomni c.

DR CARPENTER:. W were told earlier that

file:///C)/dummy/0123NONP.TXT (399 of 459) [2/3/2006 12:26:23 PM]



filex///Cl/dummy/0123NONP.TXT

400
this drug wouldn't be sold to children or to people
under 18 because of the way the product would be
bar coded.

DR WOOD: Well, that is different froma
drug check.

DR. CARPENTER: Well, does it have to be?
Can you programthe sane sinple yes/no information
over 18 or under 18; on cycl osporine or not on
cycl osporine and not sell it to those people?

DR PARKER |Is that true? It is true
about the under 18?

DR. WoOD: We are coming to that. Hold
that thought.

DR. DENT: W are very aware of the issue
with cycl osporine [not at m crophone; inaudible].

DR WOOD: | think the person making the
recording can't hear you. Gab one of the
m cr ophones, John.

DR DENT: W are very aware of the issue
with cyclosporine. W have plans that include
maki ng sure that we contact the entire network of

transplant centers with information, educating
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transpl ant physicians, ensuring that people who are
di scharging transpl ant patients have the
i nformati on about cycl osporine. But those plans
have not been reviewed in the brief by the FDA W
are aware of it. We think it is inportant and we
will followup with it.

DR WOCD: Well, | think the bottomline
here shoul d be that the FDA should followup with
it. | think there is not enough of that done and
we should actually check that whatever is proposed
produces an effect. So, we should expect that
what ever plan is introduced reduces the nunber of
cycl osporine patients who take this drug if it were
to go over-the-counter within two years, and that
we actually denonstrate that that is the case, not
just, you know, hope for the best.

DR FOLLMANN: | guess the thing with the
company's plan is that it is geared towards the
doctors and we are really concerned nore about the
patients who will read this and say, well, | amon
cycl osporine but I want to do it anyway. | think

it would be hel pful to have the transplant doctors
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give advice to the FDA about what |evels of
cycl osporine are subtherapeutic and will this be a
real problemor not. There is just not that
expertise here, as far as | can tell, today.

DR. WoOD: No, | don't agree; | think
there is. |If you reduce the AUC for cycl osporine
we know what happens.

DR FOLLMANN:  Well, the company's reports
I think were in normals where they reduced it by 30
percent and we don't know if that would be simlar
in patients who have undergone transpl antation

DR. SNODGRASS: It is a real variability
if you ook at other ways it gets reduced so it
woul d be quite variabl e.

DR. PARKER: \Whose liability is it if
there is a transplant rejection for a patient who
takes orlistat over-the-counter when they are on
cycl ospori ne?

DR WOCOD: Well, | amnot sure we are
going to get into that. | think the issue is that
the conpany needs to denonstrate that whatever plan

they put in place actually works, and | think, you
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know, that is the bottomline. The FDA needs to
ensure that that actually happens. Although this
won't be a high frequency adverse event, this wll
be a devastating adverse event to anyone who | oses
an organ. | think there are two steps to that.

One is the plan you have in place or you are
putting in place, Dr. Dent. The second one is that
the OIC Division ought to denonstrate that that

wor ks a year from now and we know that people on
cycl osporine are not taking this drug. Any other
comrents? Yes, Mary?

DR. TINETTI: | guess | ama little
confused. |If the conmpany understood that this was
a problemwhy are we review ng this now rather than
after they have dealt with that problen? If we are
so concerned that this is a major issue, shouldn't
we be addressing whether it is appropriate to go
over-the-counter once we have evaluated that as
opposed to leaving it for after our approval ?

DR WOOD: Do you want to respond to that?

DR. DENT: When the actual use study was

run and there were two people with cycl osporine we
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needed to find a nechanismto get a | arge enough
nunber of people to understand how t hey woul d
behave. If you do a self-selection study, you
know, with the goal of finding 50 people who had
transplants and were on cycl osporine the nunber of
peopl e you woul d have to enroll is massive. So,
what we did was identify an approach goi ng through
this database, as Dr. Shiffnan described to you
and then specifically targeted people who had
transplants but without them knowi ng why they were
specifically targeted. So, that was a part of the
reason why this was so late in the process.

DR WOOD: | think the point she is making
t hough, John, is that that second study stil
showed there was a problem and the question she is
asking is do we have a solution to the problem and
the answer to that is no. M answer to that would
be that the number of people who are actually on
cyclosporine is relatively small and | am not sure
you shoul d deny drug to the total population if a
smal | proportion can't follow the instructions, but

that is perhaps a phil osophical question
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DR SNODGRASS: | think there are 7,000 to
10, 000 ki dney transplants per year in the United
States. That is an accurul ating figure.

DR WOOD: It is still a snall nunber by
conparison to the nunbers we are tal ki ng about
here.

DR DENT: And we will be instituting a
system where the pharmaci sts, when they di spense
cycl osporine, have information about warfarin so
they will communicate it to the patient, as well as
the patients getting that information at discharge.

DR. WOOD: Any nore discussion on this?
Mary, are you happy? Unhappy?

DR TINETTI: He answered the question. |
don't necessarily agree with the answer but he
answer ed t he questi on.

DR WOOD: Alright. Any further
di scussion on this? we can do a wap-up after we
finish and see. Qher concerns--pancreatitis,
liver toxicity and stones? | amnot sure that the
pancreatitis issue is entirely clear yet. It is

interesting that the FDA is working on it, which
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sort of left you with a sense of sone disconfort, |
woul d say. bviously, it wasn't fair to share that
data with us. Any other comrents?

DR SNODGRASS: | would just say that this
rai ses the issue of a need for post-marketing
surveill ance, at the m nimm

DR. BENOWTZ: It was surprising to ne,
given the data on oxal ate excretion, that there
were not people who had stones. Has this been
| ooked at systematically whether it increased the
risk of renal stones?

DR. WoOD: It may be one of these things
that just isn't picked up in a spontaneous
reporting system

DR. HAUPTMAN: Can | address you? W had
no significant effect on oxal ates. The nean
changes were no different on orlistat and pl acebo.
The total nunber of stones was |ess than one
percent in all treatnent groups, a little bit
higher in the orlistat group in the two-year
studies but in the four-year studies there was 1.4

percent--equal. So, there was a mninal increase
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in free fatty acids to bind with calciumso we saw
no increase in oxalates. W nmay have an occasiona
pati ent who had an el evated oxal ate level in terns
of a marked value but that was the sanme in orlistat
and placebo so we didn't really see that.

