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P-ROGCEEDI-NGS
9:07 a.m

CHAIR STRAIN. Let’s go ahead and get
started. M nane is Eric Strain. 1’1l be chairing
this nmeeting. Let ne introduce Karen Tenpl eton-
Soners, the Executive Secretary, who wll reviewthe
Conflict of Interest Statenent.

Oh, before we start that, let’'s take a
monment and go around the table and introduce
ourselves to each other. Mybe if we could start at
this end, please.

DOCTOR TONG Good norning. |'m Ted
Tong. |I'mfromthe University of Arizona, Professor
of Phar macol ogy/ Toxi col ogy, and |’ m a nenber of the
Nonprescri ption Drug Advisory Commttee for the FDA

DOCTOR D AGOSTI NO. Ral ph D Agostino from
Boston University. |1’malso a nenber of the
Nonprescription Drug Advisory Comm ttee.

MS. YAROMA: Dol ores Yaronma, Registered
Nurse at Second Cenesis in Rockville, Maryland, a
| ong-term drug and al cohol abuse facility, treatnent
facility.

DOCTOR YOUNG. |'m Al'i ce Young, Professor
of Psychol ogy and of Psychiatry in Behavioral

Neur osci ence at Wayne State University in Detroit,
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and a nmenber of the Drug Abuse Advisory Comm ttee.

DOCTOR ANDORN:  Anne Andorn, Acting
Assistant Chief of Staff for Mental Health, St.

Louis VA, and |'m al so Associ ate Professor and Vice-
Chair of the Departnent of Psychiatry of St. Louis
Uni versity School of Medi cine.

CHAIR STRAIN: |I'mEric Strain. I'mfrom
Bal ti nore.

EXECUTI VE SECRETARY TEMPLETON- SOMVERS:
Karen Tenpl et on- Soners, Executive Secretary, Drug
Abuse Advisory Comm ttee, FDA.

DOCTOR KHURI:  |'m Eli zabeth Khuri. [|'m
at Cornell New York Hospital, New York City,

Associ ate Professor of Public Health Pediatrics, and
Director of the Adol escent Devel opnent Program
which is a research denonstration nmet hadone

mai nt enance clinic for young peopl e devel oped by

Dol e and Nei sswi nder .

DOCTOR de WT: I'mHarriet de Wt, |I'm
in the Departnment of Psychiatry at the University of
Chi cago, and |I'm a nmenber of the Drug Abuse Advisory
Commi ttee.

DOCTOR SIMPSON:  |'m Pippa Sinpson. |I'm
Associ ate Professor at Wayne State University, and

|'ma biostatistician.
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DOCTOR FALKOWBKI :  |'m Carol Fal kowski .
I"'mwith the State Al cohol and Drug Abuse Agency for
the State of M nnesota, and a nenber of the Drug and
Al cohol Advisory Comm ttee.

DOCTOR LLOYD: |I'mLlyn Lloyd with the
Arizona State Board of Pharnmacy and a nmenber of this
commi ttee.

DOCTOR DREZIN:  |'m Norman Drezin. |'m
the Deputy Director and Supervisory Regul atory
Counsel for the D vision of Drug Marketing,
Advertising and Comruni cati ons.

DOCTOR W NCHELL: |I'm Celia W nchell
|'"'mthe Medical Team Leader for the Addiction Drug
Products part of the Division of Anesthetic,

Critical Care and Addiction Drug Products at FDA

DOCTOR WRI GHT: Curtis Wight, Acting
Director for the D vision.

CHAI R STRAIN: Thank you.

And now, Ms. Tenpl eton-Sonmers will read
the Conflict of Interest Statenent.

EXECUTI VE SECRETARY TEMPLETON- SOMVERS:
The foll owm ng announcenent address the issue of
conflict of interest with regard to this neeting and
is made a part of the record to preclude even the

appearance of such at this neeting.
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Based on the submtted agenda and
i nformati on provided by the participants, the Agency
has determ ned that all reported interests and firns
regul ated by the Center for Drug Eval uation and
Research present no potential for a conflict of
interest at this neeting with the foll ow ng
exceptions.

In accordance with 18 USC 208(b)(3) a
full waiver has been granted to Doctor Elizabeth
Khuri. A copy of this waiver statenent may be
obt ai ned fromthe Agency's Freedom of Information
O fice, Room 12A-30, Parklawn Buil di ng.

In addition, we would |ike to disclose
for the record that Doctor Miurray Jarvi k has
excl uded hinself fromtoday's discussions on
| abel ing for snoking cessation products.

In the event that the discussions
i nvol ve any other products or firnms not already on
t he agenda, for which an FDA partici pant has a
financial interest, the participants are aware of
t he need to exclude thensel ves from such invol venent
and their exclusion will be noted for the record.

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

address any current or previous financial
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i nvol venent with any firm whose products they may
W sh to comment upon

Thank you.

|'d also |like to announce for the
benefit of the people in the audience that if you do
address the conmttee in any way that you come up
and use the m crophone, either at the podium or many
of the open public hearing speakers will be using
the podiumat the front of the room If you are not
at the table, please do state your nanme, your
affiliation, and any industry support that you have.

Thank you.

DOCTOR WRI GAT: M. Chai rman?

CHAI R STRAI'N:  Yes.

DOCTOR WRI GHT:  Doctor Wnchell wll
make the first presentation on behalf of the Food
and Drug Adm ni stration.

CHAI R STRAIN: Yes, thank you.

DOCTOR W NCHELL: Good norning, |'m
Celia Wnchell, I'"'mthe Medical Team Leader for the
group that has responsibility for the snoking
cessation products. Thank you for being with us
t oday.

The topic we'll address today is the

prescription | abeling of snoking cessation products,
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9
and we hope to have a discussion on how the |abeling
m ght be inproved. |It's our hope that we'll cone
away fromthis neeting with sone ideas for secondary
ef fi cacy neasures that could be added to current
| abeling in order to inprove the information we
provide to clinicians.

Let me say, for a mnute or two, a
coupl e of words about what we are not going to talk
about. W are not planning to discuss at this
nmeeting either reconsidering the primary outcone
vari abl e used to define success in clinical trials,
snoki ng cessation products, or to discuss other
i ndi cations of these products besides snoking
cessation.

We are very aware that these subjects
are of great interest to many people here, and many
nore people who are not here, and I want to assure
you that these topics will be taken up in due tine.

Many issues are conplex and w de
reaching. However, we like to think that the
prescription | abeling of snoking cessation products
is a narrow enough area that we at the division
| evel can reach sone tangi ble concl usions and
recommendations in a single neeting.

This is actually where this all began,
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10
inthis very room if I amnot m staken. Here we
were considering the NDA for buproprion SR, which we
recently approved as ZYBAN for snoking cessation,
and it was at this neeting where we becane aware
that we had devel oped certain traditions in witing
prescription | abels and didn't question themuntil
this particular neeting.

We had all owed d axo-Wellconme to present
in their briefing package and in their presentation
several secondary efficacy neasures, but we didn't
comment on them and we didn't include themin the
| abeling. And, at that neeting, nmenbers of the
comm ttee suggested that this information would
actually be useful to clinicians and that we should
consi der adding nore efficacy information to the
| abel .

And, the follow ng day simlar questions
arose in the discussion of the Nicotrol inhaler NDA
and the result was that a working group of commttee
nmenbers was fornmed to hel p us consider various
questions relating to the efficacy outcones for
t hese products. The first task of the assignnent
was to prepare for this neeting.

Let me say a word of thanks to this

group, Doctor Andorn, who has served as the Chair,
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11
Doct or Snyder, who has been unable to be with us
today but works very hard on this, getting it ready,
and passed his input along, and Doctor Strain.
Doctor Andorn will be speaking shortly.

And, in a nonent |I'll describe the
process that we used to gather information for this
nmeeting, but first I'd like to give you sone
hi st ori cal background.

Many of you nmay know that the pilot drug
eval uation staff was the group responsible for the
revi ew and eval uation of products to treat snoking
cessation, anong other addictive disorders, prior to
t he establishment of our division, HFG 170, in the
fall of 1995. The pilot drug evaluation staff
approved no fewer than five snoking cessation
products in the course of about a year over 1991 to
1992, Nicorette 4 mlligramgum the 2 mlligramgum
had al ready been on the market for several years,

t he Habitrol patch, N coDerm patch, N cotrol and
Prostep patches. They used a common team of
reviewers they called the NNco Team and they had
established this comon team so that they could work
together to provide the proverbial |evel playing
field in witing the |labels. They enphasi zed

commonal iti es wherever possible. They used common
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| anguage wherever possible, and the aimof this was
to try to prevent those mnor differences in
| abeling that result in the spurious pronotional
claims we are so famliar with fromads now on
tel evi si on.

One of the things they did was to neet
in Septenber of 1991, to cone to closure on witing
a consistent |abel for three products then under
consideration, so that they could establish a
tenpl ate that woul d be used for all three of those,
as well as for future products. |'ve been review ng
the records fromthis neeting and from | abel i ng
meetings that preceded it, gaining a new
appreciation for the inportance of the
adm ni strative record, and | can see fromthese
records that the question of how to present the
efficacy of these products was a difficult one, even
then, and that the tenplate we've been using since
was arrived at, really, through carefu
consideration by the review team

Sonme of the decisions are docunented in
the record, others are available to us only through
the oral tradition, but having witten it all down
now | guess we have the tom et of snoking cessation

product |abeling, so hopefully those decisions which
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anybody -- that | don't renenber how it happened, if
anybody el se does they can |l et us know.

Basically, there were six specific itens
that | could identify that were addressed by the
pilot drug review teamin choosing how to | abel
t hese products. The first decision was to include a
range of quit rates across centers, rather than a
singl e nunber that represented the efficacy for the
study. The second issue was that only one
definition of abstinence, the protocol defined
definition, was that it included for analysis the
quit rates that were reported which were based on a
specified four-week period, they didn't include one-
week quit rates, that's the neasure that sonetines
we call point preval ence rates, and they did not
i ncl ude data on the nunber of cigarettes snoked by
non-qui tters, although that data was avail able, and
al t hough various w thdrawal synptons were neasured
in different studies, only craving was reported in
t he | abel i ng.

|"mgoing to run through these one at a
time and tell you what | could divine regardi ng how
t hese decisions were made. The quit rate ranges,

t hese products were all tested in multi-center

studies, and the reviewers noted a very w de range
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of quit rates across centers, in both the treatnent
group and the placebo group, and, in fact, the
attributable quit rate, the nunber of percentage
points by which the treatnent differed fromthe
pl acebo group, varied fromup to 30 percent to snal
negati ve nunbers in studies where the placebo group
beat the treatnent group. And, the reviewers
ultimately said they wanted to give the clinician a
feel for the expected quit rate and al so the
variability across clinics, and that including a
range of quit rates seened |like the best way to do
t his.

This al so had the effect of preventing
pronotion of the products based on overall quit
rates, which they felt were going to turn out
slightly different for spurious reasons, because
they really felt that all the products had about the
sane efficacy, and they wanted to prevent this.

This choice also resulted in, wthout
maki ng a very conplicated graph, it seened |ike the
only way to present these ranges, was in a tabul ar
format, and that was another side effect of this
deci si on.

Next was the definition of abstinence.

W' ve been rather consistent about this. [In snoking
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cessation trials, and in all the protocols,
abstinence is defined as the patient reports snoking
zero cigarettes since the previous reference point,
the patient appears at the study site during a
specified wi ndow of tinme to provide a biol ogical
sanpl e suitable for the detection of snoking,
usually that's breath, carbon nonoxi de, and produces
a sanple that's below the cutoff specified, in the
case of COwusually it's about ten parts per mllion
And, people have criticized this, that it's too
stringent and it underestimates quit rates, but it's
what we' ve been using.

After subm ssion, the sponsor sonetines
suggested that we coul d consider annualizing the
quit rates using sone nore liberal definitions, |ike
abstinence wth slips, or snoking on no nore than
two days during the period of abstinence
determ nation, but, again, this returns to the idea
that all they were going to present was a range of
quit rates. So, when they | ooked at this and they
said that these secondary anal yses did not produce a
change in the statistical relationships between the
treatnments, in other words, the study one on the
strictest definition, since they didn't really want

to put a bunch of different quit rates in the | abel
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anyway there was no reason to include these.

This slide is wong. It says abstinence
defined as weeks through six, but actually what |
meant was, success defined as abstinence during
weeks three through six inclusive, and I'll rem nd
you that the notion that success should be quit for
a nonth cane out an advisory neeting simlar to this
one. Basically, the advisory commttee thought that
to be considered successful sonmebody ought to be
able to quit for a nonth, and this was translated in
clinical trials into, generally, there would be a
week or so of grace after the quit date, and then
efficacy woul d be determ ned six weeks after the
quit date, at which tine the person had to say
they' d been abstinent for a nonth.

| should just say, there's probably a
little confusion, because sonetines this is called
weeks two through six, which neans the end of week
two to the end of week six, and sonetinmes it's
cal l ed weeks three through six, which neans the
begi nning of week three through the end of week six,
it's all the same thing. In fact, in other studies
where, for exanple, the drug is supposed to be taken
for alittle while before you try to quit, sonetines

it says weeks four through seven. It really doesn't
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matter.

You may ask, why do they choose to
anal yze the data this way. This was a consci ous
choi ce, because actually it wasn't the protocol
definition of success in every trial, although now
it is, I mean we've really kind of cone to sone
agreenent on this, and the products we're getting in
now this is the protocol definition, but there was
one that defined it as any four of eight and was
reanal yzed usi ng weeks four through six. And, the
sponsor suggested sone alternative anal yses,
additional alternative analyses, using things |ike
any four of seven, or abstinence since quit date,
but, again, the adm nistrative record shows that the
notivation was to provide a | evel playing field, and
t hey expl ai ned why they reanal yzed this data sayi ng,
this was purposes of consistency of |abeling across
approved nicotine patches.

The next thing that was consi dered was
t hese one-week quit rates. 1've been asked by ny
grammar and usage consultant to put in a word
agai nst the term point prevalence rates, that it is
triply redundant, in that prevalence is both at a
point and a rate. You m ght consider what we want

to call this, | called it one-week quit rates.
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Actually, the reviewers | ooked at this,
they requested this analysis, and they wanted to
|l ook at this, this is defined as the percentage of
subj ects who have been abstinent for seven days
precedi ng that nmeasurenent, and they | ooked at this
in the hope that it would help themto deci de how
long to keep trying on the treatnent in the case of
a patient who was not able to quit. They concl uded
that the design of the trial rendered this
uninformative. It said, exam nation of the week-at-
a-glance quit rates suggest that nost patients who
will quit had done so by week three. Unfortunately,
this is probably an artifact of the two-week grace
period which the subjects were allowed in order to
be still eligible for the weani ng protocol.

Neverthel ess, this is an analysis that
still retains a certain anount of popularity, and we
are interested in knowi ng what people think of it.

Snoki ng reduction was anot her thing that
they took a | ook at. They exam ned the nunber of
cigarettes snoked by non-quitters, and they actually
recommended an additional analysis to the sponsors,
because the initial analysis conpared the treatnent
group and the control groups with respect to the

absol ute nunbers of cigarettes per day, and it
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turned out to be statistically significant, but the
groups were different by only a few cigarettes per
day, and they just didn't think that was clinically
meani ngful, so they suggested this categorical
anal ysis, in which the definition of reduction was
being able to reduce to half pack per day.

But, upon examning this, first of all,
they said that they felt there was a distinct
paucity of evidence supporting the health benefits
of reduction, and al so, they were concerned about
t he inpact on cessation attenpts of endorsing this
as an indication. This was of sufficient concern
that it was taken to the Drug Abuse Advi sory
Commttee in 1991, and it was al so di scussed at
ot her venues, such as the CPDD neeting, and input
was obtained fromthe American Lung Associ ation, and
there was concern that endorsing reduction as al so
an option would have a negative inpact on cessation
attenpts, and since this worrisone hypothesis had
not been di sproved, and has yet to be, snoking
reduction, although denonstrated in clinical trials,
was not i ncl uded.

Next was the decision to include craving
as an index neasure of withdrawal synptoms. The

different trials included different neasures of
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wi t hdrawal synptons, sonme had the patients rate the
severity of seven different DSM 111 w t hdrawal
synptons, in others they rated only craving, only
wi thdrawal. Oher trials were done in Swedish, we
don't really know what they were rated, only what
the translator tells us which one was craving.
However, the reviewers elected to include only
craving, and anecdotally nmy understanding is they
want ed to choose a single cardinal synptom of
w t hdrawal , about which they had data for all of the
products, and they commented, "The concurrence of
the craving reduction and the quit rate does not
prove it as a causative factor, but the logical |ink
bet ween reduction of craving and quitting is easily
appreci ated. "

The sponsors did want, in sone cases, to
present other single neasures, but they were not
permtted to do so because in the case where there
are a panel of neasures it was felt to be
i nappropriate to just pick the ones that had turned
out statistically significant, multiple endpoint
pr obl em

Another little side effect here was
that, although there's data for craving across

studies, they didn't all use the sanme neasure, so
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that, the artifact of this is the little diagramin
the | abel s that shows craving, but doesn't have any
| abel s on the Y axis, because we wanted to -- it was
hard to know how to conpare them across studies, so
that's what they did to manage that.