DR. SNODGRASS: May | comment on this?
Correct me if | amwong, what | interpreted from
the materials was that in the two-year study at 60
mg tid to placebo this was ultrasound detected
stones, whereas 0.5 percent in the 60 ng tid was
1.5 percent.

DR. HAUPTMAN: | don't have the data in
front of ne but that is ultrasound eval uation. For
actual stone neasurenents for people who had
synmptomatic stones it was actually the sanme in
orlistat and placebo, and in the four-year study
the percent, like | said, was 1.4 percent. But the
nunbers that you were tal king about, although being
different, weren't statistically different and were
quite small in ternms of nunbers.

DR. WOOD: Any other issues about that?

When we took the stem people wanted to conme back to
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that. Do we want to go back around again or are
peopl e confortabl e and have said what they wanted
to say? No? Let's nove on then. |1Is that fair?

The next one addresses the pediatric
i ssue. This proposed nonprescription product is
targeted for overweight adults greater than or
equal to 18 years of age. Do you have specific
concerns regardi ng possible use in the foll ow ng
popul ati ons, pediatric, underwei ght or norma
wei ght, those with eating disorders, obese
i ndividuals with and without nultiple co-norbid
condi ti ons?

Now, when you say do you have specific
concerns, | guess we all have specific concerns
about patients who are of normal weight and under
18 taking the drug. 1s the question do you think
we can prevent it with the plan that is proposed,
Mary?

DR PARKS: Were you talking to us,

Al astair?
DR. WOOD: Yes, | was.

DR PARKS: W were talking to each other
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Very sorry.

DR. WOOD: The question that you are
wanting us to answer here is do we have specific
concerns regardi ng these popul ations. | inmagine
the answer to that is going to be yes. Nobody
wants to be giving this to underwei ght and children
or adol escents. But | think the real question you
are asking there is do you think the plan will
prevent that use. |Is that what you are asking?

DR LEONARD- SEGAL: Go ahead, Mary.

DR PARKS: W would like to get a
di scussi on on the adequacy of the |abeling.

DR WOOD: Alright. Discussion? Mary?

DR TINETTI: | want a clarification on
the FDA regul ations. For another drug that we
eval uated a bit ago we were under the inpression
that the FDA either is not allowed or frowns
agai nst--you knew this questi on was coni ng--havi ng
a drug that was available only by prescription for
one group, i.e., the under 18, but could be
over-the-counter for another group, the over 18.

Granted, this is 60 ng versus 120 ng but the
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expectation is that 120 ng are going to be taken.
So, just clarify for us that this is okay, if this
i s approved, by FDA regul ations.

DR LEONARD- SEGAL: Mary can tell ne if |
amwong. | think in ternms of the prescription
dosing orlistat 120 ng is the dose that woul d be
prescribed for children if a physician was going to
prescribe the product. So, there is no
differential per se in ternms of pediatrics in the
Rx environnent fromadults. |In ternms of what is
okay, separating those under 18 fromthose over 18
I think we don't know yet.

DR WOOD: Let's get to the point here,
guys. Didn't the |late conm ssioner have sonething
to say on that?

DR TINETTI: The former conmi ssioner; |
don't think he is late.

DR. WOOD: Sorry.

[ Laught er]

DR GANLEY: Yes, | think that is sort of
ina flux right now so | don't know what the answer

is on that. You know, to ne one of the issues is
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that it comes down to the intrinsic safety of a
drug and what are the consequences if a certain
popul ation takes it who shouldn't take it. | think
you have made your point clear on cycl osporine
where it could end up with catastrophic outcones.
We have drugs out there right now that are | abel ed
to be used in predom nantly adult populations. |
think Prilosec is |abeled predom nantly for above
18 years of age

DR LEONARD- SEGAL: Conpl etely above 18
years of age

DR. GANLEY: Aspirin actually has | abeling
for all ages. It is the professional use |abeling
that is geared nore towards adult cardi ovascul ar--

DR. WOOD: There is the Reye's syndrome
| abel .

DR. GANLEY: Yes, it does not preclude use
of aspirin however in children

DR WOCOD: Children with fever

DR GANLEY: Right. So, | don't want to
gi ve an absol ute answer on what we can and can't do

because, as you have noted, there is a notice that
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was published this past fall asking the specific
question about the availability of a drug both Rx
and OIC, and parsing out what popul ations coul d be
using it.

DR WOCD: But if we were to take the
Pril osec nodel for exanple, Prilosec is on the
shel f and avail able for purchase; it is just not be
used by under 18.

DR GANLEY: Right.

DR WOCD: Just to make sure we are
under standi ng, there is no--what shall |
say?--there is no systemin place to prevent 18
year-ol ds buying it.

DR GANLEY: And | think at the time, with
Prilosec the issues with heartburn aren't as
preval ent in the teenage popul ation as, for
exanpl e, being overweight. So, in that context, it
wasn't at the tine | think as much of a concern
because we just didn't think there would be nuch
use of that in that population to begin with. In
this population it may be a little different so

think it cones down to how inportant is it that it
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not get into the hands of children and, if children
woul d use it, what are the consequences?

I just wanted to touch on this issue about
the bar coding at the tine of purchase. Now,
sonet hi ng was done ten years ago with nicotine
products that sort of encouraged sone type of
limtation of sales to fol ks over 18 years of age.

I think, froma |l egal perspective, it is not clear
even if we inpose it that that is enforceable. So,
if that is the basis for you nmaking a decision on
the availability in that age popul ation, you need
to take that into your thought process. It may be
sonet hing they agree to voluntarily but it nay not
be sonet hing we can enforce

DR. WOOD: That is helpful. Wuld it be
fair to break this issue down into two parts?

First of all, do we think the drug behaves
differently in under 18 overwei ght individuals, and
then deal with other parts after that? Because one
is a therapeutic question and the other is an abuse
quest i on.

DR GANLEY: | think the way | sort of
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|l ook at it is, you know, what nechanisns can you
institute within | abeling that woul d not encourage
use in a certain popul ation, whether it be by a
parent buying it for a child or by the child buying
it themselves? |f they did purchase it, what is
the downside to that?

DR WOOD: Right. W will try to get at
t hat .

DR. GANLEY: So, you are trying to put
mechani sns in place that don't encourage use in
that population, and it could apply to these other
popul ati ons al so.

DR WOOD: Right, all bulinmcs are not
under 18.

GANLEY: Exactly.
WOCOD: By any stretch.

GOLDSTEIN:. Al astair?

3 3 3

WOCD:  Yes?

DR GOLDSTEIN. A comment, Dr. Ganley is
quite correct. There is a long history of shall |
say |l egal entanglenments on issues like this. But

there is also a long history of conpanies |ike the
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sponsor who have worked this out, with the public
interest first in mnd, with the agency in
di scussions. | would subnit that it m ght be best
to leave it to the sponsor and the agency because
everybody recogni zes the inperatives, and | speak
both as a pediatrician and as an industry
representative

DR WOOD: Ckay. Any other coments?
Wayne?

DR. SNODGRASS: My concern woul d be, you
know, it is one thing about the drug and the
mol ecul e itself and there is probably not a | ot of
di fference between the younger age group and the
ol der age group. The real issue here is, and | am
tal ki ng about the obese child, their need for a
workup. This is a real issue here in the teenage
and younger obesity group. |If they are bypassing a
wor kup, that is a major "side effect” fromthis
bei ng available to them because there is
hypot hyroi di sm-and you can start a list--and it is
a big enough issue that | would certainly be very

opposed to having 18 and under having general OIC
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access. If it is clearly labeled that it is not
for use in that age group, | don't know what el se
you can do in the OTC setting. But if you say it
is for use in that group, | think then there is a
significant proportion of those who are obese that
won't get the workup they need.

DR WOOD: Right, but | think the conpany
is looking for approval only in over 18 so the
| abel i ng, presumably, will be confined to over 18
year-olds. The question is do you have specific
concerns regardi ng possible use in the foll ow ng
popul ati ons. The assunption here | guess is that
it is being |abeled only for over 18 and that this
i s being used by peopl e outside the | abel

I guess the way | was trying to think
about this was that possible use could include
peopl e taking it because they are obese with the
caveats that you have, and then the other one is
peopl e who are not obese, which is sort of (b)
guess. These seemto ne sonewhat different.

DR. PARKER: It seems, Alastair, that the

data we have are on that teen study where 41
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percent were not able to correctly self-select, for
what ever reason. The actual use study does not
include in the cohort--it would be great if it
did--kids 12 and over so that you could grab that
to see how many in whatever age group could
correctly self-select. So, it seenms to ne that the
data we have are that 41 percent in this target age
were not able to correctly self-select, unless | am
m ssi ng sonet hi ng.

DR WOOD: Well, one approach | suppose is
to take the same approach | proposed for the |ast
one and say, you know, we don't think it should be
used. If it is |labeled for over 18 years of age,
then let's go back a year fromnow and see what
proportion is being used in under 18 year-olds. |If
a significant proportion is being used in under 18
year-ol ds, then we need to revisit the strategy.
would like to see data rather than just this kind
of | abeling.

DR. GANLEY: John nay be able to touch on
it better than | can, but when the origina

ni coti ne went over-the-counter there were concerns

file:///C)/dummy/0123NONP.TXT (417 of 459) [2/3/2006 12:26:23 PM]



filex///Cl/dummy/0123NONP.TXT

418
about potential for abuse--1 don't want to
characterize it as abuse but possibly becomn ng
addicted to the nicotine in the teenage popul ation,
and there was a phase IV commtnent that the
conpany has to do sonme post-marketing study to
assess that issue. John can touch on it better
than | can.

DR DENT: And we did. W nonitored for
all reports of msuse by teens. Wenever we heard
of one we investigated it. W even sent people
into stores to try and buy nicotine that were under
age. And, we nonitored and tracked the performance
and behavior for six years. At the end of those
six years we agreed with the FDA that there was no
risk and that we no | onger needed to nonitor. So,
we can do that and | think that is a very sensible
and appropriate approach, Prof. Wod, that woul d
give real-world data as to what actually happens.

DR WOOD: kay. Qher thoughts? Anyone
di sagree or agree with that? Go ahead.

DR. CARPENTER: | would just like to get

clarification on coments that you nade earlier
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about the programyou had in place. Was that
di scontinued as well, or just the nonitoring, in
terns of the restriction of sale?

DR DENT: Nicotine replacenment therapy is
still age restricted. It is for sale only to 18
year-ol ds and over.

DR, WOOD: And woul d we have any concerns
apart fromthe m suse and the di agnostic issues?
Woul d we have any concerns that the actual
phar macol ogy woul d be different in the under 18
year-olds? | don't think | would.

Based on data fromthe | abel conprehension
study, did subjects denpbnstrate adequate
conprehensi on to support safe and effective use of
orlistat by consuners? Please describe the factors
or data you considered in nmaking your decision
Di scussion? Yes?

DR. BENOW TZ: | hope | am remenbering
right but | thought there was a di screpancy between
the FDA anal ysis and the sponsor analysis with
respect to the percentage of people who

appropriately chose. | thought in one case the
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sponsor said 87 percent and the FDA said 46
percent. Was that on the sane data? |Is that
correct?

DR WOOD: It was the answers that were
mar ked as acceptable in one set of data and not
acceptable in another. That is in the FDA s
wite-up as well.

DR. LEONARD- SEGAL: Dr. Benowitz, don't
confuse the actual use study and the | abel
conpr ehensi on st udy.

DR DENT: Wuld it be useful to address
the nature of the discrepancy?

DR WOCOD: No, | think the nature was
pretty obvious actually, that answers were scored
i nappropriately. | nean, it is not clear that it
was as clear as the initial cut on the data would
have suggested | think. That also nay need sone
further work. Any other comments on that? Any
di scussi on?

D d the subjects denpbnstrate adequate
compr ehensi on? The question here is did they

denonstrat e adequate conprehension to support safe
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and effective use of orlistat by consumers?

DR. CLYBURN. One thing | noticed is that
they said that the data was avail abl e i n Spani sh
but there were zero Spani sh-speaking patients in
their | abel conprehension study.

DR. WOOD: Probably just as well, eh? Was
it available in Spanish at that time? We will take
that under advisenent. Can we answer that question
yes or no? W will start with Sonia, on the right,
this tinme. That is right up your street, Sonia.