So, this is what we've been doing to
date. After the advisory commttee called our
attention to these issues |ast Decenber, we deci ded
to take a hard | ook at what we've been doing and see
whether it's tine to nake a change. Already we have
approval on | abel that includes overall quit rates
for two nulti-center studies, because we felt that
the overall rate was a pretty good representation of
the efficacy.

So, we need your input to decide what
ot her changes to consider, and this neeting is the
first step. |In preparation for our discussions
today, we solicited input froma variety of sources.
As you know, the nmenbers of the commtted were
polled for their responses and for their suggestions
on what nenbers of the research community shoul d be
asked for input, and then a phone survey of
researchers was conducted by our working group
menbers. W sent a letter to comrercial sponsors

asking them how they would |ike to have seen their
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| abel differ or howthey'd |like to change their
| abel s, and we sent letters to organi zations and
agencies with an interest in this matter, |ike SRNT,
and Anerican Lung Association, N DA and so on.

W tried to broadly publicize the
nmeeting and its topic and the availability of a
publ i c docket for subm ssions through FEederal
Regi ster Notice, through our press office, it's nade
its way into a nunber of industry publications, and
sonme researchers were kind enough to help us out by
posting this inquiry on their group's VB site or
mai ling |ist.

We are very fortunately, actually, that
a nunber of the people who responded to the docket
or the phone survey were sufficiently interested in
this issue to cone here today to speak to you in
open public session. W expect to have a lively
group of presentations and an interesting
di scussi on.

This is the question we'll be posing to
you this afternoon, after our presentations. O the
suggestions nentioned today, which additional
ef fi cacy neasures do you believe mght be clinically
meani ngful and woul d of fer useful information to the

clinician, such that we should consider addi ng them
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to the prescription |labeling for snoking cessation
products. 1'd like you to keep it in mnd as we
proceed t hrough the agenda.

|"ve provided sone historical background
and next you'll hear from NormDrezin, who is the
Deputy Director for the Division of Drug Marketing,
Advertising and Comruni cations, which we call DWVAC,
and Normw || hel p us understand how | abel i ng and
pronotion are |linked, what is in the jurisdiction of
DMAC and what is not, and what options exist for
communi cating information to clinicians.

After that, Doctor Andorn will present
the information she received fromthe process of the
phone poll, and then we'll hear from speakers in
open public session, and Doctor Strain wll
sunmari ze some of the commonalities he saw across
t hose comments, then we'll have a di scussion.

Thanks a | ot.

CHAI R STRAIN: Thank you, Doctor
W nchel | .

We'll next hear from Doctor Drezin. As
he's comng up -- yes, do you want to go ahead and
make an announcenent ?

EXECUTI VE SECRETARY TEMPLETON- SOMVERS:

As part of the active recruitnment of public response
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to this topic, we have a | engthy open public hearing
schedul ed for 10:30. At this time, however, we'd
like to invite any nenbers of the audi ence who have
not signed up previously to nake brief comrents if
they would like. Are there any requests for tinme at
t he open public hearing, at the brief one?

Thank you.

DOCTOR DREZIN. Good norning. It's a
pl easure to be here today. |1'mgoing to be talking
about sone issues that are generally not things that
are di scussed by an advisory conmttee or topics
that you usually woul d have reason to be involved
in. And so, | hope that, you know, I"mgoing to try
to explain it as clearly as | can.

The agenda for today is to discuss the
rel ati onshi p between | abeling and pronotion, the
| abel i ng requi renents and the advertising
requi renents. | want to start off with what the
Agency's authority is.

The Agency is responsible for the
| abeling of all drug products, prescription drug and
over-the-counter drug products, and is al so
responsible, primarily, for prescription drug
advertising. The Federal Trade Conm ssion has

primary responsibility for over-the-counter
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adverti sing.

Now, when FDA becane involved in drug
advertising back in the '60s, there was sone
di scussion of how the different areas were to be
di vided under the legislation, and in the early
1970s there was a nenorandum of under standi ng
between the FTC and the FDA, in which they basically
came to the conclusion that FTC woul d have primary
responsibility for over-the-counter advertising and
FDA woul d have primary responsibility for
prescription drug advertising. | say primry
responsibility, bear in mnd that that doesn't
excl ude either agency fromeither product area, and
there are sone areas at tines when FDA may be
i nvolved in OTC issues and the FTC may wi sh to be
involved in prescription issues.

Anot her issue that's very inportant for
this panel to understand is that unlike the approval
process for prescription drugs, where nothing
happens until the product is approved in a proactive
way by the Agency, pronotion does not have that
advant age. The FDA does not require pronotion
materials to be precleared, as a matter of fact the
statute prohibits that except in extraordinary

ci rcunstances. And, there are very few
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circunstances in which that has actually cone about.

Primarily, the one area that you nay be
aware of in which pronotion materials nust be
submtted to the agency prior to being used are for
products that have been approved under the
accel erated approval process, which offer drugs for
life-threatening and serious ill nesses.

Wth that point, where do practitioners
get information about prescription drugs, and
primarily the approved product |abeling is a primary
source, also publications, peer review journals,
conti nui ng nedi cal education, in pharmacy and
nur si ng educati on prograns, and pronotion, which is
probably where they see nost of it, brochures, ads,
vi deos, sem nars, dinner neetings, et cetera, and
there's a trenmendous anmount of that information

Now, the statute actually requires, it
defines labeling to mean all | abels and ot her
witten, printed or graphic matter upon any article
or any of its containers or w appings, or
acconpanyi ng such article. Now, that last -- that
second phrase, acconpanying such article, is a very
key issue in regulating prescription drug pronotion,
because what that did, by a Suprenme Court decision

in 1948, was, basically, to say that the materi al
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that a manufacturer or sponsor hands out to the
practitioner in their office or in the health care
setting, even though it's not with the product, is
still labeling.

So, what is the purpose of |abeling?

Let me just, to clarify some | anguage here first
of f, when we tal k about labeling for this part of
the talk we are going to be tal king about the
approved product | abeling or package insert, and
that is the |labeling that the agency approves that
everybody is famliar with, it has specific sections
and specific layout. There's also the concept of
pronotional |abeling, though that's not defined in
the statute, and that is sonething that I wll use
to describe everything else fromthe pen that has
the nane of the drug, to the video, to a product
nonogr aph that m ght be 75 or 100 pages | ong and
descri be everything el se known about the drug.

And then, there's advertising, and I'|
describe the difference between advertising and
pronotional labeling a little later.

So, the purpose of labeling is to inform
heal th care providers about the drug, and that is
primarily for the agency the key issue. |'m going

to refer to a Federal Reqi ster statenent that issued
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in Cctober of 1995, describing a public neeting
about the revanping of the package insert, and in

that Federal Register statenent the agency said,

"The maj or purpose of prescription drug product

| abeling is to help ensure that prescribing health
care professionals have the informati on necessary to
prescribe products in a safe and effective manner."
They go on to say, "The approved | abeling
communi cat es the concl usi ons of FDA review of the
data, of the product's new drug application.” And
finally they say, "The approved | abeling also serves
as the basis for product pronotion. FDA's

regul ations specify that all advertising clains nade
about a product be consistent with approved

| abeling."

But, renenber that the |abeling, when
approved by the agency, has another function too, to
the industry, that's the license that enables them
to put this product on the market, pronote it and
sell it, and there are distinctions because there
are different interests. The agency has a very
specific interest in its mandate about providing
information to health care providers about the
drugs, so that they can be used in a safe and

effective way. The industry wants to do that, they
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al so want to sell a lot of product, and what that
| abel i ng says and how they can use it nmakes a big
difference in the marketing of their product.

So, when you tal k about prescription
drug |l abeling, as you see | |earned howto use clip
art when | was playing with these slides. | was
having a little fun with them The issue about
| abeling is going to be msbranding. That's the
violation, a prohibited act under the statute is if
a product is m sbranded, and the product can be
m sbranded because it's false and m sl eadi ng, the
| abeling or advertising is false or msleading in
any particular, and that applies to both the
approved product |abeling and the pronotional
| abeling for the product.

Now, what | want to do here, and | want
to inpress upon you, is the fact that all these
things are treated the same way under the statute
and regul ations. For exanple, in the prescription
drug | abeling regul ations, Section 201.100(c)(1),
and I'Il try not to do that too often, giving
citations, |abeling, being that which is on or
wi thin the package, nust have adequate information
for its use, for all intended purposes, and for al

purposes for which it is advertised or represented,
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and that's a summary of that section.

But, the next section in the sane
regul ation, 100(d)(1), tal ks about any | abeli ng,
whet her or not it is on or within the drug package,
whet her it's distributed by the manufacturer, or
sponsor, or sonebody on their behalf, and then sets
out the very sane identical |anguage and uses. So,
there's no distinction between that which can be
given in the package insert and that which can be
given in the pronotional |abeling, brochures, slim
jinms or any type of other product literature that is
dropped off or mailed to your office.

Now, what is the | abeling? Under the
regulations, it's a summary of the scientific
information for the safe and effective use of the
drug. The approved product |abeling or package
insert should be informative and accurate, and
nei ther pronotional in tone nor false or m sl eading
in any particular. And, the any particular is nice,
broad | anguage, | nean it covers just about anything
and everything you want to say, and statenents that
may be in there about a drug.

Now, this is very inportant because in
t he devel opnent of | abeling, both between the agency

and the sponsors, sponsors usually have a plan for
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how they are going to market their product. This is
all thought out beforehand, and when they conme to
t he agency they know how they want to strategically
pl ace their product in the marketpl ace, both anongst
conpetitive products and anongst other uses or other
treatnent nodalities. And so, they are al ways
trying to find a way of having |anguage in that
| abel that gives themthe basis to go forward with
this strategic plan, and that's very inportant to
them \Vhether or not it neets the agency's criteria
i s anot her issue.

Under the nore specific requirenments of
the labeling, it has to be safe and effective, and
one of the areas where you find a | ot of
differentiation in labeling is based on patient
subgr oups, the subpopul ations, be in age or agenda,
or concomtant conditions, or severity of disease,
and that makes a very inportant distinction when you
are tal king about a drug that's used in a second
line situation, because it has efficacy but because
of its adverse events it shouldn't be used in
certain patients, or it's only been tested in mld
di sease and we don't know what woul d happen in the
severe cases, or it's never been tested in a patient

that had a recent M, and are there any differences
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when you use a product in that patient popul ation or
any ot her specific concomtant disease patient
popul ation than the patient population in which the
drug was studied, and what are those differences.

There are also limtations in the
| abeling requirenents that address the product being
refractory to other drugs, so that it's used only
when ot her drugs were shown to be ineffective, or
short-termuse, the drug was only studied in four or
six weeks, and it's going to be used chronically,
it'"s going to be used for the rest of the patient's
lifetime. O, very key is when not to use the
product, and that also can be in the | abeling and
could be part of the recommendations for |abeling.

Now, when | nentioned before pronotional
| abeling, | started to give a definition. 1It's not
really defined, but the advertising regulations |ist
a rather long |ist of exanples, which includes
brochures, booklets, mailing pieces, file cards,
bul l etins, calendars, price |lists, catal ogues,
letters, videos, et cetera. It includes basebal
caps and tee shirts, it includes pens and coffee
mugs, and anything else that is apt to be putting
t he product before you.

On the other hand, advertising is
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considered to be published journals, nagazines,
newspapers, that which is broadcast through nedia,
such as TV and even tel ephone comrmuni cati ons, and as
you know there are a | ot of communi cati ons now about
calling 800 nunbers and getting into rather |engthy
di scussi ons.

The key difference between pronotional
| abeling and advertising is that |abeling nust have
the full approved package insert with it,
advertising can have sonething called a brief
summary, which is best described as neither brief
nor a summary, but it basically contains all of the
risk information that acconpanies the product and is
in the labeling. You see this nost often in either
prof essional journals or nost recently in the |ay
press, where you see a product ad and then there's a
page or a half page of extrenely snmall, blurred type
that's al nost inpossible to read.

The key is that these two materials, or
types of materials, or types of pronotion, are
treated the same under the statute. Section 201 in
the statute talks about it in terns of the
representati ons nmade or suggested in | abeling or
advertising, om ssions of material fact, these are

ways that the products can be m sbranded and
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considered false or msleading, and that is in the
representati ons nade or suggested even in a positive
sense, or by omtting significant information. And,
a part of the statute that's very unique is that
they al so tal k about the consequences that may
result fromthe use of the drug.

So, the standard for |abeling and
advertising is that it can reconmmend and suggest the
drug only for those uses contained in the approved
product |abeling, they may not be false, lacking in
fair balance, which is sonmething I'll talk about a
l[ittle nore in a mnute, or otherw se m sl eadi ng.

Prescription drugs are unique. The |aw
requi res disclosure of the consequences of using the
drug, consequences being fair bal ance. Drugs have a
beneficial result, and that's why we are using them
They al so have a | ot of negatives, and that's what
takes up nost of the space in the product |abeling,
and that al so needs to be communi cat ed.

When you buy a car, and they don't have
totell you that it's going to break down or m ght
break down, you use a drug and they need to tell you
that it nay cause a granular citosis, or it may
cause nausea and vom ting, or sonething along those

i nes.
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In an article back in 1990, before
becom ng comm ssi oner, Doctor Kessler wote in the
JAVA a fair balance test, and that is that the
advertisenent, or |labeling as the case may be,
viewed in its entirety to determ ne whether it
presents a bal anced account of all clinically
rel evant information, the risks and benefits that
can affect the physician's prescribing decision.

Now, this is inportant in the sense of
this panel is going to be considering | abeling, and
what nore we need to tell physicians, and that could
be all that we need to tell the providers, whether
it be positive for greater use or great benefit of
the product, as well as things we need to call out
to their attention that are negative about that
pati ent popul ation of that use.

The advertising regul ations provide
specifically that it would be false or msleading if
an ad contained a representation or suggestion not
approved or permtted in | abeling, that a product
was nore effective than was stated in the | abeling,
and that frequently may cone up because the | abeling
says that the drug was effective in 30 percent of
the patients treated, and out cones sone article or

sone pronotional material that tal ks about 70, 80,
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90 percent, 110 percent, | don't know, going upward,
a broader range of conditions or patients that may
be based on patient subpopul ations, it could be
based on severity of disease, concomtant disease,
or altogether unrelated conditions, or that it's
safer than is described in the |abeling, and that
commonly cones about in sone situations in which the
| abel i ng says, has a high incidence of sone adverse
event and they are trying to nake it appear safer by
tal ki ng about sonething that gave sone data about a
| ower incidence. So, it's better, nore effective,
broader range of conditions of patients, or safer,
fewer side effects, |less incidence, or |ess serious.

Now, another issue cones up with

conparative clains, and in the marketplace we've got
to consider, and | think Celia spoke earlier about
t he nunber of nicotine patches, and just think about
all the other drug products, the nunber of -- there
are ten ace inhibitors, there are a nunber of
cal ci um channel bl ockers, everybody is |ooking to
find a niche against this conpetition, and to find a
conparative claimthat says ny drug is better than
your drug, or my conpetitor's drug. It contains a
conparison that represents or suggests that a drug

is safer or nore effective than another drug in sonme
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particular, when it's not been denonstrated to be
safer or nore effective.

Now, this is the advertising
regul ations, but let nme tal k about the |abeling
regul ati ons.

In 201.57, the specific regulations |ays
out the specific requirenents for each section of
the labeling, inV, let's see, | guess it's 3-V,
"Any statenents conparing the safety or
ef fectiveness, either greater or less, of the drug
with other agents for the sane indications shall be
supported by adequate and well-controll ed studies as
defined in Section 314.126(b) or unless this
requirenent is waived." So, when you are | ooking at
| abel ing and you are seeing studies, there's a
guestion of whether the conparative information in
there actually neets the standard to say that this
drug is better than the other drug. There nay be
sone data, there may be sone either a trend or there
may even be, you know, sone higher |evel of
persuasi ve data, but does it neet the standard for
conpari son between those two products or two or nore
pr oduct s.

In general, we |ook to see that

conparative clains are supported by substanti al



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

38
evi dence, and that's usually described as at | east
two adequate and one controlled studies, and that
t hey use the products conpared in the clainms, and
that may sound a little obvious, but often tines we
see studies that do not conpare the products.
Perhaps it was a foreign study, and the product
that's actually being marketed and sold in Europe is
not the sane product that's going to be nmarketed and
sold in the United States. It nmust be within
| abeling for all products, sonetines that could be
within the uses or the patient popul ations, or that
t hey use appropriate dosages and doses of al
pr oducts.

Sonme of the things that we've seen in an
attenpt to support conparative clains are things
i ke that a conparison is made but the conparative
product is not actually adm nistered in the dosage
formul ation, the dose or the route of adm nistration
that would be used in the United States, or that
it's not an appropriate dosage. For exanple, one
way of showing efficacy is to use a high dose of one
product and a | ow dose of the other product, or for
adverse events and safety, do the converse. So,
t hese have to be | ooked at very carefully to make

sure when you are | ooking at conparative data that
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they are using the sane part of the dosage range,
the correct products, the correct route of
adm ni stration, because that recommendation, if it
appears in labeling, it wll appear in pronotions,
it will appear on billboards, it wll appear
everywhere you see the product, and it may or may
not be supportable, it may not be validated, and we
need to know that, you need to consider it.

And, with that, | think I'll close and
open it up to any questions that you nay have.

CHAI R STRAIN: Thank you, Doctor Drezin.