DR PATTEN. And ny answer is no, and ny
factors are the data that | considered are the data
on incorrectly identifying as candi dates here.
Thirteen percent incorrectly selected for
excl usion; 12 percent incorrectly selected for
i nclusion; 28 percent of warfarin users incorrectly
sel ected; teens, 41 percent inappropriately
sel ected. There was approxi mately 50 percent that
made the wong deci sion about vitam ns, and those
that used vitam ns nade a wong deci si on about the
timng. So, those are the factors that lead ne to

say no.
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DR LEONARD- SEGAL: | amsorry, | am
conf used- -

DR. WOOD: Wait, | think we are | ooking at
different studies here.

DR. LEONARD- SEGAL: Yes.

DR. WOOD: We are | ooking at the |abel
conpr ehensi on study. Am | m sunderstandi ng?

DR. LEONARD SEGAL: The | abel
compr ehensi on study is what we are asking about.

DR. WOOD: Yes, we are |ooking at question
four and that relates to the | abel conprehension
study. Right, Andrea?

DR LEONARD- SEGAL: Yes, question four is
about the | abel conprehension study. It is not
about self-selecting to use the product. It is
about understanding the iteration of the | abel that
was designed after the actual use study was done
and prior to the | abel that acconpanied the
orlistat application to this advisory commttee
today. There are three |abels. The |abe
conpr ehensi on study | ooked at the second | abel so

we are tal king about that study.
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DR WOOD: Right, and | think also the
question skillfully asks you to sum everything up
in your mind, | think, to reach a conclusion. So,
it is not what grade did they get on the | abe
conpr ehensi on study so nmuch as does all of that sum
to making it safe and effective for use, which
could include errors that you have taken into
account .

DR. PATTEN. Then | will change my answer
and | will vote yes because ny recollection is that
there are fairly high percentages of participants
who gave correct answers to the scenarios and to

the questions about the | abel

2

WOOD:  Ckay. Wayne?
SNODGRASS:  Yes.
WOOD:  Mary?
TINETTI:  Yes.
CLYBURN: Yes.

WOCLF:  Yes.

GRI FFIN:  Yes.

SCHAMBELAN:  Yes.

T3 333D RID

PARKER: Absolutely no. Maybe | have
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the wong one again but if | amcorrect, this is
one where | circled and renenbered that, for
exanpl e, 21, 22 percent could not understand that
you don't take the drug if you are not
overwei ght - -doubl e negative; didn't get it. That
seenmed pretty big to ne.

DR. WOOD: | guess, Ruth--

DR PARKER  Though it has been changed,
it has not been retested--

DR WOCOD: No, | understand--

DR PARKER --which | think is really
important. In what was tested it wasn't there, and
then it has been changed and we have no data on it.
So, fromthe evidence that was presented about the
one that was presented, that is what we got.

DR WOOD: But the question is,
renenber--1 amnot arguing with you, | just want to
make sure we are all on the sane page--adequate
conpr ehensi on to support safe and effective use.

So, you think these would not support safe and
effective use?

DR PARKER. | think if you can't
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adequately self-sel ect whether or not you are
overweight, that is a significant problemand the
data fromthe study seemto indicate that 21, 22
percent were not able to do that. It has been
changed since then but there is no further data,
unl ess | am m ssi ng somet hi ng.

DR, WOOD: kay. Mel anie?
COFFI N Yes.
WOOD:  Dean?
FOLLMANN:  Yes.
CARPENTER:  Yes.
BLASCHKE: Yes.

BENOW TZ:  Yes.

T 2 3333

CAPRI O Yes.

3

WOCOD: Do the results fromthe actual
use study suggest that consuners nake correct
sel f-sel ection/ de-sel ection deci sions and t hat
consuners conply with dosing directions? Coments?
Soni a?

DR PATTEN. Where are we now?

DR. WoOD: We are on five. W are not

asking you to vote.
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DR PATTEN. That is the question that

asked.

DR. WOOD: Exactly. That is why | am

gi ving you a chance--

DR. PATTEN. So, here ny answer woul d be

no. The actual use study data do not suggest to ne

t hat consuners nake correct

sel f-sel ecti on/ de-sel ecti on deci sions, nor that

they conply with all of the instructions that they

are given. But | would like to add a comment to

this. | really amconfused about |abel versus

actual use because in actual use studies people

have to read the | abel and then make a deci si on

about how to behave based on that. Right?

DR WOOD:  Right.

DR PATTEN. So, in a sense, both are

| abel comprehensi on studies.

DR. LEONARD- SEGAL: Can | clarify

sonmething just in ternms of the order of things?

This was sort of done backwards. Cenerally we

recomrend t hat sponsors do | abel conprehension

eval uati ons before an actual use study is done.
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this situation maybe Roche did do a | abe
conpr ehensi on study. W don't know about it; we
didn't see it. But they did an actual use study
and t hen, based upon that actual use study data, it
appears that GSK said, oh well, it |ooks like there
coul d be sone inmprovenment here so they devised a
new | abel based upon the deficiencies | guess they
saw in the actual use study and tested that in
| abel comprehension. Then the | abel that
acconpani ed the NDA, which is the label that is in
your packet, is yet an iteration of the |abel that
was changed as a result of the |abel conprehension
st udy.

Does that help to sort of sort that
through for you? O tentimes |abel conprehension
studies really just ask about how well consuners
understand the different points on the |abel. The
sel f-selection question is a separate issue and if
they are asked to apply the information to
thenselves. |If they do that, then we call it a
sel f-selection study. The actual use study here

did not test the conprehension of the different key
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elements in the label but it did test
sel f-selection and use. Does that clarify it for
you?

DR GANLEY: Can | just confuse it nore
for you?

[ Laught er]

I think it was Dr. Feibus' slide nunber
16, and | think if you look at the |abeling for the
actual use study, it actually tried to exclude
peopl e that had co-norbidities, you know, if you
had hi gh bl ood pressure or high cholesterol. And,
they did not fare very well in that. But the
| abel i ng that they proposed for narketing now does
not have those. There are relative
contraindications. Okay? So, the self-selection
data in that study is hard to conpare currently
because they have essentially said anyone can take
it that is overweight. That is sort of the caveat
t here.

DR WOOD: You nean slide 17? |s that the
one?

DR GANLEY: Slide 16. It may be easier
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if we can show it up there. So, the failure of
sel f-sel ection there was basically because they had
relative contraindications that the initial
sponsor, Roche, was trying to carve out. They were
trying to carve out this overwei ght popul ation that
did not overlap with the prescription indication,
whi ch was an obese population with a BM greater
than 30 or a population with a BM of 27 with
co-norbidities.