We'll now take a few mnutes for
questions fromthe commttee for Doctor Drezin.

Doct or LI oyd.

DOCTOR LLOYD: What can you tell us
about the oral presentation and things that are not
printed or in nedia presentations, things that are
just made orally in pronotions and adverti si ng?

DOCTOR DREZIN:  Well, the great wwsh to
be the fly on the wall, if we could only be so. W
considered oral presentations to be adverti sing,
because they are not witten, printed or graphic,
and to the extent that we can bring an action, this
is retrospective, because in the pronotional sense

it's always retrospective. Sonething has to happen,
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we have to have evidence, we have to be infornmed
about it, and we have to then be able to devel op
enough evidence to bring an action.

The nost recent, or | should say one of
t he nost maj or cases we brought involving that was
i ssues involving Abby Pharmacia a few years ago, for
the pronotion of dipentumfor ulcerative colitis.
In that situation, we had evidence, both from people
who received information as well as from conpany
prograns in which they were training and critiquing
peopl e about -- sal es reps about how they nmade the
presentations in order to know what took place in
the oral. They actually took the oral presentations
and had witten docunmentati on about them

But, we al so had oral evidence of
peopl e, both from peopl e who made presentations, as
wel | as peopl e who received presentations, and in
that case we wound up in a permanent injunction.
But, it's difficult, we need practitioners to tel
us what's happeni ng, we need sal es reps or forner
sal es reps who were unhappy about being forced into
maki ng such presentations, and then we can devel op
t he case.

And, the other thing is that for

practitioners, when, you know, you are being told
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t hi ngs, be skeptical and chall enge what you are
being told, and if you feel it's inappropriate, give
us a call, call the Med-Watch line, you know, cal
t he agency, or even conplain to the conpany, but |
woul d suggest you call us, we'd really |ike that.

CHAI R STRAIN:  Yes.

DOCTOR TONG  What interest does the FDA
have with the materials on the Internet, as we see
i ncreasing materials, conpany sponsored and ot hers,
dealing with particular products? Are they
consi dered pronotion? Are they considered
advertising, or just what?

DOCTOR DREZIN:  They are consi dered
pronoti on when they are put on by the conpany, or
sonmeone on behal f of the conpany. W have not cone
upon a deci sion or guidance yet that we are working
on to make a determ nation of whether it's |abeling
or advertising, but at this tine we are saying,
really, for our purposes and for current purposes
the industry should treat it as one or the other and
follow the rules.

It really doesn't make a | ot of
di fference between whether you put up the ful
product information or whether you put up the brief

summary, since the Internet is not limted in space



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

42
or cost for that purpose, | can't inmagi ne why
anybody woul d want to put up the brief summary
instead of the full prescribing information because
the difference is positive information, the ful
prescribing informati on woul d have the clinical
trials and the clinical pharmacol ogy sections, and
the full indications section, the brief summary is
not required to have that.

So, nobst conpanies that |I'm aware of
that use the Internet are putting on their ful
prescribing information with it, and it is |ooked
at, we do nonitor it, obviously, we don't have the
resources to spend a lot of time surfing the WEB
from conpany to conpany, but | assure you that in
nost i nstances conpetitors do an anple job for us,
and we find out what's going on on the Internet and
have acted appropriately, but it is pronotion.

CHAIR STRAIN. O her questions?

Yes, Doctor Wnchell.

DOCTOR W NCHELL: Let ne just ask you to
comment on direct-to-consunmer advertising, because |
know a | ot of tinmes when we think about what woul d
be useful to the clinician, at the sanme tinme we
t hi nk what m ght be confusing to the consuner. And,

if you can just |et people know about how direct-to-
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consuner advertising is regul ated.

DOCTOR DREZIN: Direct-to-consuner
advertising is regulated the sane way that
prof essional advertising is regulated. It requires
fair balance. It can't be false or m sl eading.
Oten tines it may be a little difficult to come up
w th adequate information in what we call consuner
friendly |l anguage. A brief summary is still
requi red, and appears, if you | ook at Parade
magazi ne, or any of the other lay publications,

Ti ne, Newsweek, or whatever, and you see

prescription drug ads, flip the page and you'll see
the brief sunmmary.

But, looking at the proliferation of it,
it certainly has grown and those requirenents have
not hanpered that growh, you know, totally. How
much woul d be wi thout that requirenent we don't
know.

The real issue is what can consuners get
out of it, and that depends on how nmuch effort the
sponsor wi shes to make. The information doesn't
hurt consuners. There's a big difference now
bet ween the amount of information that consuners
want or demand and the anobunt that they used to want

or denand.
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| go back to the tinme when | was in
pharmacy school, a few hundred years ago, and we
| ook at that time, it was actually unlawful for a
pharmaci st to put the name of the drug on the | abel
of the bottle. Patients did not know what drugs
they were taking, and they really didn't ask, they
didn't want to know.

In the late '60s or early '70s, a change
was made in that pharmacists were able to put the
name of the drug on the label if the doctor checked
a box on the prescription that said "Il abel."

We've cone a long way now, just go to
Borders, or any of the book stores, and you'll find
entire sections on prescription drug conpendi a that
peopl e are buyi ng because they want information.

| was at Price Club a couple of nonths
ago, they were selling PDRs, they had a very large
stack of PDRs in the mddle of the floor. People
want information, and considering the fact that we
hear a | ot about consuners saying, you know, the
brief summary, nobody wants this information, why
are they buying PDRs, that is the epitone of the
information, they want information, they are asking
for information, they want to know what the drugs

are for, they also want to know the adverse events



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

45
about the drug.

CHAI R STRAIN: Doctor Lloyd?

DOCTOR LLOYD: Do you have any conments
on off-label use in pronotional activities or
unapproved use pronotional activities?

DOCTOR DREZIN: Well, if there are
pronotional activities, | wsh you' d tell nme about
t hose when they are going on, because, clearly, that
i s agai nst the regul ations.

The whol e concept, the whol e process
that we have conmmttees like this, and the review
process since 1962, is for those indications to be
determ ned to be safe and effective and to be pl aced
on the | abel.

And, when you have off-I|abel uses you
are circunmventing that system The |abel is
basically the only data that has been independently
eval uated to determ ne whether, in fact, it's valid
and that the drug is safe and effective for those
condi ti ons.

There is off-1abel information out
there, certainly the agency has never attenpted to
stop health care providers fromusing products for a
variety of uses, though the regulations apply to the

sponsors as far as giving out information, and even
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there the agency has waived a little bit to the
extent that if a provider w shes information and
calls a conpany, or asks the conpany, can | get
i nformati on about such and such, the agency does not
interfere with that provision of that information.
But, the agency says, nunber one, that information
shoul d not be pronpted by the conpany, practitioners
shoul d say, | have a patient, | have a problem what
do you know about sonething, rather than, woul dn't
you |i ke to have sonme information about -- you know,
sign this card, or if you want this information |"|
be happy to pass this forward to the conpany and we
can send it to you, and that's pronpted, that's
solicited, and that's not appropriate.

But, on unsolicited requests, the agency
has not sought to interfere wth the provision of
what we consider to be a scientific exchange of
i nformation.

CHAI R STRAIN: Doctor Khuri.

DOCTOR KHURI: | sinply would like to
underline the inportance of Doctor Wnchell's
remark. | imagine it's fair to say that the
regul ati ons governing advertising in People magazi ne
are, perhaps, less stringent than the actual

| abeling on the product, in that the pictures, for
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exanpl e, that you can use that transmt the
messages, Wwhet her sex or pleasure, we all know the
conpl exities of advertising and marketing, and
convi nci ng the consuner to buy one product over
anot her, whether it's laundry soap or an
anti histamne, that this is really a major factor
because increasingly, as we know follow ng up on
your remarks, patients conme in to doctors telling
them what they want themto prescribe, that they
know fromtheir reading that Habitrol is better than
Ni coDerm and that's what they want. And, how they
got that inpression is very often fromthe trade
magazi nes and not the | abeling.

| just wanted to underline that point.

CHAI R STRAIN: Thank you.

Doctor de Wt?

DOCTCR de WT: You nentioned the
advertising of prescription nedications is the
jurisdiction of FDA, but advertising of OTCis the
jurisdiction of the Federal Trade Conm ssion, is
that right?

DOCTOR DREZIN:  Correct.

DOCTOR de WT: So, when sonething
changes from prescription to over the counter are

there any i nmedi ate concerns, or is there going to
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be any action to change the advertising to fit in
with the Federal Trade Comm ssion? Can you tell us
sonet hi ng about when sonet hi ng changes fromone to
t he ot her?

DOCTOR DREZIN:  When there is a switch
about to take place, well, first off, one thing
that's inportant to recognize is the fact that these
agencies don't exist in a vacuum W know t hose
fol ks very well, they know us, we talk to each other
very often, we neet and so each other. So, it's not
a vacuum As a matter of fact, sone of themattend
advi sory conmmttee neetings for the OTC products,
and they are aware of the switches, to the extent
that they need information that's of a nedical,
technical or scientific nature they ask and we
provide. To the extent that we have sonme concerns,
we are not shy about discussing it with them

So, there is a very good interaction
that takes place constantly. It's not sonething
that needs to be started or adjusted.

Does that help you?

DOCTOR de WT: Is there anything
di fferent about the rules of the Federal Trade
Comm ssi on versus FDA, and what wording, or how they

advertise?
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DOCTOR DREZIN:  Yes, | nmean, there's a
significant difference in the way the two agencies
operate, by their statutes. The standard is fairly
the sane, their deception and our m sl eading are
fairly cl ose.

The issue is that they don't get
materials submtted. One of the issues in the
prescription drug advertising and pronotional area
is that sponsors are required to submt every ad or
pronoti onal piece that they use at the tinme they
start to use it. So, a pronotional material, at the
time they initially dissemnate it, and advertising
at the time of its initial publication. The sane ad
may run in 30 journals, they only have to submt it
once.

The FTC does not have any such
requi renent. Their case generation is usually based
on them seei ng sonething or receiving a conpl aint
about it and generating the case and nmeking a
determ nation that they ought to look at it. They
may wind up getting information fromus, they may
wi nd up getting information from consuners, or
health care providers, and they are very receptive
to receiving that information, but they do not have

the sanme type of reporting requirenent. And their
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process, which is nowin sone nodification to giving
nore advice to industry, but at |least up until now
has been, here's the law, you know the | aw, you
break the law and then we'll take an action, wthout
any specific oversight, because, renenber, not only
do they | ook at over-the-counter drug ads, but they
are | ooking at cars, and perfunes, and cl ot hing,

t hey have the entire ganut of everything el se but
prescription drug advertising. It's a resource issue
as well.

CHAIR STRAIN. O her questions?

Thank you, Doctor Drezin.

We' Il now hear from Doctor Andorn, the
Chair of the working group, who will provide a
summary of the tel ephone survey of acadeni ci ans
conducted by the working group.

Doct or Andor n.

DOCTOR ANDORN:  Sone of this may seem a
little redundant with sonme of the things said by
previ ous speakers, because we didn't coordi nate very
well, but I think we may al so have a different spin
on sone of the same words.

Wen | first talked to sone of the
i ndi vidual s and asked our questions, it becane

obvi ous that the discussion becane ranbling the
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mnute | said the word | abel, and often, as ny
students will tell you, when that happens | figure
that it's because we don't all have the sane
definition.

So, | went back to Webster's, this is
out of nmy own book shelf so you can see how often
replace ny Webster's, but the 1986 Wbster said that
a label is, "Aslip of paper or other material to
desi gnate or describe, indicate nature, ownership,
destination of an article." The 1966 definition is
very simlar but includes "...other appropriate
i nformation."

| think where we cone to in the | abeling
of prescription products is the narrow 1986
definition, put the mnimumin there obtained by the
sponsor, whereas, the intent of the statute may have
been a little closer to the 1966 versi on which said,

i ncl ude other appropriate information." And,
with that in mnd, I think we are in the mddle of a
pendul um swi ng, because what we are doing today is
| ooki ng at what other appropriate information needs
to be included in the |abel.

And, fromthe sane statute that we have
just heard, a little paraphrasing, but the |abel

shall contain the sunmati on of essential scientific
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information, and the underlines are mne. It
doesn't say the summation of essential scientific
i nformati on obtai ned by the sponsor, it says the
summat i on of essential scientific information for
the safe and effective use of the drug. The | abel
shall be informative, and it's hard to be
informative if you restrict too nmuch what you put in
the | abel, and accurate, neither pronotional, nor
fal se.

And, inportantly, that no inplied clains
or suggestions of drug use may be nade if there is
i nadequat e evidence of safety or there's a | ack of
evi dence of effectiveness. And, for those of us
stuck in the HMO nanaged care battles, | wanted to
poi nt out the word effectiveness is the key word,
not efficacy.

So, really, as we've already heard, the
obligations of the label are to give the indications
for the use of the product, to give the evidence of
ef fectiveness, not efficacy, and that, of course,

i ncludes the mechanismif it's known, and to al so
state what is known about the safety of the
conpound, that includes everything from dose ranges
to toxicity, side effects and so forth.

Now, what do physicians really want?
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And, if | listen to ny staff at staff neetings, or
my residents haranguing nme with questions about
drugs, what it sounds like the physician really
wants is, tell ne who in this |abel should get the
drug? How high can | push the dose, particularly in
the case of a non-responsive patient, and how do the
sponsor findings relate to the general body of
literature? Wat's the rational basis | should use
to pick this drug over any other drug?

And, pl ease, please, in this |abel
relieve nme of the liability, and that includes for
alternative uses, that includes for prescribing in
obstetric cases, and the chronic use of a short-term
st udy conpound.

Now, some of those w shes may be
unrealistic, given the statute, but sonme of the
peopl e we tal ked to have cone up with sone creative
i deas for neeting sone of those w shes.

Now, can the | abel be changed, and |
think that's an issue that the commttee needs to
think about. Certainly it can, a | abel can be
changed at any tine. It can be changed at the
request of the sponsor, who nay have additi onal
findings, say, fromPhase IV trials, new

i nformati on, new indications, as we've seen recently
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with Wellbutrin. It can be changed at the request
of the agency, if the agency gets new safety
i nformati on, devel ops warni ngs based on input, or
new findings reported in the academ c journals
concerni ng the conpounds.

And, | think what's really progressive
is what this particular branch of the FDA is doing,
is being sensitive to the custoner, and custoner
satisfaction wth the | abel and what this neeting
really is also about is what is the consuner, the
health care provider consuner, input to nodifying
the | abel s for snoking cessation products.

Now, the nethod we used to tap into our
academ c col | eagues in the snoking cessation arena
was very informal. W had a very short tine
turnaround, so we couldn't do anything formal, and
it was very non-random

What we did, as Doctor Soners generated
us a list of NIH grantees, | went through that
current |ist and anybody who had snoki ng cessation
inthe title of their grant got a chit next to their
name and we attenpted to contact them Those
i ndi vi dual s then suggested other individuals, and we
al so had suggested nanes fromthe board nenbers.

The cohort was actually limted to those
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who returned our calls, and in ny case at |east, |
made only two attenpts to contact people. | just
didn't have enough tine to do nore than that.

We reported the results as a consensus,
and a consensus is the magjority of respondents.

Now, | know Salient really doesn't want
us to tal k about design, but when you approach
academ c researchers in this area it is very
difficult for them although the FDA sees these two
events as separate processes, they seeminseparabl e
to nost academ cians. | really didn't want to throw
away sone of the good ideas that were shared by our
col | eagues, so | will give two seconds to the issue
of sone of their suggestions about design.

Consensus was that a one-nonth quit rate
is just not realistic in the real world of
treatment. It is just not realistic, particularly,
for nicotine. But, if that's the standard, they
understand that. They would recommend changi ng
design to a longer-termtreatnent, six to 12 nonths
were the tinme periods nost people nentioned.

Quit rates for one nonth nmay be useful,
both useful clinically to et the patient know they
are on the right track, but they really -- the

consensus was these drugs have been studied for too
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short a period.

Quit rates for a day were considered
usel ess, a usel ess piece of information to get from
a study, and that total abstinence really is the
gold standard, that reduction in use is m sl eading,
both to the provider and the patient. | think it
was Doctor O Brien who state that it's well known
that even if reduction occurs for a short tine
period, there's rapid escalation back to the
previ ous dose, and so treatnent outcone of reduction
is not fair to the patient.

Sonme of the comments, and these are
i ndi vi dual comments made, snoking cessation and
rel apse prevention are two inportant aspects of
treatnent, the current design only addresses
cessation. The success rate in nicotine addiction
is lower than al cohol, cocaine and heroin, where
long-termtreatnents are applied and are the
standard. A nethadone-type nodel m ght be
t herapeutically useful, i.e., long-termchronic use
of a nicotine substitution product, and that a
current design is illogical by applying a | ow dose
for a short period of tinme. And, finally, that the
i ssue of restarting a cessation programafter failed

abstinence is also not addressed by current design.
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Now, there were sonme consensus ideas for
changes in the | abel, assum ng design stays the sane
as it is. The academ cians did want point
preval ence data included, but they wanted it
expl ained carefully, and | kept hearing that, you
know, you have to be sinple to the providers, and
pretty soon | was beginning to get the feeling that
once you graduate and finish your residency and go
out inthe field you lose 1Q points, and that's not
the issue. The issue is that you are no | onger
speaki ng the | anguage of statistics every day, and
if you don't use the | anguage you | ose the
vocabul ary. And so, we need to be very careful,

t hat kept com ng through, in how we | abel, how we
use | anguage in the label, so that it's easily
under st ood by the provider.

The academ ci ans wanted six nonth and
one year abstinence data included. They al so wanted
the specified adjunct treatnments applied. If it was
a behavioral treatnment that was al so given to the
patients, what did it consist of? How many
sessions, group, individual, so forth.

The consensus was that all data should
be expl ai ned, even what statisticians think is

readi | y understandable to the consum ng public, it
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shoul d be explained in sinple | anguage, and limt
the discussion in the |label to the achievenent of
abstinence, and not reduction in snoking.

There was an overwhel m ng consensus to
add published safety data that is already avail abl e,
whet her it was obtained by the sponsor or not. For
i nstance, the study by Miurray, which | ooked at 3, 000
patients who continued to use N corette gum | ong
after short-termuse would have term nated, and
several respondents suggested that a generic
statenent concerning the need for |ong-termuse
based on the literature should be added.

Sone suggested formats, one from Doct or
Young, to kind of explain sonme point preval ence data
in a sinple | anguage. W studi ed bl ank, how many
snokers for blank nunber of days or nonths, and
during the study such a percent abstained from
cigarettes for at |east one nonth at sone tine
during the study, and anot her percent were abstinent
at the end of the study, which was for however many
nont hs.

One of the nore creative suggestions for
a change in format was add a di scussion section to
| abel s, and include relevant literature and ot her

reported, and that neant literature reported
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experience, and discussions, not just of relative
ri sks, but, for instance, harmreduction, that it is
well known in the literature that snoking is harnful
to fetuses, nicotine is less harnful, if harnful at
all, to the fetus, and, therefore, a patch m ght
reduce the harm even though that hasn't been
studied. This kind of idea could be included in a
di scussi on section, and could even include
di scussion from advi sory board neetings, and be done
in a format very simlar to the neurobiol ogy of
aging, where data is presented and then two or three
peopl e discuss very briefly that data and the i npact
of it on outcones.

Sone of the specific coments nmade
address which stage of change the product is best
used, is it useful in the pre-contenplative stage,
is it useful only in the action stage?

Specify the effects on specific
wi t hdrawal synptons, not just craving, which sone
peopl e said was usel ess anyway, but the specific
wi t hdrawal synptons being those that the consuner is
nost interested in, irritability, weight gain, et
cet era.

I ncl ude rates of rel apse upon

di scontinuation fromthe study, not just rates of
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abstinence, but what practitioners need to talk to
their patients about are rates of rel apse, and
i nclude the informati on on the nunber of prior quit
attenpts by the study cohort. Wre these al
patients that this was their first attenpt, or for
some was this third and fourth attenpt, and were
there differences in their response, since it is
well known it takes multiple attenpts to quit
snoki ng.

Two researchers that were poll ed opposed
changing the | abel, although they suggested |ots of
good changes, because changes m ght confuse
provi ders who are used to the present standard and
m ght be unfair to sonme products that are already
out there to change the labels at this |ate date.

Two ot her researchers suggested the use
of a generic statenment that encourages the use of
clinical judgnent, a blanket statenent |iKke,
al t hough these data woul d support short-term use,
the literature supports |long-termuse, and we
encourage the clinician to nake a treatnent plan
based on the needs of his or her patient, sone
generic statenent.

So, in summary, the acadeni ci ans

suggest ed changi ng design to include | onger-term
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treatnment, and change the | abel to include what
| ong-term data has been obtai ned, point preval ence
data, and literature data on long-termsafety and
treatnment, literature data on rel apse prevention,
and to specify the role of the product in the
overall treatnment plan for the patient.

That's it. |If there are any quick
questions before the break?

CHAIR STRAIN: Yes, let's take a few
mnutes to see if the commttee has questions.

Yes, Doctor D Agosti no.

DOCTOR D AGOSTI NGO Were there any
coment s about conparative statenents with the
pl acebo? One of the difficulties | had in terns of
reviewing this material in general is that, if you
| ook at the individual centers and you start talking
about the rates, and you introduce the range, you
start getting overlap wth the drug versus the
pl acebo and so forth. And, one of the ways of
addressing this, not only in terns of secondary
measures, but even the primary neasures, mght be to
enphasi ze nore the conparative statenents with the
pl acebo or other control groups. Has anything |ike
that conme up in the discussion?

DOCTOR ANDORN:  Only from one i ndivi dua
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did the issue of placebo even cone up, because | was
pretty rigid and said, let's not tal k about design.
You are given the design we have, how woul d you
change the | abel ?

DOCTOR D AGOSTING  No, I'mtalking in
terms of presenting the material.

DOCTOR ANDORN: Ri ght, but nobody
di scussed it.

DOCTOR D AGOSTI NGO Nobody di scussed it.

CHAI R STRAIN: Doctor Wnchell.

DOCTOR W NCHELL: | just wanted to
clarify, when you nmentioned using -- including point
preval ence data in the |abel, fromyour presentation
| surm sed that you neant across tine to present how
many people were able t abstain for a nonth, not
necessarily the nonth that was specified.

DOCTOR ANDORN:  There were two pieces of
that. One is, not necessarily the nonth, they felt
that if there were patients that did abstain for a
nmonth this is useful information, whether it was the
month or not. But, the second issue was, if you
took a point in time, how many people were
abstaining at that tinme point, whether or not they
had abstained in that nonth.

DOCTOR W NCHELL: But, you are saying



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

63
t hose who are abstaining at that tinme point would be
defined as abstaining for how long prior to that
determ nati on?

DOCTOR ANDORN:  How long it ever turned
out for that individual.

DOCTOR W NCHELL: So, either a nonth or
five mnutes.

DOCTOR ANDORN:  You take the point in
time and then you retrospectively I ook at how | ong
that patient or person had been abst ai ni ng.

DOCTOR W NCHELL: Ckay.

CHAI R STRAIN: O her questions for
Doct or Andor n?

Thank you.

We are running a little bit behind, but
why don't we go ahead and still take a 15-m nute
break at this point, plan on reconvening here at
10: 45.

(Wher eupon, at 10:28 a.m, a recess was
taken until 10:51 a.m)

CHAIR STRAIN. If | could ask the
commttee nenbers to take their seats, please.
Let's go ahead and get started.

Before we get started with the open

public hearing, I'd like to take a nonent and



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

64
i ntroduce Doctor Roger Meyer, who has joined the
commttee, to the commttee nenbers and the
audi ence.

l"d like to explain that we are now
nmoving into the open public hearing. W have a
series of speakers who will be making comments over
the course of the remainder of this norning. Each
one has been allotted up to 20 m nutes, | understand
not all anticipate taking 20 m nutes, but they have
20 mnutes allowed, and | will keep an eye on the
cl ock.

The way we'd like to do this is, allow
the conmmttee an opportunity to ask a few questions
of speakers if they so desire after each speaker has
conpleted their presentation. Sone speakers do need
to nmove on after their presentation, so they won't
be here necessarily for the remai nder of the day.

So, with the speaker's perm ssion, and with the
commttee's willingness, we will proceed in that
manner .

W'l |l begin then with Doctor John
Hughes, who will be our first speaker. [It's your
choi ce, Doctor Hughes, which podiumyou wi sh to use.

DOCTOR HUGHES: Thank you, Doct or

Strain.
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CHAIR STRAIN: If you could identify
yoursel f and your institution at the begi nning of
your presentation, thank you.

DOCTOR HUGHES: Al right.

"' m John Hughes. |'ma Professor at the
Uni versity of Vernont, and |I'm here speaking on ny
own behalf. | would like to make three points
t oday, three recommendati ons.

The first is that you not naki ng any
deci si ons about | abeling today whatsoever. The
second is that you not let the issue of |abeling
divert you fromwhat | understand was the major
issue in the | ast couple neetings, which is,
reconsi deration of approval criteria. And then
thirdly, that you, before you maki ng decisions, that
you join with sonme other organization in having a
scientific nmeeting on this issue.

The major rationale for this is that of
all the issues that cone before you | would say that
snoki ng cessation is the nost inportant, and because
of that | don't see any reason to rush to deci sion,
and we need nuch nore data before nmaki ng a deci sion.

| would Iike for you not to nmake a
decision today for two reasons. One is, | don't

think you are going to have the benefit of ful
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information. Although we have a | ot of people here,
| would note that there are not public
representatives of NCI, of NIDA CPED, of the
Anerican Lung Association, so, clearly, you are not
getting all the benefit of discussion today that you
coul d.

Secondly, there was a short notice of
only about a nonth. Now, | know of nine neta-
anal ytic data sets that could be mne for discussion
on these, but none of the people that | talked to in
the last nonth were wlling to rush and try to get
sone data together for this neeting here. So,
there's lots of data out there that you could use to
make decisions that you are not going to have the
benefit of today.

Secondly is, | think that making
decisions on labeling is putting the cart before the
horse. In ny letter to you, | predicted that much
of today's neeting would not be around | abeling, but
woul d be around approval criteria. | was heartened
to see that Doctor Wnchell and Doctor Andorn both
confirmed ny prediction.

So, to make a decision on |abeling
w t hout meki ng a decision on approval criteria, you

just can't do it. Wat happens is one of two
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things. You either back into an approval criteria,
wi thout fully considering it, or you end up with two
standards, one standard for approval and one
standard for advertising. That puts independent
scientists like nyself into a bad position, because
we have two different criteria.

You' ve got to renenber that FDA
deci sions have very big inpacts on our field. The
one-nmonth and si x-weeks criteria is now appearing in
the scientific literature quite a bit. So, what you
deci de today influences ny field greatly, and to
make those deci sions w thout having adequate input
fromny colleagues | think is a disservice, not only
to the FDA, but to the field in general. This is a
bi g deci si on.

Let me just give you an exanple. W've
heard tal k about craving, well if we nmake a deci sion
on craving, how are we going to do that? For
exanple, are we going to use an intent-to-treat
anal ysis, or are we only going to | ook at cravers
who are abstinent? Are we going to |ook at peak
craving, are we going to | ook at duration to not
craving? Are we going to |look at area under the
curve? |s craving the first week inportant or

craving the first four weeks that's inportant?
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So, all of those, you nmay say, well, all
that's approval stuff, but you' ve got to decide that
for labeling too. There's no way to nmake a deci sion
on craving about |abeling wthout addressing those
four issues. | nean, you can't do it w thout
reconsi dering approval .

Secondly, let's say you nmake a deci sion
on marketing about craving you can advertise this
way, the next pharnmaceutical conpany that conmes to
you with an indication of craving, |I'mnot saying ny
drug is cessation, | just want craving, they are
going to point at that advertising decision that you
made and back you into a corner of using that as an
approval criteria.

Secondly, | was very encouraged that the
DAAC was interested in making ny field rel ook at
approval criteria. | think this was a great service
that you' ve done to us. W' ve had |lots of debates
in our field, but never had anybody really say,
| ook, stop the bandwagon, tradition is not quite
enough, let's do it.

| think we need a full discussion of
this. 1 think -- I"mvery pleased with your survey,
| think that's a very systematic way to go about

that, but surveys are consensus, and they don't
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necessarily reflect validity. GCkay. |If |I wanted to
have a survey of what works in the chem ca
dependency field and | survey chem cal dependency
counsel ors, they may not give ne the nost valid
deci si on.

So, | would again urge you to consider a
conference. This could be sponsored by SRNT, by
NCl, by NI DA by the Anerican Lung Associ ati on,
AHCPR, and if you could have it by the fall, and |
think that if you asked these people that have these
nine data sets, for exanple, they could | ook at sone
very interesting questions. For exanple, what's the
rel ati onshi p between point preval ence and conti nuous
absti nence?

My viewon this is, | can make the point
preval ence rates go up very easily. | just choose
peopl e that are very notivated, make them put down a
deposit, give themlots of behavior therapy, and use
a liberal criteria, and ny rates are up, not because
my drug is any better, but ny rate is up.

So then, part of ne would say, well,
what's inportant, as was tal ked about earlier, is
rel ationship to placebo, so what's inportant is odds
ratio. Okay. So, let's quit everything else, from

now on approval is based on odds ratios. That's a
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very interesting idea, but we need sone data to test
it out. Do odds ratios -- you know, we could ask
t he question, do odds ratios stay the sanme across
time? |s the odds ratio in one nonth the sane as
the odds ratio at 12 nonths? |If that's the case,
"1l have to foll ow people for 12 nonths, | know the
answer at one nonth. Okay, lots of very intriguing
questions here that | hope the commttee will push
my field toreally look at by a scientific
conf er ence.

So, in summary, | had three
recomendations. The first was to not nmake any
deci sions today about |abeling for two reasons. One
is, you are not going to have the full benefit of
information, and secondly, it's placing the cart
before the horse and you are going to end up with a
doubl e standard criteria backed into approval
criteria. Secondly, that you not allow this
| abeling decision to divert you from pushing the
field towards reexam ning approval criteria, and,
thirdly, that you consider having a conference or a
smal | workgroup or sonething in which the DAAC asks
ot her organizations to help it out wwth this
deci si on.

Thank you.
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CHAI R STRAIN: Thank you, Doctor Hughes.

Are there questions for Doctor Hughes?

Doct or Young.

DOCTOR YOUNG. 1'mgoing to ask this
because | think it may cone up again, and as you
said it | realized | couldn't give a sinple
definition of it. Could you teach ne what an odds
ratio is?

DOCTOR HUGHES: An odds ratio, there's
two ratios, one is called relative risk, one is
called the odds ratio, and these are neasures of the
di fference between placebo and active, because when
we tal k about a doubling sonetines it's not clear
even to clinicians whether we are tal king about an
odds ratio or relative risk. GCkay?

But, to nme, ny hypothesis is, is that
how you choose the subjects, how much behavi or
t herapy you give them and your definition sets the
base rate, and then all drugs work on a
mul ti plicative fashion on that base rate.

Now, Doctor Andorn tal ked about
effectiveness. GCkay. W are in a funny situation,
because the way | design a trial to get the highest
quit rates is the way | design the trial to get the

| east generalizable in the |least real world. Okay?
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Now, if my hypothesis is true, that odds
rati os are the sanme, okay, and you are going by odds
ratio, and let's say |I'm a pharnmaceutical conpany,
then running a trial in a very generalizable way |
will get an odds ratio exactly the sane if | run the
trial with lots of behavior therapy and everyt hing.
So, it mght actually be an incentive to
phar maceuti cal conpanies to run their trials in a
very generalizable way, whereas, if you make them
have an absolute quit rate they are going to run
their trials in a very non-generalizable way to get
the high quit rates. GCkay?

But, again, all this is ny hypothesis,
so we need sone data to conpare it wth.

DOCTOR YOUNG  Tell me what's in the
numerator and what's in the denom nator on odds
rati o?

DOCTOR HUGHES: An odds ratio, think of
a 2x2 table.

DOCTOR YOUNG  Ckay.

DOCTOR HUGHES: Ckay, with yes/no,
active and placebo. GCkay? The odds ratio is the
cross product of those two, so take the diagonals,
mul ti ply themtogether and over the diagonals of the

other. GCkay? And, it's an odds, okay, so it's the
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probability of one thing given another thing.

It seens to be a little bit -- it's
i nfl uenced by base rates, to sone extent as well,
but it seens to be a nore -- nost statisticians
think it's a better, nore accurate view of what's
happeni ng. Okay?

Now, it gets very conplicated here,
because odds ratios are not the sanme as relative
ri sk, so a doubling between 40 and 80 will give you
a different odds ratio than doubling between ten and

20. Ckay? So, now we are into this thing about,

wel |, how do you explain that to consuners,
especially an OTC product, you know, | have trouble
explaining it to the clinicians as well. Then, at

ten to 20 percent, that's a ten percent difference,
and in a 40 to 80 percent that's a 40 percent

di fference. They are both doublings, but one is

bi gger than the other, and you m ght say, well, is
one better than the other, and you m ght say, well,
if you' ve got a population that's only ten percent
are quitting, that's a really tough popul ation. So
bunpi ng themto 20 percent is every bit as inportant
as taking sonebody that's easy to quit at 40 percent
and bunping themup to 80 percent. You get into

t hese very conplicated di scussions very quickly.
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Yes?

DOCTOR SI MPSON:  You nenti oned net a-
analysis, and | sort of had a | ook at the ACHPR
gui delines, and they did neta-anal yses. Now, did
t hey address sone of the issues that you | ooked at,
do you think, or -- you know, they didn't report on
sone of the things you nentioned, and | just
wondered if they had addressed those in their neta-
anal ysi s.

DOCTOR HUGHES: Well, they did exactly,
for exanple, they have coded in their data analysis
whet her or not all the pharnacol ogical trials got
behavi or therapy or didn't get behavior therapy
along with that.

DOCTOR SIMPSON:  Yes, that's right.

DOCTOR HUGHES: Ckay.

DOCTOR SIMPSON:  In a very sinplistic
way.

DOCTOR HUGHES: Right, so they can go
back into that and they can calculate the odds ratio
for all the trials that people did not get behavior
t herapy, okay, and calculate all the odds ratio for
all the trials that people did get behavior therapy.

DOCTOR SI MPSON:  They actual ly did

report on that to a certain extent.
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DOCTOR HUGHES: Right, but they didn't
do a formal conparison of that.