So, you can see there, for exanple, in the
second "ask your doctor" where it has diabetes,
hi gh bl ood pressure, high chol esterol and
triglycerides, they are gone. GCkay? |If you go
back and | ook at the data, that is why they are
failing, because people were failing on separating
out that | shouldn't be using this. WlIl, they
have gotten rid of that now. The question is, is
t hat okay.

DR LEONARD SEGAL: Karen is actually
going to show you the crossed out warnings that
were on the actual use study |abel that are not on

the orlistat OTC | abel. There is a slide where
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they sl ash those out in red.

DR FEIBUS: And | amgoing to throw out
anot her comment because | thought about this a |ot
when | was review ng the study because, clearly, it
is different. You have four warnings that are
taken away.

But before | go to that slide | want to
show you that earlier we tal ked about the fact that
this problemw th absorbing food warni ng was noved
up to the "do not use" section whereas before it
was down here. Then you have the "do not use if
you are not overwei ght" warni ng which was new,
added after the | abel conprehension study. You
have the ki dney stone warning that is entirely new
to the NDA | abel and was not there in the actua
use st udy.

So, when | ooking at the self-selection
decisions in the studies, you sort of had the
situation where there are these self-selection
rates of 35-50 percent, but the "taking diabetes
medi ci ne" is no longer a "do not use"

contraindication. It is nowin the "ask your
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doctor before use" or "ask a doctor of pharnacist
bef ore use" section. And, you don't know how
movi ng that warni ng woul d change sonebody's
sel f-sel ection decision and if they would make a
different choice |ooking at the overall |abel based
on the whol e collection of warnings and where they
are.

The sane thing when you |l ook at this
slide. Four of these warnings di sappear. The
probl ems with absorbing food warning is no | onger
in an "ask before use" warning. It is now a "do
not use" warni ng.

DR WOOD: What is that supposed to nean,
anyway? | never understood that.

DR. FEIBUS: Problenms absorbing food?

DR WOOD:  Yes.

DR FEIBUS: People wi th mal absorption
probl emns.

DR WOOD: A lot of them are obese.

DR FEIBUS: | think it was just because
of the issue of mal absorption and then the drug

causes a different kind of nal absorption because of
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its nmechanism That was ny assunption when | read
t hi s.

But | grappled with this, trying to figure
out what does this mean in terns of the NDA | abel,
and you really can't figure that out because people
made t hese sel f-sel ection decisions |ooking at the
whol e actual use study label with the distribution
of warni ngs, where they were, applying it to
thensel ves. Then, when you nove some of these
war ni ngs around and change sone of these warnings
am not sure we know how that self-selection process
woul d change

DR WOOD: It is certainly a strategy for
people in the audience to note for future
applications though. If the first, you know,
actual use study doesn't work you del ete the ones
that didn't work and only put that on the tabl e!
Does that hel p? Sonia?

DR PATTEN. | guess it helps alittle bit
but | guess | come away fromthis with a suggestion
that there needs to be a re-study with the new

criteria in place for self-selection.
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DR WOOD: Well, | guess the question,
wi t hout being facetious about it is, we need to
sort of cut to what we think is inportant in the
actual use study and say did the people not use the
drug appropriately based on the current | abeled
i ndi cation, taking into account what Charlie said.
I think it was Charlie that said that they
originally came in with nuch nore granularity in
the patients who were going to take the drug than
they are left with now W have already agreed
that we don't think that matters very much, neaning
that they were dividing patients into norbid--you
know, all sorts of things which have all vanished,
and patients with different degrees of obesity and
co-nmorbidities and so on, and all that is gone.
Right? That is the point you were naking Charlie?
Right? So, for better or worse, it is a nmuch nore
honogeneous, sinpler decision to make and the
deci sions that people were unable to make | guess
have vani shed

DR PATTEN. Well, based on what Charlie

just said, since the sources of error in
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sel f-sel ection and de-sel ecti on have pretty nuch
been elimnated, then | would have to say yes, the
results suggest that consumers woul d make correct
deci si ons.

Wth regard to dosing directions, does
this refer, Alastair, only to dosing with the
medi cation or does it also refer to dosing with
vitam ns?

DR WOCD: Don't ask nel!

[ Laught er]

DR. PATTEN:. Anyone?

DR WOCD: What do | knowl

DR LEONARD- SEGAL: The question was with
regard to the orlistat.

DR. WOOD: Yes, | figured it neans the
dosing for orlistat.

DR PATTEN. Then ny answer here woul d be

yes.
DR WOCD: Wayne?
DR. SNODGRASS: | amgoing to answer no to
both questions. | just don't feel confortable with
t he dat a.
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DR TINETTI: | have to say no. It sounds
tonme alittle bit like a bait and switch. They
didn't understand the original thing so now we have
elimnated all of those and are supposed to take it
on faith that they will do it correctly, and | say
no, we have no confort that they are going to
sel ect correctly. For (b), | think they would do
okay for the dosing directions.

DR. CLYBURN: | would say yes just because
92 percent of the people who were consuners were
overwei ght or obese, but | still have the concerns
that we tal ked about earlier with cycl osporine and
otherwi se. Then, did they dose correctly? Yes.

DR. CRIFFIN. No and yes.

DR. WOOD: | think the answer to (a) is
yes in that they did nake the correct selection
based on the new criteria. |If (a) had asked did
they get the test right the answer woul d be no, but
I am approaching this fromdid they get the
operational use of the drug right and it seened
like they nore or less did within reasonable

limts. W have seen a | ot of exanples where this
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is not that great anyway. Did they conply with the
dosing directions? Yes.

DR. SCHAMBELAN: | amgoing to say no and
yes.

DR. PARKER: No and yes.

M5. COFFIN. | amgoing to say yes and yes
because the majority of the people did self-select
that they were overwei ght or obese.

DR. FOLLMANN:  Yes and yes.

BLASCHKE: Yes and yes.
CARPENTER  No and yes.

BENOW TZ: No and yes.

S I

CAPRIO Yes and yes

DR WOOD: Okay, onwards we go. Numnber
six, do you believe that the potential benefits of
nonprescription orlistat outweigh the risks?
Di scussion? No? Alright, Sonia on the left?

DR CAPRI O  Yes.

DR. BENOWTZ: | think this is a very
conplicated question. W still haven't seen data
that there is persistent benefit, that there is

|l ong-term benefit. W see that there is short-term
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benefit. Especially the actual use study but even
the other studies don't suggest to nme that there is
going to be any benefit once a person stops the
drug. |If they keep on taking it, that may be a
totally different story but that is not what we are
bei ng asked for.

On the other hand, the alternatives, which
are dietary supplenents, are in many cases harnful
They work nmostly because they have a | ot of
caffeine and sone of them have as much as 300 ngy
per dose and if you take them properly you are
taking a gram of caffeine a day. So, one benefit
of orlistat would be perhaps that people woul d not
be taking dietary supplenents which I think night
be a useful benefit.

I also think that orlistat is pretty safe.
So, | would say, with that equation, probably the
benefit outwei ghs the risk, but for a convol uted
reason.

DR PARKS: Alastair, can | just ask for a
favor. |If you are going to vote yes on that, could

you el aborate on what the benefit is?
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DR, WOOD: kay. Do you want to go back
to Sonia?

DR. CAPRIO | think there is a great
benefit. Even a small weight loss is very
i mportant.

DR. WOOD:  Ckay.

DR CARPENTER: Qualifying that it is in
the short term | would say yes. | have the
concerns about what really happens in the end after
extended periods of tine, but if we confine this to
the short term| would have to say yes

DR. BLASCHKE: | amgoing to say yes, and
my convolutions are pretty nmuch what Nea
described. | think there isn't any other effective
over-the-counter preparation. The other
preparations are |less safe. | have nore confidence
inthe long run in this as an integrated i ssue and
I think we need nore data, but in the long run
have to go with this as a yes

DR. FOLLMANN: | would say yes. You know,
the stuff |owers weight not by as nuch as we woul d

like and we don't know what will happen in the | ong
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term perhaps but on balance | think it is better to
have it available in an over-the-counter setting
than not .

M5. COFFIN. | would say yes. Again, it
is a small anpbunt of weight; it is a short-term
usage but it is one nore tool to help fol ks that
are out there and, frankly, pardon the pun, they
are hungry for help towards this end. So, anything
that can be added as a tool will be hel pful

DR WOOD: Ruth?

DR, PARKER. | would say no. As a
prescriber, | would advise patients to use their
limted resources to go strongly into diet and
exercise. If | were to say yes it would be because
I would be glad that they would be getting the kit
that encourages these other activities nore than
t he pharnmacol ogic i npact of the pill, given that I
don't really have the actual use |ong enough out to
give us information on repeated use and on what
really happens with sonme of these other issues that
we have addressed. And, | definitely have a

concern about use and abuse in the under 18 age
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group.
DR WOOD: Morris?
DR. SCHAMBELAN: Well, at some point or
other I still want to cone back to ny point earlier

about what we have been asked to do in the
prescription field versus what we are bei ng asked
to dointhe OTCwrld. | don't like |leaving us
with a disconnect and | am not sure whether it is
in this point or number seven that we should be
com ng back to the point that | nade earlier

DR WOOD: And the point is in relation
to?

DR SCHAMBELAN: Well, we have a gui dance
that this committee discussed a while back about
where drug therapy belongs, and this is drug
therapy whether it is OIC or Rx therapy, and we are
i ncludi ng people here that we are not recommendi ng
treatment for in the prescription world. So, is it
this point or in nunber seven where we have an
opportunity to conment fromthat perspective?

DR. WOOD: Why don't we have that

di scussi on now? | thought we had been through it.
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DR SCHAMBELAN: Well, just because there
is aBill that, you know, tal ks about availability
of drugs that are OIC, | still have a hard tine

justifying in my mind why we should sit here as a
panel with reconmendati ons about where drug therapy
bel ongs for treatnent of obesity and then suddenly
say, well, we are in the OTC world and that is a
different world and we can include people who
aren't as obese. | don't think that got clarified
for ne.

DR LEONARD- SEGAL: We live in a
regulatory mlieu, as | said earlier this norning,
and the issue is does this product neet the
regul atory requirenents for a nonprescription
product as | stated earlier. That is really the
decision | think that you need to make. The
debat abi lity about what is going on in the
prescription side versus what goes on in the OIC
side in terns of standards for treating obesity is
really a different question.

DR SCHAMBELAN: Well, | have a hard tine

with that. |If you are going to be | ess stringent
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in the OTC world than we are in the Rx world, that
seems convoluted to me.

DR. LEONARD- SEGAL: You need to be
considering the risk/benefit of the drug.

DR SCHAMBELAN: Weéll, we do in both
settings.

DR LEONARD SEGAL: Yes, that is very
true.

DR. SCHAMBELAN: We woul dn't even need to
have this discussion if we were in the other world.
Ri ght ?

DR. LEONARD- SEGAL: Well, | don't know
because | don't belong to that other world.

DR. SCHAMBELAN:. Half of the people on
this panel do

DR LEONARD- SEGAL: | understand, but you
need to bear in nmind the regul atory guidelines that
we have to work with. That is inportant. That is
key and that is the question here.

DR. WOOD: | think the question,
Andrea--if | can just chime in and see if | can

help clarify--it seenms to ne the question that GSK
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is here asking is for over-the-counter use for a
drug to produce wei ght |oss, just weight |oss.
And, the issue that you are debating, rightly, is
what | evel of weight |oss could we expect to be
associ ated with a beneficial healthcare outcone.
Al t hough these are clearly related issues, they are
not the sane issue, and the issue they are asking
approval for is just weight loss. Rightly or
wongly, that is an approvabl e indication based on
regul atory issues and all of that flimflam The
sort of fairness doctrine determines, it seens to
me at least, that if they cone to an advisory
conmittee with an approvabl e indication, such as
the treatnment of athlete's foot for exanple, we
don't necessarily have to denonstrate that there is
sone long-termnorbidity or nortality benefit from
that. So, that is | think where the disparity is.
They are not the sane. They may overlap and they
m ght really end up with sonmewhat conpl enentary
i ssues but they are not totally overl apping, at
| east in ny view

DR. COLMAN. This m ght hel p, when we
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di scussed the guidance and |owering the criteria,
that was for the guidance and that was a genera
question obviously for any future drugs that would
conme to us as a prescription agent. It mght help
if you just tried to limt your answer because we
are tal king about orlistat in this case and there
are sone differences between this drug and all
ot her obesity drugs. So, perhaps that woul d nake
you a little |l ess unconfortable.