DOCTOR SI MPSON:  No.

DOCTOR HUGHES: And, those trials,
whet her you got behavi or therapy or you didn't get
behavi or therapy, let's say the trials that got
behavi or therapy had different entrance criteria,
they were nore stringent than the trials that didn't
get behavi or therapy, which is possible.

DOCTOR SI MPSON:  Pr obabl e.

DOCTOR HUGHES: Probabl e, okay. They
could correct for that statistically in that data
set so that any differences in the odds ratio were
di fferences due to behavior therapy, not differences
due to subject characteristics.

So, the point I"'mtrying to make is, is
t hat these neta-anal yses have the ability to | ook
at, for exanple, point preval ence versus continuous
abstinence, does it matter? |I|s odds ratio better
t han sone ot her measure? |s biochem ca
verification really necessary? For exanple, we had
a mgjor review about three years ago that upset the
cart, that said naybe biochem cal verification isn't
necessary because the same nunber of people lie in

the placebo group as lie in the active group, so



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

76
what do we care if they lie, because the odds ratio
is going to stay the sane, if the rates of lying are
simlar between the two.

DOCTOR SI MPSON:  Just a poi nt about the
odds ratio. You had sone difficulty, | think,
explaining it, and as a statistician | also have
difficulty, |I mean, getting people to really
under stand what an odds ratio is and how it is
different froma risk ratio. | nean, you can show
them exanples, | don't think it really registers.

Time and tinme again, even in the
published literature, you see the odds ratio
reported as a risk ratio. So, | think that that is
one of the really big difficulties when talking
about | abeling and putting an odds ratio in, that
people really won't know what you've put there.

DOCTOR HUGHES: Right, but | think if |
was a consuner, okay, the problemw th the |abels,
Wi th using absolute rates, is absolute rates, as |
menti oned, are varied by a |lot of things other than
the drug, i.e., patients whether you give them
behavi or therapy, that sort of thing. So that, to
guote absolute quit rates to me is very m sl eadi ng.
Ckay?

On the other hand, if we could sonehow
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convey to consuners how nuch the drug -- active drug
i ncreases their chances of quitting that would be
very helpful to the consuner. Ckay?

But, again, we haven't even gotten that
issue in to academ cians. Academ cians still may
have been focused, to ny view, nmay have been focused
on absolute quite rates, rather than relative quit
rates.

But, | guess ny concern is that if we
make a deci sion about |abeling, whether it's
relative risk versus absolute rates, if you guys
make a decision on that, that is going to filter
down, both into the approval process and into how
standards are set in ny field.

And, again, ny point of viewis, | would
rather have a wi de open di scussi on anong scientists
with [ots of data before such an inportant decision
i's made.

CHAIR STRAIN. O her questions?

Yes, Doctor D Agosti no.

DOCTOR D AGOSTINO:  Not to endorse the
notion of a conference, but | think the point of
odds ratio may be getting us a big far afield, I
think the idea of a conparative statenent is the

m ssion that | think has to be revisited, that you
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are, in fact, having different populations in these
studi es, and you have to keep in mnd the conparison
with the placebo group, whether it's an odds ratio,
relative risk, or even the absolute difference is
open to discussion.

DOCTOR HUGHES: Again, ny view on this
is that it would be very difficult for me to make a
decision as to whether relative risk or odds ratio
is the best to convey to consuners. | think you
woul d need nmuch nore information than what you are
going to get today to nake that decision, which of
t hose two should be used to inform consuners.

CHAIR STRAIN: Let ne actually address a
gquestion to Curtis, if I could, just a clarification
on that. W are not making a decision regarding
| abeling, right? The FDA will nake decisions. W
are sinply, as a commttee, eliciting information,
data, feedback from various people, including
yoursel f.

So, as far as your first point, make no
deci sions regarding | abeling, we wll endorse it
fully, because we can't, but certainly it's well
heard and well understood that that is something you
are communi cating actually to the FDA, not to our

comm ttee.
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DOCTOR HUGHES: Well then, let ne change
it, make no advice to FDA

CHAIR STRAIN: Al right, very good.

Doct or Meyer.

DOCTOR MEYER  Part of ny question
probably conmes from | ack of know edge specific to
nicotine, but | conpletely agree with your notion of
a scientific neeting to consider sone of these
I Ssues.

| think there is probably an interaction
bet ween stages of change in the pharnmacol ogi ca
effects of nicotine substitution, though | don't
know that, this is not ny area clinically. But, I
woul d be surprised if there were not sone factor in
how a patient feels with nicotine substitution about
possibilities of change, relative to how they feel
while they are still snoking.

And, we tend to think of these things as
al nost categorical, even though we tal k about it as
stages of change, it is nore conplex then to dea
with it.

The second issue is what | call the
Gordi an knot of abstinence, and that is, abstinence
can be the result of a pharnmacol ogical effect, a

phar macol ogi cal effect plus behavioral and other
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interventions. It also can be a function of sort of
a baseline conpliance level, and this is an issue in
the alcohol. And, | would submt that the ability
of sonmeone to be abstinent in the first tw weeks
may not be as specific in sone ways of
phar macol ogi cal effect as it is, perhaps, |ater
around i ssues of, you have to sort out the
conpliance factor. You do that to sone extent with
pl acebo, but maybe not.

The issue of craving | think again is
one that is extrenely conplex and needs to be parsed
out, and the last issue, which I think is inportant
for all addiction treatnment, is that to sonme extent
our nmeasures of effect and the ways in which we
characterize patients need to be tailored to the
ki nd of pharmacot herapy, that the nodels that you
use for nicotine substitution and the criteria for
ni cotine substitution mght be different than sone
ot her approach.

" mrem nded, you know, of a nethadone
mai nt enance nodel, that if you use certain criteria
for efficacy for 30 mlligrans of nmethadone versus
70 mlligranms of nmethadone, you know, it's very
useful, but it may be | ess useful than conparing

met hadone to maltrexone, or it is |ess useful, so
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that you need to be thinking about sone of these
things in ways that are specific to how you
conceptual i ze the pharmacot herapy, in terns of
what's going on in the brain and what may be goi ng
on behaviorally.

| think that's why you need a scientific
meeting, the framework needs a | ot of pre-neeting
preparation and I wouldn't want to sinply have a set
of scholarly papers get put in a book.

DOCTOR HUGHES: | think -- first of all,
| agree with your ideas, but those are testable
i deas.

DOCTOR MEYER:  Absol utely.

DOCTOR HUGHES: W th data sets, so, for
exanple, if conpliance makes it nessy at the
begi nning, then you would think that the odds ratio
in the first couple of weeks would be different than
the odds ratio later. So, it's a testable idea.

And, in ternms of the conference, | think
you are exactly right, and the way we' ve done these
before is, you have a planning commttee, and this
you could do very specifically, you could have the
pl anning comm ttee and you could identify the nine
nmet a- anal yses. And, you could sit down, okay, here

are five or six questions that we want asked of the
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data set, and now that we have SR&T you can put it
on our list serve, and you could say, does anybody
have data on this. And, if you have a data set that
you think would be interesting for this, send it to
the planning commttee. Okay.

Then the planning commttee gets 12
responses from people that have data sets, talks to
them and says, oh, yeah, these five data sets really
w Il answer the questions. Now, we're going to have
a neeting in tw nonths, can you prepare a paper
wi th your data set to answer these six questions?
And, of course, sone of these you can't answer with
data, and you m ght want to just say, okay, | want a
subconm ttee of five clinicians to neet before the
nmeeti ng, banter around these ideas about these
things, and bring a report to the neeting and then
we W |l discuss the decision of that subcommttee.

So, there's lots of different ways.

CHAIR STRAIN: | don't want to cut off
di scussion, but at the sane tinme we have several
speakers that we'll need to get through. Are there
any other questions that the commttee -- yes,
Curtis, Doctor Wight.

DOCTOR WRI GHT: | woul d just have a

comment, and | would think that if the Society for
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Research on Nicotine and Tobacco would wi sh to hold
such a nmeeting, that would be lovely. There are
limts on the extent to which agency staff and
personnel and advisory conmttee nenbers may
participate in their official capacity in events
hel d by other institutions, and we woul d seek the
gui dance of our advisory commttee staff on the
extent to which we could or could not properly
participate. But, the nore people we get |ooking at
this issue the better it is that we are going to
make reasonabl e deci si ons.

| would al so repeat, A, we are not
changi ng the approval standards; B, the conmttee is
not meki ng deci si ons about what will go into
| abel i ng t oday.

DOCTOR HUGHES: MWy only comment is, if
we had that neeting and it changed not hi ng about
FDA, it would still be useful for ny field.

CHAI R STRAIN: Thank you, Doctor Hughes.

Qur next speaker is Doctor David Sachs.

DOCTOR SACHS: Get out ny tinmer here,
Doctor Strain.

CHAIR STRAIN: | have m ne, too.

DOCTOR SACHS: |'msure you do. Wy

col | eague, Doctor Andorn, says she has one too, so |
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better get going.

Doctor Strain, Doctor Andorn, Doctor
W nchel |, Doctor Wight and many other coll eagues
within this room |I'mdelighted to be here today to
deal with sone of the issues that have been
di scussed.

First, ny identification, I'mthe
Director of the Palo Alto Center for Pul nonary
D sease Prevention, a small, independent, non-profit
medi cal research organi zati on based in Palo Alto.
l"malso Cinical Associate Professor in the
D vision of Pulnonary and Critical Care Medicine at
the Stanford University School of Medicine.

As many of you know, | have been active
as a researcher in the field of tobacco dependency
managenent and treatnent since 1975, 22 years.
don't know where the tine is going, but it does go
fast. | have been privileged to have been an
i nvestigator for nost of the nedications now on the
mar ket that treat tobacco dependence, either
prescription or over-the-counter. |In addition, as
many of you know, |'ve had i ndependent research
grants, the Palo Alto Center has, since 1987, from
the NNH and fromthe National Institute on Drug

Abuse in this field of tobacco dependency treatnent.
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| served as a regular review committee
menber of the National Institute on Drug Abuse Study
Section on dinical and Behavi oral Pharmacol ogy
Study Section from 1983 to 1993. |[|'ve served as an
ad hoc and special review conmttee nenber for the
NlH and from NI DA from 1983, and that continues to
the present tine.

| split nmy tinme approximately 75 percent
in the conduct of research activities, alnost
exclusively in the field of tobacco dependency, nost
of that research is in clinical treatnent trials,
al t hough sone of it is nore basic science, and al so
included in that 75 percent tinme is the design of
trials and scientific witing that | try to do.

The ot her 25 percent of ny tine | spend
in the private practice of pul nonary nedici ne, using
an al nost vani shing neans of paynent, fee for
service. | do not belong to any managed care
organi zations, and | never will. [I'll |eave the
practice of nedicine before | do.

Now, nost of the comments |I'mgoing to
make today, although I view nyself predom nantly as
a researcher, I'mreally putting on ny hat as a
clinician, because | think that the |abel as it sits

today is extraordinarily confusing, inconprehensible
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and does not convey an adequate nessage to the
front-line clinician practicing in the field. The
message the front-line clinician gets, and | hear
this time, and tine, and time again, whether |I'm
gi ving general nedical residency rounds at Stanford,
or whether 1'mgiving grand rounds at Cor nel
University, or whether |I'mgiving a new nedical
staff conference at the John Miir Hospital in Wl nut
Creek, is that these nedications are sinply not
effective, and we know that's not true.

That results directly, in ny view, from
in part sonme of the conplexities that exist in the
label, and | think this really needs to be changed.

Now, source of funds for ny
participation here today, though, as you know I have
consulting relationships with virtually every
conpany in the world that nmakes tobacco dependency
treatment nedications or devices, not all, but
alnost all, | amhere today at my own tinme and at ny
own personal expense. None of the conpanies that |
have or currently consult with were even aware that
| would be making this presentation until this
nmeeti ng agenda was sent out.

| decided to make the decision to cone

here after talking wth Doctor Andorn, because |
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t hought that this first of what | understand from
Doctor Wnchell will be a series of neetings, and |
appl aud the agency for wanting to do this, is sinply
extrenely inportant for the practicing physician out
inthe field, the front-line, primary care
internists, famly physicians, psychiatrists,
OB/ GYNs and pedi atrici ans, because of the fact that
t hey perceive tobacco dependency treat nent
medi cations as ineffective, and | think this kind of
a neeting is a good start at beginning to change
t hose perceptions.

Now, what wll | present today in the
remaining 15 mnutes. First, | want to say that |
do agree with, essentially, all of the
recommendati ons that Doctor Andorn put up, except
for the one that was from | guess, the two
di ssenters, which recormmended there not be any
changes to the label, that | do not agree wth.
thi nk that there needs to be thoughtful
consi deration given to appropriate changes in the
| abel that are clinically nmeaningful and would offer
useful information to the clinician, and | think
that the question as posed today for the commttee
is an emnently appropriate one that the comnmttee

shoul d appropriately consider today.
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So, in | ooking at what one m ght
consider for other efficacy definitions in the | abel
for tobacco dependency treatnent, and note |I am
continually using the termtobacco dependency
treatnent, because tobacco dependency is the disease
that | treat. Tobacco dependency is the primary
pul monary pat hogen of our era. M crobacterium
tubercul osis was for the first half of the century,
and now the tobacco cigarette is. That's the
di sease.

Snoki ng cessation is a process, it's a
treatnment nodality, but it is not the underlying
di sease that are treating.

And, because | ama clinician, |I'mgoing
to go back to the old grand rounds nodel, and |I'm
going to present a case, case exanple that's drawn
frommny private practice, because a case does not
the world represent necessarily | will then concl ude
with some data fromone of the many large clinica
trials that | have hel ped design, and this is, in
fact, the data, Doctor Wnchell, you are right, it
was in this very roomon Decenber 12th-13th | ast
year, this is some of the data fromthe d axo-
Wel | cone 403 tri al

Now, a word of disclainmer, nobody at
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@ axo-Wel I cone knew | was going to include these
data, but it conmes straight out of the briefing
booklet. The slides are ny own design, they didn't
do them They may not |ike ny design, but the data
are data that you have already seen

Then, I will conclude with ny
recommendati ons, and one thing | want to say,
because | am going to be recommendi ng a change that
sone of you may think represents, and does
represent, a change from many of ny published works,
in which | had for years stated that the only valid
out cone neasure for tobacco dependency treatnent is
one year continuous, objectively validated snoking
cessation abstinence.

Now, that is still, innm view, a
critically inportant benchmark, but not necessarily
one that should be used for approval of a
medi cati on, because the agency has rightly and
appropriately over the years consistently nmade a
di stinction between that which is necessary to
achi eve i medi ate cessation versus that which is
necessary for |ong-term nmai ntenance, rel apse,
preventi on.

Cinically, as we all know, those are

two totally different animals, and | would certainly
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not want to put the burden on a conpany to have to
neet a one, or two, or a three-year outcone standard
before their drug could get approved, that woul d be
devastating to our field, because effective new
agents woul d be del ayed from market for years, and
years and years.

But, what | amgoing to say is that |
t hi nk that using point preval ence definitions have
an appropriate role to play, and | say this because
there's been a confluence, as |'ve observed data
comng in to nme, both fromny own research trials,
which I'll show at the end fromthe G axo-Well cone
403 data, as well as many, many, many, many patients
that 1've treated, and |I've westled, how do |
convey froma data standpoint the kind of patient
|"mgoing to present to you when |I'mgiving a noon
general staff conference, that these are the kind of
results you can expect if you treat this patient as
if he or she has a chronic nedical disease that is
fundanmentally no different than asthma. The only
maj or difference being the | ocus of where the cel
receptor and intercellular biochem cal abnormalities
are.

So, with that, let ne lead into and

present this case. This gentleman, when | first saw
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himin 1990, was a 69-year old, Wiite, nmarried nale,
retired psychol ogi st and mat hematics professor. He
cane to ne and was referred to me by his primary
physi ci an because of severe and worseni ng shortness
of breath, intermttent and worseni ng paroxysna
cough, productive of about three tabl espoons of
thick green sputumdaily, worsening wheezing, and he
was concerned that tobacco dependence was causi ng or
aggravating these synptons.

H s history of present illness was
rel evant because of these pul nonary synptons, and
they' d been worsening for two or three years prior
to his visit with nme. Hi s sputum had been
occasionally bl ood streaked, but he had never had
any severe henoptysis. He'd had an increasing
nunber of bouts of acute infectious bronchitis over
the previous two to three years. Wen | first saw
him he thought he was averaging two to four bouts,
two to four bouts of severe acute bronchitis every
year.

Hi s snoking history was relevant. Wen
| first saw himhe was taking sonewhere between six
and 15 or so Benson & Hedges Light 100 cigarettes
per day, nore typically, though, over the 55 years

of his snoking career he had snoked two packs per
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day. He had nade 16 previous quit attenpts before
seeing me, including cold turkey tinmes eight,
gradual tapering tines four, the Anerican Heart
Associ ati on group counsel i ng program once, a
separate group counseling programonce, prescription
use of clonidine tablets once, and two prescription
uses of nicotine polacrilex, obviously, he rel apsed.

When | asked himthe major reason he had
for wanting to stop snoking, he said, in his own
uni que, curnudgeonly style, | don't want to stop
snoking, | want to snoke two or three cigarettes a
day, just like ny nother had done all of her life.
Ckay?

So, he is sonmewhere in the pre-
contenpl ati ve/ contenpl ati ve stage, right? He's not
ready to stop snoking. Physical exam was
essentially unremarkabl e, except let nme point out a
couple of things. H's oxygen saturation on roomair
was |ow, 95 percent, lower |imt of normal is 98
percent. Carbon nonoxide wasn't all that high, only
14 parts per mllion, profile at npbod state total
nmood di sorder score was on the high side, 69, at
that time in 1990 | was not regularly measuring the
Becta pressure inventory, which I do now. The --

t ol erance questionnaire was seven points, indicating



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

93

he was hi ghly nicotine dependent.

On ny physical exam | found an
aesthetic Wite male, breathing with pursed Iips,
whi ch neans he's got bad obstructive |ung disease,
right then and there. This was noreover reinforced
by the fact that as | watched hi munbutton his shirt
he experienced severe and acute shortness of breath.

When | exam ned his chest, basically al
t hese things say he had bad obstructive |ung
di sease. These are in your handouts that | gave
you, so if you want to follow al ong and scribbl e any
notes you can. His chest Xray showed hyperinfl ated
lung fields with Iow flat di aphragnms, yet another
route of evidence that shows this man had
significant chronic obstructive pul nonary di sease.

Hi s pul monary function studies |ikew se
showed that, and showed physiologically a noderately
severe obstructive lung defect, with severe
hyperinflation and marked i npairnment in gas
transport, and gas transport is, of course, what the
| ungs are all about.

So, ny inpressions were, | had a
noderately severe obstructive |ung di sease, nale,
w th docunent ed hypoxem a, shortness of breath at

rest, it was severe, severe dysm a on exertion and
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wheezing. He also, as you may have noticed, had
m | d hypocl asvol em a, and he had t obacco dependence,
certainly enough criteria for that diagnosis, highly
ni coti ne dependent by the FDQ average nicotine
dependent by the serumcotinine that just --, he had
no current or past history of depression, he had an
anxiety state clinically and by the POV5, and he
woul d be what | put in the pre-contenplative or
contenpl ati ve stage.

Hi s tobacco dependence, however, is the
causative pathogen for all of his pul nonary
di agnoses that | showed in the preceding slide.

So, ny plans at this stage, since he was
really only in the pre-contenplative, contenplative
phase at best, sonmewhere in there, was to provide
medi cal information to himand realistic options,
that he was not likely to be a chipper like his nom

Al so, because of his clear-cut anxiety
state | instituted buspirone, not buproprion,
buspi rone, AKA buspirone used for anti-anxiety
treatment, and the patient has to sit down seeing
what he can do on his own, continuing the use of
ni cotine polacrilex which he was using when | first
saw him

Well, what his clinical course like? It
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was an interesting one, and | continue to follow him
to this day. $So, here is the day | first saw him
he's using about that nuch nicotine polacrilex, no
buspi rone, and he was, in fact, snoking about ten to
15 cigarettes per day. The first estimate was taken
fromhis history, which was | ow, O, saturation 95
per cent.

He tenporized a bit, and | saw hi magain
in January of 1991. He was on the buspirone that |
had prescribed. He had stopped the N corette and he
was now up to a pack a day, and he had sort of
started to conme to the conclusion that maybe he
really should stop snoking.

He canme in in February again, and in
March of '91, not using any Nicorette in this tinme
period. The snoking is going up, and at this point
he decided he really should stop snoking, but he
correctly identified a nunber of fundanental
psychol ogi cal problens that he thought needed to be
addressed, and so | referred himto a psychol ogi st
and subsequently to a psychiatrist, who he al so sees
to this day.

| didn't see himagain then until
Septenber 23, 1991, and | saw hi m because he

devel oped yet another bout of severe acute
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bronchitis, really felt |ousy, and he thought he had
proved to hinself that he could not be a chipper
i ke his nother, and he al so knew that his |ung
health was deteriorating badly. Consequently, he
did want to stop snoking conpletely. In fact, he
st opped cold turkey on his own two days before, on
the 21st.

| advised himto start nicotine
pol acrilex by prescription, of course, in those
days, one piece per hour while awake. He, in fact,
used this anount, continued that, and at the day |
saw hi m here had been snoking that anount up until
two days prior.

Note his O, saturation has dropped yet
agai n, and renenber, the oxygen saturation scale is
a logarithmc scale at that point, so each point
drop in that range represents a severe, marked
dramatic decrease in actual ccs of oxygen carried in
every 100 ccs of blood to body tissues.

| saw himon a weekly interval fromlate
Septenber to here, and he really wasn't doing very
well. He cut down on his snoking, but he was having
intermttent |apses, but never nore than one to ten
cigarettes per week. So, at this point, courtesy of

the good efforts of Karl O av Fagerstrom at



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

97
Phar maci a, who enabled ne to gain access to four
m | ligram nicotine polacrilex on an open | abel
research protocol approved by ny IRB, | had him stop
the two mlligramdose, switched himto the four
m | ligram dose, continued himon the buspirone and
away we went.

Now, you'll notice that |I left out the
visits, | saw himevery two to four weeks in this
tinme interval here, and he really started doi ng well
on the four mlligramdose. He noticed a major
difference, and he commented that he was basically
able to stay off cigarettes nost tines, except when
his brother came over or at other holiday tinmes when
stress was really bad.

By Decenber 27th, he was off cigarettes
conpl etely, he stopped conpletely, and he stayed
that way for sonewhat over a nonth. Then, he went
back to his intermttent chipping again until My
20t h, and he has not snoked since May 20, 1992.
Since that tinme, his pulnonary physiologic status is
clearly inmproved. He's now five year cigarettes
free. He stopped the buspirone January 25th of
1996, a year and a half or so again.

When | |ast saw himhe was still using

15 to 20 pieces of this nedication daily.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

98

So, what's the payoff here? Al these
visits, all this nedication, all this noney spent,
well, his pulnonary status has continued to inprove
during this five-year period, both synptomatically
and physiologically. H's oxygen saturation is now
consistently running near normal at 96 to 97
percent. He has had only one bout of acute
bronchitis in five years, and that was three years
ago, June 24, 1994. He has had no hospitalizations
inthe last five years.

But, nore inportantly, |ast but not
| east, this patient is alive, and not only alive,
but alive with vigor. He is very active in Palo
Alto city politics, in cultural events, and soci al
activities. He cooks all the nmeals at hone,
mai ntains his hone, and is able to effectively care
for his partially disabled wife. Wthout effective
t obacco dependency treatnent nedi cati ons, and
effective tobacco dependency treatnent clinically,
enabling control and stabilization of his chronic
di sease, and by that | nean tobacco dependence, this
man woul d have, over the | ast seven years, had
progressive pul nonary deterioration. |In fact, based
on ny clinical experience with people like this, he

woul d have been dead now, but he's not.
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So, what are the clinical conclusions
and inplications fromthis kind of a case? Nunber
one, by any of the criteria for success in any of
the tobacco dependency treatnent trials that | have
ei t her designed or taken part in, this man woul d
have been classified as a treatnent failure. Not
only did it take himeight nonths to stop having
intermttent | apses, but one year before that to
even nove out of the contenplation phase.

| want to enphasize, and sone of you may
say, oh, but Dave Sachs always gets great results.
No, | really don't, | just sinply practice good
clinical nmedicine, and this case is really not at
all unique in ny clinical practice today. Frankly,
it's rather representative of the many patients |
now am seeing. | could have presented many ot hers
toillustrate the foll ow ng points.

Nunmber one, tobacco dependency is a
chronic nedical disease, fundanentally no different
t han any ot her chronic nedi cal disease, such as
ast hma, di abetes or angina. Tobacco dependence is
not an acute self-limted nmedical disease such as
pneunococcal pneunoni a, rather tobacco dependence is
a chronic disease and, therefore, treatnent nust be

concei ved as a long-term process, not a sinple,
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short-termfix.

Now, | will not present the buproprion
data because |I'mrunning at 21 mnutes, you' ve seen
that. The data support, | think, the
appropri ateness of point preval ence abstinence.

"Il now nove directly to ny summary over head.

First, I would recomrend a change in al
prescription tobacco dependency nedi cation | abel s,
but first | would urge retaining the current four-
week objectively validated continuous non-snoking
out come benchmark as a data table, because | think
it is a useful benchmark. But, four weeks of
treatment does not necessarily mean that's what the
patient should be getting. This is sinply a
regul atory benchmark and an appropriate one in ny
Vi ew.

| would add six week to one year
survival curve graphs objectively validated, using
Kapl an- Mei er type p values or life table analysis.
| would al so recommend addi ng one week poi nt
preval ence hi stogranms for six weeks through one
year, using a statistical analytical technique that
|'"ve only recently becone acquainted with, which |I'm
finding incredibly powerful, which is ANOVA with a

CEE type p val ue.
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Now, over-the-counter nedications pose a
different problem but | think here, too, sonething
needs to be done. First, | think the box package
| abel, I"'mnot tal king about the insert, |I'mtalking
the | abel that goes on the box, or the bottle or
what ever, the nedication itself, nust clearly and
concisely state, as is done for each and every ot her
OTC category except this category, when patients
shoul d see a physician because the nedication is not
doing what it is supposed to do, for exanple, not
being able to stop snoking in the first two to seven
days after starting the nedication, or experiencing
ni cotine withdrawal synptons that are not readily
t ol er at ed.

Now, if space is needed on the bottle or
the box to include that, then I would recommend t hat
t here be substantial reduction fromthe box package
| abel of the exhaustive listing of the renotely
possi bl e toxic effects which would warrant seeing a
physi ci an, but which 99 percent never, ever
experi ence.

| think that because of an accident of
hi story and the, in ny view, serious m stake to
treating clinicians of having a cookbook approach

for nicotine patches, there's going to have to be
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sone retroactive education of physicians and,
per haps, this can be done by devel opi ng a physician
prescri bi ng bookl et for OIC tobacco dependency
treatnent medications to include, so the physician
has this readily available, the sane kind of
information, prescription trial data if the
medi cation was or is an RX to OTC conversion, given
t he four-week objective we validated conti nuous non-
snoki ng after a benchmark.

And, let ne just add, another point of
confusion on the part of the practicing clinician
has been the presentation only of the ranges,
wi t hout giving the nmean and standard devi ati on.

| think it's critical that in this four-
week, | ast four-week objectively validated benchmark
that not only the ranges be given, but also the nean
and standard deviation and the p val ues, that
i kewi se the data can be m ned and nost of these
studi es could go back to produce these if they were
not done at the tine or original subm ssion; that
simlarly for the OIC trials that are done for OIC
registration that sim/lar kinds of data be included
for the physician, so the physician has some way of
t hi nki ng of these data and | ooki ng at these dat a.

So, these are ny summary
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recommendations. | actually have many nore, but
"Il save those for the next commttee neeting and
be happy to answer any questions if you wi sh, Doctor
Strain.

CHAI R STRAIN: Thank you. Thank you for
that illum nating discussion, Doctor Sachs.

Let me rem nd the commttee that we have
a large period of time this afternoon to discuss
anongst ourselves what we are tal ki ng about here
now, so if there are questions directly to Doctor
Sachs regardi ng what he's presented.

| f not, hopefully Doctor Sachs will be
here as well for at least part of this afternoon.

DOCTOR SACHS: 1'Il be here until 3:30.
Thank you.

CHAI R STRAIN: Thank you agai n.

Next will be Doctor Maxine Stitzer.

DOCTOR STI TZER  Good norning to
everybody, and can you hear ne okay?

The Society for Research on N cotine and
Tobacco was founded in 1994, and the mssion of this
society is to pronote expanded research and
i ncreased understandi ng of nicotine and tobacco
dependence, also to dissemnate scientific

information, and to help ensure that the science is
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consi dered and included when policy is devel oped.

As President Elect of this society, | am
pl eased to be here this norning to present the
response of the SRNT to these interesting and
i nportant questions that have been raised by the
Drug Abuse Advisory Comm ttee about how product
| abel ing for snoking cessation products m ght be
i nproved.

Before getting into the -- and, as
you'll see, the society took the task very seriously
and very literally, and we did conme up with
responses to each and every question, but the first
point I would like to make, which has already been
made by Doctor Hughes, is that we thought that these
i ssues, because they have inplications for the
conduct of science, for the education of the public,
and for the future of product devel opnent probably
require nore extensive discussion than what woul d be
possi bl e today, so we are offering to sponsor or co-
sponsor sonehow with the FDA a neeting that could
provide a forumfor nore extensive di scussion about
the interrel ati onshi ps anong out cone neasures and
their inplications for policy. Such a neeting could
al so consider whether there is or is not currently

scientific informati on supporting any new
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i ndi cations for snoking cessation products at this
tine.

Now, the nethod of conpiling and
formulating this response fromthe SRNT was a
consensus survey of the Executive Commttee nenbers.
These consist of individuals wth expertise ranging
fromclinical pharmacol ogy of nicotine, through to
snoki ng cessation clinical trials outconmes. | think
|"ve heard this called the "BOGG set” nethod, that's
a bunch of guys and gals sitting around tal king, the
met hod for conpiling the response.

So, with that, I1'd like to get into the
actual consensus opinion that was fornmul ated by the
SRNT Executive Commttee.

The first question raised is, should
poi nt preval ence abstinence rates be reported, and
t he consensus here was, probably yes. Now, first I
want to point out, though, oh, and by the way, we
did prepare a text, a witten text response that you
should all have in your packet now, so |I'mreally
going to be just reiterating what's in there. |
want to point out that the current reporting nethod,
the weeks three to six continuous abstinence, is
actually quite a good one. Recent research has

i ndi cated that snokers who are able to abstain early
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in treatnment have a nuch better prognosis for |ong-
term success than snokers who snoke at all during
the early treatnment weeks.

Now, it is the case that that research
target ed weeks one and two post cessation, but it's
certainly very likely that weeks three to six
conti nuous abstinence would continue to reflect that
inportant relationship. So, the existing nethod is
good.

Now, what point prevalence is, it's the
percent of patients who neet a definition of
abstinence at a particular point in tinme, and
usually what that definitionis, is a self report of
not havi ng snoked during the previous week conbi ned
wi th bi ochem cal validation, using either carbon
nonoxi de or coton. It's clear that point preval ence
and continuous abstinence rates would be highly
correl ated, because many of the sane individuals
woul d be counted in both nmeasures. However, the
poi nt preval ence does provide a somewhat nore
i beral picture because certain individuals who have
snoked a little bit, but are currently abstinent,
woul d be included in that point preval ence.

Now, the point preval ence then doesn't

provi de anyt hi ng uni que beyond what's al ready
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reported, and if we were just tal king about short-
termoutcones it mght not be necessary or
interesting to report point preval ence, but it turns
out that point prevalence is the nost conveni ent and
nost readily verified neasure of abstinence at
| onger-termtine points. So, the decision on
whet her to incorporate point preval ence is very nuch
intertw ned with question nunber two, which is, is
it useful to report long-termoutconmes, so this is
really a nore inportant question.

And, here the consensus of the SRNT
opinion was affirmative, that we did think it would
be useful to report longer-termoutcones in
| abeling. And, there were several reasons for this.

First of all, it is the case that, |
believe all of the currently avail abl e snoki ng
cessation products continue to have clinical
efficacy at longer-termtine points, such as six
mont hs and one year, that is, they produce
significantly better cessation rates than pl acebo.
And, it's inportant for clinicians to understand
this in fornmulating recomendations to their
patients for snoking cessation strategies, so this
is an education point.

Anot her point that speaks to the
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advantage of long termis that we may have new
products com ng along with different nechani sns of
action that actually do change the shape of rel apse
curves, and that are able to pronote rel apse
prevention and to enhance | ong-term outcones.

In order to accommodate that eventuality
it would be very inportant to have | ong-term
out cones reported and to have themreported
uni formy across products. Long-term outcones
provide a reality check, both for patients and for
clinicians. It gives them sone information about
what they can expect for long-termcessation rates.

And, in this regard it's also inportant
that clinicians understand the high rates of rel apse
that are prevalent for snoking cessation. And, in
this regard, also the need for additional relapse
prevention interventions, such as behavi oral
counseling, and this kind of information about the
i nportant role of behavioral counseling for rel apse
prevention should al so be included in |abeling.

So, overall, for these educational
reasons the SRNT cane to an affirmati on concl usion
that it would be useful to report long-term
out cones.

The key point here is that whatever
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| ong-term out cones are reported have got to be
uni form across tinme points and across products, and
probably the point preval ence neasure woul d be the
nost convenient one to utilize in that fashion.
But, the uniformty is a key point because we have
to have fair conparisons across products.

A sort of ancillary issue that arose in
di scussing the long-termoutcone inclusion in
| abeling is whether nore than one neasure should be
reported, in other words shoul d continuous
absti nence be retained and poi nt preval ence added or
shoul d one or the other be selected, and there
really wasn't a recommendati on on that except to
note that the key issue here would be clarity of
reporting and providing the information that's
needed for the target audi ence to understand the
inplications and to interpret the various nmeasures
that are reported.