DR SCHAMBELAN: | amconforted by the
fact that this is probably not systemically
absorbed; doesn't have CNS effects. That alters
the risk/benefit ratio for ne so in that
context--to nove this along since people want to
finish up--1 would say yes in ternms of that
specific question, although in whom | think is as
i mportant as yes and you are not pernitting us to
say i n whom basically.

DR WoOD: Well, | amnot stopping you
from sayi ng anyt hi ng.

DR. GANLEY: Can | just add somet hi ng?

think one way to think about it is to say, well, if
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we want to adhere to the guidance there is a
popul ation that was identified there that should be
treated and that is the advice of a group of
experts. One way of thinking about it is, is that
a popul ation that can be over-the-counter? Because
you could say that if this drug is over-the-counter
that is who it should be directed to.

Al ternatively, you could say it is not
that population, it is a |lesser weight population,
whi ch Roche originally was proposing--to carve out
a separate group there. Alternatively, it could be
the entire population. So, | don't think it is
wong to say there nay be an advantage to
benefit/risk, but then you have to identify the
popul ation and it goes back to, well, how do you do
that? How do you carve out the population if you
wanted to have a separate population that is
distinct fromeveryone that is overweight? Then
you have to think about what are the consequences
if someone who is not within that popul ation takes
this therapy. Does that preclude it from being

mar ket ed?
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DR. WOOD: Because of safety you nean.

DR GANLEY: Yes, obviously.

DR. WOOD: Right.

DR GANLEY: FEric is right though, and
others have noted it, this is a different sort of
drug in that it is not system cally absorbed so we
have | ess disconfort on the risk side. But,
clearly, there could be a situation where there is
maybe margi nal benefit in soneone who has a | ow BM
and | think that is what they were trying to get at
earlier. The risk may be greater and you may say
the risk outweighs the benefit in that popul ation
So, that is a no-starter for me and | amonly
directing it at people who really can benefit from
this because | can decrease their weight and
i nprove these co-norbidities.

DR SCHAMBELAN: Yes, well, that is why it
is hard to get enthusiastic about sonebody with a
BM of 25.5 who is going to be having feca
i nconti nence.

DR. GANLEY: You still have time to change

your vote.
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DR SCHAMBELAN: | amgoing to leave it at
yes with that caveat.

DR. WoOD: | amgoing to say yes and for
some of the reasons which | have discussed. |
think the risks seemrelatively small although |I do
have concerns that what we euphem stically call the
underwear risks need to be really and clearly
outlined to people because | think these are rea
ri sks and they, you know, have all sorts of socia
consequences. So, | think ny answer is yes.

DR CRIFFIN. | say yes. | amless
concerned about the underwear risk because | think

if people have themand it bothers themthey can

stop it. | amnore concerned about the rare
serious adverse events but | still think I would
say yes.

DR. CLYBURN. | amgoing to say yes but |
amstill very conflicted because | think the

benefit, particularly in the | ow overwei ght group,
is at best marginal, but | think that the side
effect profile is not bad either.

DR TINETTI: | amgoing to say no. |
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think that froma public health perspective there
are going to be a |lot of people who are going to
have very little benefit from six nonths,
particularly the people with | ess overwei ght, and
the potential for adverse effects, particularly
with things like warfarin, are such that froma
public health perspective | don't think we have
heard a good benefit/harmratio.

DR. SNODGRASS: | amgoing to say yes,
realizing that, as has been said, the benefits are
probably | ess than people thought. Also, if
war ni ngs and nonitoring address the foll ow ng
i ssues, that is, the limts on age; sone warning
about not to be used under age 18 and not to be
used if--and you can specify wei ght and hei ght
together. You can do sonething to give sone
informati on so that those who are under a BM of 25
can kind of figure out that they probably m ght not
want to consider it. So, | think if those are put
on there and enphasi zed, then | am going to say
yes.

DR. PATTEN. | amgoing to say no
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Al though there is the potential for benefit for
that portion of the population for which this is
aimed, | believe that if this were to go OIC--1 am
thinking nowin terns of the entire
popul ation--there will be significant segnents of
peopl e who should not use the drug who will use the
drug. W don't know enough about the consequence
of that, nor do we know enough about the
consequences of repeat use of this. \Wen people
who are appropriately using it have a relatively
smal | weight |oss, they stop taking the drug after
si x nonths, at what point would they make the
deci sion to resune use of the drug and what ni ght
t he consequences be? What woul d the cyclica
pattern | ook |ike? W just don't know.

DR WOCOD: Onwards to nunber seven, the 64
mllion dollar question, or whatever. Should
orlistat be approved for nonprescription use? |If
no, please discuss the deficiencies of the clinica
program If yes, is the adult population for which
orlistat is targeted in the prescription--well,

let's leave (b). 1In fact, let's go round and j ust
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do a yes/no first and then we will know which
answers we need to contribute to. How about that?
Soni a?

DR CAPRI O Yes.

DR. BENOWTZ: | would say yes but | have
a lot of problems with the package that was put
together. | have a |lot of conplaints about it but
on balance | would say yes. | would |ike at sone
point to articulate ny concerns for future

appl i cations.

DR CARPENTER A qualified yes.
DR. BLASCHKE: | wll just say yes.
DR. FOLLMANN:  Yes.

M5. COFFIN:  Yes.

DR. PARKER:  No.

DR. SCHAMBELAN: Yes.

DR WOCD: Yes.

DR CRIFFIN:  Yes.

DR. CLYBURN: Yes.

DR TINETTI: No.

DR SNODGRASS:  Yes.

DR. PATTEN: No.
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DR WOOD: kay. | guess everybody has
deficiencies so why don't we just have a di scussion
of the deficiencies. |If no, please discuss the

deficiencies of the clinical program Let's have

the "no's" first do the discussions of the

defi ci enci es. Rut h?

DR PARKER. | felt like the data provided
by the actual use study and the order of the |abe

conmpr ehensi on and the actual use really wasn't

adequate. | think the manufacturer should do

better than that. |If it isn't done before it

approved, | have worries that it may not be done

later, and | think the appropriate tine to have it

done is before approval

I think the actual use study should be
longer. | would say at least 12 nonths to allow
for data that would give insight into the repeated
use issue. | have concern about the cycl osporine

and the warfarin, and | also would find a way to

| ook at how you capture better data on

self-selection, particularly for younger kids.