Moving on then to the third question,
shoul d the percent who quit for a single day be
reported, and here the consensus of opinion was
negative, that this would not be useful. There is a
very intriguing recent paper that's been published
by Westman and col | eagues, which shows that the

ability to quit on the very first day after
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cessation, essentially, on the quit day, is a good
predi ctor of | ater success, and this suggests that
day one quit success mght, in fact, be a useful
rapid screen for the efficacy of products. But, if
you | ook at that data nore closely you can note that
the day one quit success is much better at
predicting failure than it is at predicting success,
and, in fact, only about 30 percent of the people
who quit on day one remai ned abstinent for |ong
term so that such a neasure woul d nost certainly
over-estimate the efficacy of a product. So, that
was why we canme to the conclusion that this should
not be reported.

The fourth question raised had to do
W th secondary outcone neasures and which of these
m ght be useful, and there were two particul ar
out cone neasures considered. The first one is
w t hdrawal synptons, and here the consensus of
opinion that it would be useful to report w thdrawal
synptons, were on solid scientific grounds in
reporting wthdrawal synptons, the tobacco
wi t hdrawal syndronme has been very carefully
delineated and characterized and it is included in
the official diagnostic criteria, psychiatric

di agnostic criteria. There's sone useful functions
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that this reporting could serve. First of all, it
clarifies the clinical expectations, both for the
clinician and for the patient, that is, that they
shoul d experience sone withdrawal relief. And, if
this expectation is not nmet this mght informthe
clinician of the need for altered or intensified
treat nent.

The danger here or the caveat is that
it's inmportant for clinicians and the public to
realize that synptomrelief is not the sane as
cessation success, so that people who have relief of
synptons may still relapse, so this distinction has
to be nmade.

The second outconme neasure that was
consider is snoking reduction, would it be useful to
report snoking reduction, and here the consensus
opi nion was negative. W didn't think that at this
time there was sufficient rationale supporting
snoki ng reduction as a neasure to report in
| abel ing, and there were several reasons for this.
Well, on the positive side, snoking reduction is
certainly a legitimte outcone neasure, it's
objective, it can be ascertained and reported and
it's objective, and certainly if treatnent nodels

begin shifting nore toward a harm reducti on approach
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that it would be an extrenely useful and inportant
neasure to report.

Al so on the positive side, a snoking
reducti on neasure could denonstrate very |arge
behavi or changes that m ght be -- you know, that
fall short of total abstinence, but that m ght be
very encouraging for snokers to realize that a big
change in their behavior is possible when they
enbark on a cessation attenpt.

On the negative side, though, there's
still this nagging fear that the reporting of a
snoki ng cessation nmeasure woul d be construed as a
legitimate substitute for cessation and m ght deter
cessation efforts. | think also inportant is that
the health inplications of snoking reduction need to
be better clarified. W need nore information about
the health risk reduction that's associated with
di fferent amounts and durations of snoking
reduction, and finally, there's a concern that any
snoki ng reductions that are noted proximal to a quit
attenpt m ght be tenporary and that the behavior
woul d just then drift back to baseline |levels at a
later tine.

So, overall on balance, it didn't seem

that there was sufficient rationale to report
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snoki ng reducti on.

In considering the responses and havi ng
t he di scussion about these very interesting
questions, we did cone up with two additional points
that we thought was essential to bring up today for
the conmttee to consider, and these are
unanti ci pated outcones of |abeling changes.

The first potential unanticipated
outcone is that changes in |abeling mght result in
exhortably in regulatory changes, either in efficacy
criteria or in indications. It's not that the
society i s opposed necessarily to such changes, but
sinply that they are nuch nore dramatic and have
much nore far-reachi ng consequences than changes in
| abeling per se, and so they would require nmuch nore
di scussion than what is possible today.

The second point is that changes in
| abeling could lead to m sl eadi ng advertising clains
by sponsors, and, for exanple, if wthdrawal
suppression is reported in |abeling and adverti sed
in the nedia, this mght be construed as a claimfor
ef fi cacy i ndependent of snoking cessation data. So,
the link between | abeling and advertising needs to
be carefully specified and closely nonitored, is our

poi nt there.
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So, in closing, | again want to appl aud
the DAAC for raising these interesting issues.
hope that the SRNT response will be useful in the
del i berations, and again reiterate that we think it
woul d be inportant and useful to have a neeting
where the interrel ationshi ps anong outconme neasures
can be nore fully discussed, as well as their
inplications for policy.

So, thank you very nuch.

CHAI R STRAIN: Thank you, Doctor
Stitzer.

Questions for Doctor Stitzer fromthe
comm ttee? Doctor Sinpson.

DOCTOR SIMPSON: | just really want to
clarify a point. Wen you tal ked about point
preval ence rates being reported, you neant in a
repeat ed neasures sort of way, did you?

DOCTOR STITZER  Yes, | did, yes,
definitely, probably at one, three, six and possibly
12 nmonths, and | think Doctor Sachs nentioned the
i dea of using -- actually showi ng a rel apse curve,
whi ch would be a nice way to do it.

CHAI R STRAIN: Doctor de Wt?

DOCTOR de WT: | have two questions.

One is, are there data in existence about the
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rel ati onship between severity of w thdrawal
synpt omat ol ogy and success at quitting?

DOCTOR STI TZER  There are, and that
woul d certainly be something that coul d be
productively discussed at this neeting that we keep
tal king about. Initially, when that rel ationship
was exam ned, there was no tie, there was no |ink,
there was no correlation, and it |ooks |ike
wi t hdrawal severity really had nothing to do with
snoki ng cessation success. But, nore recently, sone
better anal yses have been applied to the problem
and it has been denonstrated by a coupl e of
investigators that the -- particularly the craving,
early nmeasures of craving, do predict |ater rel apse.
They do predict rel apse versus success.

So, now the understandi ng, ny
understanding is that, yes, there is a |link.

DOCTOR de WT: It sounds like the
position has changed, it's not really clear-cut.

DOCTOR STITZER:  Well, right, | think it
woul d have -- yes, | think that's probably right,
but at first it really looked like there was no tie
and now it does |ook like there is, because a couple
of good studi es have denonstrated a rel ati onshi p.

DOCTOR de WT: And, | have anot her



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

116
unrel ated question. Wen you tal k about |ong-term
out cone, over a year, do you always nean that the
product is only used for a short period of time, or
do you nmean that it's used intermttently over the
whol e year?

DOCTOR STITZER  Well, that's a very
i nportant point, and right now our nodel is short-
termtreatnent that's expected to carry forward for
a whole year. So, that's what | nean when | talk
about it now.

But, | think one of the issues is that
we may nove toward nodels of |onger-termtreatnent,
such as the one lung health study which kept people
in treatnment for several years, and, particularly,
if things nove in that direction it would be
i nportant to have | ong-term outcones reported for
conparative purposes across nodels and across
pr oduct s.

CHAI R STRAIN: Doctor Meyer.

DOCTOR MEYER  Maxi ne, both you and John
have recommended a scientific conference, but John's
presentation focused on neta anal ysis, |arge
dat asets, et cetera. |'msonewhat | ess synpathetic
tothat. |'mnore synpathetic to sonme of the points

that you raised here that are really nethodol ogi cal,
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and that require focused di scussion.

| wonder if your society would be able
to cone up with much nore of a focused agenda for a
conference and suggestion -- nuch nore specific
recommendati ons than we've seen.

The danger, | think, is, okay, let's
have a neeting and that will solve things. It
doesn't solve things. And your group has given a
| ot of thought to these issues, and | think a much
nmore focused, one-page description of the kinds of
guestions that would need to be addressed, the
proper format, et cetera, | think would be very
hel pful .

DOCTOR STI TZER  Good, we'll get to work
on it.

CHAI R STRAIN: Doctor Wi ght.

DOCTOR WRI GHT:  Yes. | was very
i npressed sone years ago when we were doing a
coronary -- actually, you were doing a coronary risk
intervention study, and we found that 50 percent of
the people offered free treatnment by an enthusiastic
and attractive research system didn't make it
across the parking |ot to sonehow enroll for the
program

And, | was a | ater discouraged when the
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janitor at the Occupational Medicine dinic where |
was doi ng one of nmy rotations asked ne if | could
keep ny patients fromdi scarding the prescriptions
for Nicorette gumin the grounds that he was trying
to keep cl ean.

One of the realities of intervention
wi th people who are in the pre-contenplative, or who
are even in the contenplate state, is that they say
yes, they smle, they take the prescription, sign up
for the product or whatever, and they |eave out the
door of the clinic and they have no intention
what soever, or at |east a weak resolve to actually
use the product.

One of the netrics that we are
interested in is especially when you nove into a
| ess nedically intense environnent, or you are
di scussing mnimal intervention nedical nodels, is
how do you neasure how many people ever quit at all,
ever? Wat would you recomend for a netric?

DOCTOR STI TZER  So, you are talking
about coll ection epidem ol ogy type of data, right,
from| arger groups?

DOCTOR WRI GHT:  No. When you go into
clinical intervention studies, you are not -- nmany

of those studies do not have the luxury of taking a
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hi ghly sel ected, highly notivated conpliance screen
subsui t.

DOCTOR STI TZER R ght.

DOCTOR WRI GHT: They are just patients.

DOCTOR STI TZER R ght.

DOCTOR WRI GHT:  And, you say, would you
like to quit snoking, and they say yes, and then you
give them a baseline exam you enroll themin
treatnment, you give themtheir first two-week
supply, you send them out the door, you bring them
back in a week. Sonme fraction of those people are
sinply dead freight at that point, they aren't
taking the nedicine and they aren't doing things.

The questions about quit for a day, quit
for a week, point preval ence, one of the netrics
that we are interested in is how many people nmade a
genui ne attenpt to quit.

DOCTOR STITZER  Well, quit for a day
has been used in that fashion, it's been used that
way for studies of self quitters, who are
accunul ated t hrough sone kind of advertising in the
community, and it has sonme utility in that regard,
but what you find often is that those -- many don't
even quit for a day or they will quit for a day and

then go right back



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

120

You are pretty nmuch relying on self
report there, invalidated, it's better, of course,
if you can bring people in and actually validated
the quit.

DOCTOR WRI GHT:  Thank you.

DOCTOR STI TZER  Ckay.

CHAIR STRAIN. O her questions?

Yes, Doctor Khuri.

DOCTOR KHURI : | thank you for your
excellent, really thoughtful and hel pful
presentation, answers to questions raised before and
wi Il be continued to be asked, and I'mglad you are
nmeeting before the CPPD and will really develop the
answers there.

But, | realize that your society, which
| also commend, is for research and research
paraneters as described, but there was an odd non-
mention of any behavioral or support nethods thrown
into this soup

DOCTOR STITZER  Well, actually it was
mentioned, it probably just went by you, but this --

DOCTOR KHURI :  But, not enphasi zed
certainly, the effect on outcone neasures.

DOCTOR STITZER Right. For that, |

woul d go back to the AHCPR guideline, which did a
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| ovely job of show ng that there is a dose effect
for behavioral therapy in snoking cessation, the
nmore behavioral therapy that is delivered, the
hi gher the absol ute snoking cessation rates, and
this would be both at |ong and short term

So, that is a very inportant
relationship. It was nicely docunented in the AHCPR
guideline, and I did nention that it would be
inportant to include this kind of information in
product |abeling for the benefit of clinicians, so
that they understand that behavi or therapy does work
as a rel apse prevention tool.

DOCTOR KHURI :  That was ny point, | feel
it's crucial.

DOCTOR STITZER: Yes, | did nention it,
but it was kind of buried in there.

DOCTOR KHURI :  Thank you.

DOCTOR STI TZER  Thank you for bringing
it out.

CHAI R STRAIN: Thank you, Doctor
Stitzer.

W' Il now hear from Doctor Jack
Henni ngfi el d.

DOCTOR HENNI NGFI ELD: Good norning, it's

nice to be here. | have sone slides. | feel |ike
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' m back at honme in M nnesota, the official slide
| abeling systemis duct tape. Wwen | left Mnnesota
20 years ago, ny Dad gave ne a roll of duct tape.
guess it showed up here.

"' m presently Associate Professor part-

time at Johns Hopkins Medical School. [|'mpart-tine
at Penny Associates, |'mVice President of Research
and Public Health Policy. | have consulted in the
past for, | think, all of the conpanies that have

currently marketed snoking cessation aids. Until
| ast year, | was Chief of dinical Pharmacol ogy at
NIDA's Intranmural Program the Addiction Research
Center. | left in part to be able to foster a
greater nutual, reciprocal relationship between
basi c research and public health application. And
so, the issues that I'mbringing to you are nore the
public health perspective, which is often left out
of the equation.

John Hughes nentioned earlier that the
i npact of decisions nade here or at subsequent
sessions have a broad inpact on the field, they can
have a broad inpact on public health, and so | would
urge you to consider the public health clinmate.

| also amin agreenent that we should

nmove very cautiously in this area. | think a
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conference nmakes a lot of sense. | don't think a
conference, and Doctor Meyer, | think, alluded to
this, is the sinple answer. | don't think we are

going to have a bunch of people cone up with a
perfect consensus, but at least it will provide nore
data that are not possible to provide in this short
sessi on today.

Having said this, | think that John
Hughes m ght consider that I'mgoing to proceed in
sone ways to put the cart before the horse. On the
ot her hand, you' ve got to know where the horse is
goi ng, too, you've got to know sonet hi ng about the
road, and let nme tell you a little bit about the
public health road.

These are snoking trends over this part
of the century, and over the last 20 years or so
that |I've been involved in this area we are very
pl eased to see a general decline in snoking rates.
The | ast couple of years they have | eveled off, and
show sone possible sign of increasing, and this is
real ly di scouraging.

The other thing to keep in mnd is that
the risk of premature death is roughly 50 percent,
roughly half of the people that don't quit

prematurely die and often add great suffering and
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expense to society.

There is a dose response relationship
bet ween exposure level, and this has opened the door
toward the possibility that we m ght hel p people by
reduci ng their exposure, but there are enpirical
questions to resolve in public health as to how we
go about this.

The other thing to note is that what is
call ed Marl boro Friday, that's when Marl boro dropped
its price, contributed, we believe, to a |leveling
of f of the snoking prevalence. So, there are
factors beyond our control that have an inpact on
the public health.

The other thing is that, if prevention
were perfect and nobody started snoking tonorrow,
that between ten and 20 mllion current snoking
Anericans will prematurely die, and that a | ot of
t hese deaths could be avoided, a |ot of the
suffering could be avoi ded, productive years could
be added to their lives if we can find ways to help
them So, there are enornous public health
i nplications of the decisions.

Probably nost discouraging is what's
happening with youth. This is the pipeline to adult

snoki ng, and this has been going up at all grade
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| evel s and the nost recent data that CDC rel eased a
coupl e of weeks ago, or within the | ast few weeks,
is that we now have the fifth year in a row, five
years in a row of young people increasing. So, what
we decide has inplications for today's snokers, and
tomorrow s snokers, and has inplications for
treat nent devel opnent for young people. W have to
be very careful that we don't set up new barriers to
devel opi ng treatnents.

Not only wll these kids need treatnent
when they becone adults, about half of themtry to
quit and fail while they are young people. W don't
have anything for them so we have to be carefu
about setting up new barriers and new road bl ocks to
conpani es and organi zations in their ability to
devel op pharmaceutical and behavi oral nethods of
i ntervention.

Now, another thing to keep in mnd is
what's happening with respect to the Food and Drug
Adm ni stration. The FDA conclusion, for those of
you that are not famliar with this, is that
cigarettes and snokel ess tobacco products are drugs,
and that the nicotine is a drug, that the products
are nicotine-delivery devices. Now, this has broad

inplications, and it allows FDA to treat these
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products with extraordinary | eeway conpared to
drugs.

Oten tines we refer to patch, and gum
and nasal spray and things as devices, technically,
they are drugs, and that has enornous inplications
for the regulatory approach, and it al so neans that
no matter what we do in the drug area, in the
tobacco area, the reality is that for sonme tinme to
cone the tobacco industry will have an enor nobus
advant age, whether it's what they call their
products, how they market them how they change them
to make them nore pal atable. And, again, part of
the nmessage is, we have to be careful that we don't
i nadvertently raise barriers to appropriate and
needed drug devel opnent.

The other thing to keep in mnd is, |
think the FDA has it right, the prinmary objective is
reduce death and di sease caused by tobacco products,
it's not anti-tobacco per se, it's not even pro
cessation, it's reduce the death and di sease. And,
if you accept that as your prem se, there are a | ot
of ways to get there, and this is a discovery that |
think we've had in other areas in substance abuse,
such as heroin dependence, where we've recogni zed

that there are many ways to reduce death and di sease



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

127
that conplinent absolute cessation efforts.

The present treatnent goal, absolute
abstinence participation claim the four to six
weeks fromthe start of treatnent, now often tines
inthe literature you see one year verified
abstinence referred to as the gold standard. 1've
referred to this sonetines as the golden wsh, it's
what we w sh woul d happen.

If we set something like this as a
standard or as a criterion for efficacy, we throw
nost of our nedications out the w ndow, present and
future, and not just in the area of nicotine. The
i dea that we woul d consi der sone of these kinds of
criteria, for exanple, for buprinorphine, for heroin
dependence i s not even an issue.

On the other hand, I'min agreenent that
froma public health perspective, and a scientific
perspective, it's inportant to collect the long-term
data, and this gives us sone perspective on what
processes are goi ng on, what behavioral and
phar macol ogi cal innovations m ght be useful to
pronote | onger-termcessation, but that's different
fromsetting an efficacy criteria.