I think our insights into the exanple
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bei ng used, Nicorette gum-I don't know why there
are so many wappers all over the place anbng young
girl users. It is very comon and, yet, our
ability to capture sone of this data really worried
me about safety and |ong-terminplications, and
just think, you know, we need stronger data to help
us nmeke that deci sion.

DR WOOD: O her concerns, deficiencies?
Neal , you had some?

DR. BENOW TZ: Yes, | thought for an
actual use study this was really a not very
satisfying study. There wasn't the right |abel
There wasn't the right duration to nake any sense
of it. There were not proper outcone data. The
educati onal package which they touted as being so
wonderful, which I don't doubt, wasn't tested--

DR WOOD: And wasn't there; wasn't
circul ated

DR BENONTZ: | don't think this is the
way a package shoul d be put together for an
over-the-counter switch. | think there are a |ot

of things that could have been done that just
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weren't. And, | think that the chronic issue is
really inportant because that is the only way it is
going to be effective, that people use it either
repeatedly or chronically, and that shoul d have
been tested.

DR WOCD: O her coments? Soni a?

DR PATTEN. | agree with everything that
has been said and | would like to add that | worry
about the trenmendous under-representation of ethnic
mnorities in the | abel conprehension and the
actual use studies. If we think of this froma
public health or popul ati on point of view some of
those popul ations are at enhanced risk for obesity
and all of the adverse sequel ae for overwei ght and
I think nore work needs to be done to include them
into this kind of research so we | earn sonet hi ng.

DR CRIFFIN. | guess | just want to
second sone of those opinions about the relatively
smal | actual use study. |If the market is
potentially five mllion people | would really |ike
to see a much bigger study of actual use with

|l ong-term foll owup data on persistence of weight
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loss. | amnot sure whether FDA can require that
pre-marketing or post-marketing but | think--I
can't remenber, 453 people in the actual use study
for a market that is five million. 1 don't think
that is very good

DR. WOCD: Mary?

DR TINETTI: | think everything has been
sai d.

DR. WoOD: | would just add that | think
there is a significant nunber of phase IV studies
that need to be done here, and there needs to be
some expectation that they will be conpleted in a
reasonable tinme. But nost inportantly, the results
of these studies ought to informfuture changes to
the labeling and use. It shouldn't just be a kind
of interesting to know thing because | think there
are a lot of holes fromwhere we are sitting right
now and we ought to get that data and use that to
informus as we nove forward

DR. SCHAMBELAN: | would just like to add
my concern about casting too broad a net in terns

of the population for targeting of this therapy.
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think if we went around this table, wthout
enbarrassi ng our advisory committee nmenbers, the
mean BM woul d be over 25 and nost of woul d be
considering this therapy, maybe with the exception
of Wayne who is nodding his head over there--

[ Laught er]

DR WOOD: Yes, | think everybody
recogni zes that this is going to be taken by lots
of people who are--

DR SCHAMBELAN: Wth no denonstrated
heal th benefit. | think that curve is not taking
of f necessarily at that point.

DR WOOD: | think Neal's point, made
earlier, is one that | think heavily influenced ny
thinking as well that there are | ots of other
di etary suppl enents being taken by people right now
to achi eve the sane goal

DR. SCHAMBELAN: They may decide to take
bot h.

DR WOOD: Right. Any other no comments
even from peopl e who said yes? So, (b) is if yes,

is the adult population for which orlistat is
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targeted in the prescription setting different from
the adult popul ation in the nonprescription
setting? |If so, how would these two popul ati ons be
identified? | nust say, | can't see how they are
possibly different but I would be interested to
hear what ot her people think

DR GOLDSTEIN: O her than what the
| awyers and others call the |earned internediary.

DR. WOOD: Yes, but that is not the
popul ati on.

DR. GOLDSTEIN. That is right.

DR. WOOD: The question is, is the adult
popul ation for which it is targeted different? |
don't think it is different.

DR. GRIFFIN: No, | don't think so either.
I think one of ny considerations is | amnot sure
that this is any safer in a prescription setting
than in a nonprescription setting, despite the
| earned i nternedi ary, because | think that there
are know edge gaps that physicians don't have and
that is the problem not whether it is prescription

or not.
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DR. WOOD: Yes, your point is well made
that if the phone rings what are you going to say?
Anyone want to add to that? Anyone think that it
is different? Yes, Mary?

DR TINETTI: | raised this question
bef ore but peopl e under managed care, now that this
is going to becone over-the-counter what assurance
do we have that, you know, what is now being
covered will no |l onger be covered?

DR WoOD: Well, that is a problemthat
comes up every tine a drug goes over-the-counter
and the short answer is it is none of our business.
I am not being facetious but it is part of the
fault of our crazy healthcare system

DR. PARKS: | have a question because
several conmmittee nenbers nentioned that the
availability of this product is certainly wel cone
because we don't have any approved over-the-counter
products for weight |oss but we have plenty of
di etary suppl enents, basically unregul ated products
out there. W heard earlier this nmorning fromthe

appl i cant that consunmers cannot nake the
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di stinction between dietary supplenents and OTC
products. So, ny next question here is do we have
any evi dence when we nove somet hi ng, not
necessarily a weight-1oss drug but when we nove
sonmething fromthe Rx to OIC setting--the argunent
is that because there are dietary suppl ements out
there the use of dietary supplenents actually goes
down because of the availability of an OTC product.
This issue was actually rai sed one year ago with
MegaCor .

DR. WOOD: | don't have any evidence.
think the FDA does have the ability to regul ate
sonme of these conpounds if they get outrageous and

sone of themon late night TV seemto ne totally

outrageous. | don't know why |etters have not been
i ssued.

DR PARKER | woul d even broaden the
question to say will there be any evidence that it

i ncreases the use of supplenents when there is
i ncreased nmarketing and advertising that there is
somet hing you can take to help you | ose weight. W

really don't know which way the use of the
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suppl enents will go. That can be captured in

actual use but wasn't, what happens to suppl ements.

That wasn't a part of it | don't think.

DR, WOOD: So, maybe our nessage is it

time for sonme letters.

DR. PARKS: You nean letters to our
congr essmen.

DR. WOOD: Letters to stop people
advertising outrageous clains on tel evision.

DR GOLDSTEIN: Freedom of speech

DR WOCOD: Any other comments? |If not,

are through | think. Thank you very nuch.

[ Wher eupon, at 6:10 p.m, the proceedings

were recessed, to be reconvened on Tuesday, January

24 at 8:00 a.m]
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