Looking at things like relief of

wi t hdrawal and craving, right nowif you | ook at the
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| abeling these appear to be, | think, what would
meet the criteria for secondary kinds of clains. |
think that it is worth evaluating these and ot her
ki nds of secondary clains, but, again, | concur with
Doctor Stitzer and Hughes that these are really
conpl ex issues. For exanple, urges and cravi ngs nmay
or may not be considered part of the w thdrawal
syndrone that you are providing relief of. In the
wor kpl ace environnent, a |lot of people have to
abstain fromtobacco, that are unable or unwilling
to conpletely give up snoking.

Maybe what's nost inportant in the
wor kpl ace situation is cognitive, maintenance of
cognitive inportance, and maybe cravings aren't so
inportant. The point is, even the w thdrawal kind
of indication is a conplicated indication, and by
openi ng the door to withdrawal relief we should not
be | owering the standards.

Now, if we accept the fact that the goal
of therapy or the goal of cessation therapy is not
al ways to treat nicotine dependence, but to reduce
deat h and di sease, then cessation therapies are just
one neans to the end, and | think it's worth keeping
sperate our concepts of the neans versus the end,

the elimnation of nicotine dependence is one neans
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to reduce death and disease, it's not necessarily
the only. Well, what are sone alternate and/or
conplinentary strategies?

CGeor ge Wody, Frank Votchy, nyself,
pilot drug staff, contributed in 1992 to the
devel opnent of guidelines for tobacco and ot her
medi cati on devel opnent, and | provided this materi al
to the commttee.

| think what was interesting about this
is a couple of things. First, it |ooked at tobacco
as an instance of drug dependence, and did not
forget about that context. And, when we are | ooking
at tobacco we shouldn't look at it conpletely in
i sol ati on, because there have been | essons | earned
with the other drug dependence disorders. There are
sonme simlarities that are inportant to keep in
m nd.

On the other hand, in these guidelines,
and | say guidelines for tobacco nedication
eval uation, that's just one section. There were
gui delines for nedications for the devel opnent and
eval uation of drugs for the treatnent of
psychoactive substance use disorders in general, and
i ncl uded opi ates, cocaine, nmarijuana and so forth.

And, if you go through that, you can see
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that even in this attenpt there's a lot of work to
t hi nk about what m ght be appropriate standards and
criteria that | think we can learn from

Now, how do we get there? Were do we
get indications? First, besides the stork, first we
need a regulatory and public health flexibility. W
need to recogni ze changing climte, the changing
dataset. The National Cancer Institute just
rel eased an enornous nonograph docunenting the
rel ati onshi p between anount of tobacco exposure and
the risk of death and di sease.

Now, the enpirical question is, can we
enabl e people to achieve | ow exposure, that's an
enpirical question. The public health aspect is to
recogni ze that there could be benefit.

Simlarly, with respect to clinica
need, by opening the w ndow and expandi ng t he
envel ope to potential indications and applications,
that's not to say we should be opening to just
anyt hing that a nedication m ght do, but what things
m ght have some nedi cal val ue, sone public health
val ue.

In the AHCPR gui deline, for exanple, on
the issue of weight control, this is kind of an

interesting case where it pointed out that nicotine
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gum m ght be preferred for sone patients that are
concer ned about weight gain, even though that
doesn't necessarily nean your outcone is better if
you control you wei ght.

Finally, data, and here we have to be
very careful that we don't provide sone kind of
bl anket opening of the wi ndow that goes beyond the
requi renent for rigorous data. | think any change
we' ve made needs to be founded on conpani es then
submtting scientific data to support those
appl i cations.

Let nme give you two exanples. W've
been dealing with nicotine replacenent therapy,
which is not just a drug, it's the systematic
application of nicotine-delivering nmedications to
establish and sustain tobacco abstinence. It
i ncl udes behavi oral approaches. | think one of the
benefits of the OIC conversion was that it forced
the manufacturers to provide nore detailed
behavi oral kinds of support systenms for patients.
think we need to do nore of that.

Anot her kind of exanple, to coin ny
friend, Saul Shiffman's phrase, exposure reduction
therapy. This is the prem se for that, you could

systematically apply nicotine-delivering nedications
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and behavi oral and nedical principles to achieve
sust ai ned reduction and exposure. |s it possible?
Vll, this is where you need science. Is it
beneficial? Potentially, it's beneficial, but you
need, again, to consider the public health context
and then base decisions, not on what has been done
in the past, what seens possible, what nmay or may
not be counterproductive, but on enpirical data.

kay, the future. | think a couple of
things to keep in mnd. One is that on our present
course, ten to 20 mllion Anerican cigarette snokers
will prematurely die. W can reduce a lot of the
suffering. W can offer treatnents, but we have a
Il ong way to go in devel oping treatnents, mnaking
treatments nore friendly to consuners. Labeling is
part of that, and it's an inportant part.
Unfortunately, |abeling changes can just as easily
serve as barriers as it can serve as aids.

We need to expand, obviously, our
tobacco control and prevention efforts, and consi der
how | abel i ng changes fit into that mx. There are
things that are off the radar screen, like the so-
cal l ed herbal type nedications, which can nmake
wi |l dly extravagant clains as far as | can see,

wi thout requiring any data at all. A nunber of
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years ago, | made sone supportive comments about a
conpany's product that was being devel oped. They
incorporated that into a commercial. It made clains
that the product could reduce exposure up to 90
percent, and quite extraordinarily cessation
success. They never conducted a clinical trial.
They had sone prelimnary data at Hopki ns of Maxine
Stitzer, and it was that study that | was commenti ng
on.

| conplained to the NIH General Counsel
| think it was about a year |ater that the FTC t ook
sonme action. Meanwhile, the public, | think, was
not well served, | think it was confused. So, we
need to set standards. We have to keep in mnd that
there are a ot of other things going on out there.

We have to permt and reinforce
i nnovation by pharnmaceutical conpanies and
behavi oral treatnent devel opers to provi de new ways
for tobacco dependent people to reduce their risk of
death and di sease. Again, this is not a plea for
trivial applications or |lowered standards, it's a
suggestion that a wllingness to consider clains
that are conplinentary to the existing cessation
cl ai mwoul d be considered on the basis of their

scientific and public health nerit.
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Finally, |I would urge that we guard the
current cessation claimand criteria, and the high,
but achi evabl e, standards, and we now know that even
t hough this four-week period of the first six weeks
seens sonewhat arbitrary, it has worked very well.
Al so, it has been achievable, and by achieving that
we know that that often translates to |long-term
success, or at |least the foundation upon which you
can build creative behavioral and pharmacol ogi cal
nmodi fications to sustain |ong-term success.

Finally, | refer back to John Hughes
and Maxine Stitzer's plea to evaluate nore data. W
need to include public health kinds of inplications,
and trends, and data and needs in the m x, and we
al so have to consider the enornous inplications that
any changes can have on the health of our nation and
t he worl d.

Thank you.

CHAI R STRAIN: Questions for Doctor
Henni ngfi el d?

Thank you, Doctor Henningfiel d.

Any questions fromthe commttee?

If not, | entertain, it's alnost 12: 30,
considering that we mght take a break at this

point. We're sort of in the natural spot, and
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reconvene at 1:30, if that would be all right with
the remaining three open public hearing speakers,
take a lunch break? Wuld that be all right? Nods.
Is there a conflict? Does anybody need to, from
McNei |, Pharmacia or SmthKline, do we have al
three here? W are getting okays.

Okay. Then, in that case, why don't we
reconvene here at 1:30 sharp. You are getting five
extra mnutes for lunch, so you' ve got to be back at
1: 30.

Thank you.

(Wher eupon, the neeting was recessed at
12:24 p.m, to reconvene at 1:30 p.m, this sane

day.)
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AAF-T-EERNOON S E-SSI1-ON
1:34 p. m

CHAI R STRAIN: Shall we get started?
Shall we get started? |If the commttee could take
its seats, please? W will pick up with the open
public hearing and we will first be hearing from Dr.
Bar bara Korberly from McNeil Consuner Products.

DR. KORBERLY: Thank you, Dr. Strain
Good afternoon Dr. Wight, Dr. Wnchell, nenbers of
the FDA and FDA Drug Abuse Advisory Conmttee. M
name is Barbara Korberly. | amfromthe Medica
Departnent at McNeil Consunmer Products Conpany, and
| am pleased to be with you today to respond to the
FDA request for a reevaluation of the |abeling of
snoki ng cessation products.

McNei | Consuner Products is commtted to
hel p battle cigarette addiction in the United
States. Qur current snoking cessation products
i nclude the OTC Nicotrol patch, the prescription
Ni cotrol nasal spray, and the recently approved
Ni cotrol inhaler. In response to the FDA request,
McNei | Consuner Products Conpany has submtted
proposed | abeling recomendati ons to the Agency.

These recomendati ons are based on data

fromthree sources. Nanely, the published
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literature, a recent analysis fromour |arge
clinical trial conducted in support of the Rx to OIC
switch of the Nicotrol patch, which will be referred
to as McNeil Study 94400, and a result of a narket
research survey of patch study participants.

The proposed | abeling reconmendati ons
submtted are directed to both the practitioner and
the consunmer. These recommendations are focused in
four specific areas. First, snoking behavior during
the initial 14 days of nicotine replacenent therapy
and how it can be a predictor for short and | ong-

t erm success.

Secondly, the risk of adverse
experiences while snoking and concomtantly using
OTC or prescription nicotine replacenent products,
which is commonly m sconceived to increase the risk
of heart attacks, when in fact it has been
denonstrated that no increased risk exists.

Third, the prevention of relapse after
successful ly stoppi ng snoking, which is a key issue
for quitters.

And finally, reduction in tobacco
consunption using NRT, which may take patients a
step closer to ultimte or conplete success. CQur

summary will include coments on other secondary
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criteria and possi bl e next steps.

Now one of the nost disturbing obstacles
that we face today is the | ack of understandi ng of
t he behavi oral and pharnacol ogi cal approaches to
snoki ng cessation on the part of health care
provi ders and consuners. Providers are often
reluctant to intervene, yet the Agency for Health
Care Policy and Research guidelines reconmend that
counseling, even as brief as 3 mnutes is effective.
In addition, these guidelines recommend that every
snoker shoul d be given nicotine replacenent therapy.

Whil e we address certain safety
m sconceptions in this presentation, it is key to
acknow edge that the benefits of using NRT could be
potentially lifesaving if the subjects stop snoking.
Both patients and prescribers should be fully
informed as to the risk/benefit profile of nicotine
when used as a snoking cessation aid. | personally
have heard many consuners and surprisingly many
physi ci ans incorrectly say that nicotine is
car ci nogeni c.

Therefore, in order to broaden the
under st andi ng of consuners, especially wth regard
to the safety of nicotine replacenent products to

help themquit, we would like to make the foll ow ng
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recomendation to be added to the consuner |abel.
Ni cotrol works by replacing sone of the nicotine you
receive by snoking cigarettes. However, it does not
contain the tars and toxins found in cigarettes.

Now we would |i ke to present sone
potential |abeling recomendati ons based on our
clinical research experience with patch users. The
first area for discussion is snoking behavior during
the first 14 days of the snoking cessation attenpt.
As sonme of you may recall, MNeil conducted a
random zed open-| abel nulti-center OTC trial of
nearly 4,000 snokers to evaluate the safety and
efficacy of the Nicotrol patch. These data were
presented at the April 1996 joint neeting of this
commttee and FDA' s Non-Prescription Drugs Advisory
Comm ttee.

In this trial, efficacy was determ ned
by self-reported abstinence of snoking status at al
time points, an expired carbon nonoxide of |ess than
10 at 6 weeks and 6 nonths. Wen we assessed the
cunul ative percentage success rate at 6 weeks, 3
mont hs, 6 nonths, and 12 nonths with the N cotrol
patch, we considered three success criteria. These
three criteria were 1) conplete abstinence for at

| east one nmonth fromthe end of week 2 through the
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end of week 6, the primary FDA criterion; 2)
conpl ete abstinence at all visits; and 3) abstinence
at all visits with allowed | apses.

In a devel opnent design and anal ysis of
this trial, we attenpted to utilize and eval uate al
i nformation regardi ng snoki ng behavi or during the
initial 14 days of NRT and its rel evance to short
and |l ong-term success rates. Now as you woul d
expect, the nost stringent criterion, abstinence at
all times fromday one, yielded |lower quit rates at
all tinme points, with the 6-week and the 12-nonth
success rate shown on this slide. Now in contrast,
the nore lenient criterion, abstinence with all owed
| apses, yielded higher quit rates at all tine
points, wth the 6-week and the 12-nonth success
rate shown here.

It is inportant to observe that this
group of snokers who | apsed t hroughout the study
showed a greater relapse rate at the 12-nonth tine
poi nt, 56 percent, when conpared to those not
snoking any cigarettes fromday 1, 42.4 percent. In
addition, a previously nentioned study by Westnman
suggested that abstinence on day 1 of treatnent was
a predictor of |ong-term success.

Now based on these data and in order to
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potentially optimze an individual's chance for
success, we nmake the follow ng | abel recomendati ons
for the practitioner and consuner. For the
practitioner, encourage all patients not to snoke at
all fromthe first day of therapy. Patients should
be informed that this will significantly increase
their chances of |ong-termsuccess. For the
consuner, to increase their chances of |long-term
success, stop snoking conpletely the first day of
t her apy.

Now beyond the first day, another
critical point for practitioners to realize is that
i f an individual has not stopped snoking conpletely
or significantly reduced their cigarette consunption
by day 14 of NRT, the likelihood of success during
this quit attenpt is mnimal. Published data from
the Mayo Cinic denonstrate that individuals who do
not achi eve abstinence after 2 weeks shoul d be
carefully eval uated and offered other treatnent
opti ons.

O 240 snokers enrolled in this nicotine
patch trial, there was a significant relation
bet ween snoking status at the end of week 2 and
snoki ng status at one year. O the 78 subjects not

snoking at the end of the second week, 46.2 percent
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were not snoking at one-year followup. 1In
contrast, of the 162 subjects that were snoking at
week 2, only 8.6 were not snoking at one year.

An addi tional random zed doubl e-blind
pl acebo controll ed study denonstrated that
abstinence during week 2 was highly predictive of
both short and | ong-term abstinence. |In this study,
of the 35 patients snmoking in week 2, 97.1 percent
were snoking 6 nonths |ater.

The inportance of quitting during the
first two weeks and its rel evance in determning
what wi |l happen in future weeks was confirnmed in
the large McNeil trial based on 1,920 snokers who
provided daily diary data for the first 14 days. As
you can see on this slide, for subjects not snoking
during week 2, the odds ratio for success at the end
of treatnment was 11.6 relative to subjects snoking
during week 2. For snoking abstinence at day 1,
during week 1, and during week 2, the odds ratios
were 1.7, 2.1, and 1.9 respectively for long-term
success, not snoking at 6 nonths. These data
confirmthat abstinence during the initial 14 days
of NRT will double the |ikelihood of remaining
snoke-free in the future.

These data denonstrate how critical the
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first 14 days are in the quitting process and that
abstinence during this period can be a predictor of
short and | ong-term success.

For the practitioner, we would make the
foll ow ng recommendation to be added to the | abel.
If a patient is abstinent at 14 days, congratul ate
success and encourage conplete therapy. |If a
snoki ng rel apse has occurred, remnd the patient
that a relapse is a |learning experience and elicit
recommtnent to total abstinence. Consider
prescribing alternative nicotine replacenent
medi cation or other treatnents.

For the consuner |abel, we would
recommend the followng. |If you have not stopped
snoki ng conpletely or significantly reduced your
snoki ng by day 14, you may want to try again in the
near future or talk to your doctor about alternative
forms of nicotine nmedication or other treatnents.

O interest, in a recent market
t el ephone survey, prior patch users were asked if it
woul d be hel pful to have the follow ng information
on the package label. [If you stop snoking sonetine
during the first 14-day patch usage period, your
chances of quitting over the next 6 nonths are

greatly inproved. 85 percent indicated that it
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woul d be hel pful to convey this nessage on the
package | abel

The second topic for |abeling
recommendati ons considers a general m sunderstandi ng
of adverse experiences while using nicotine
repl acenent therapy. A possible contributing factor
t hat makes health practitioners reluctant to
prescribe or use NRT is the m sunderstanding of its
ri sks, especially for subjects who concurrently
snmoke. I n addition, consuner research denonstrates
that there is an unfounded fear of starting therapy
with the patch and then slipping, that is, snoking a
cigarette and dying of a heart attack.

Now in the real world, despite this
concern, it is well recognized that a significant
nunber of snokers will continue to snoke while using
NRT. In fact, this is consistent with data from our
mar ket research survey of patch users who were
di scontinued after 2 weeks of therapy. These
patients reported snoking 8 out of the 13.5 days
that they wore the patch. Yet, when we asked how
much of a risk of serious side effects do you think
there is if you snoke while wearing a nicotine
patch, 67 percent reported that they though there

was a noderate to large risk
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So knowi ng that consuners slip on the
pat ch, even though they think there is a significant
risk for side effects, we decided to | ook back at
the subjects in Study 94400 who snoked at sonetine
whil e using the patch during the first 2 weeks of
treatnent. The percent of subjects reporting
adverse experiences in the first 2 weeks of patch
treatment was greater for subjects not snoking while
wearing the patch conpared to those subjects
reported snoking while wearing the patch, 26 percent
versus 20 percent. O particular note, there was no
difference in serious cardi ac adverse events. As
di scussed previously at the FDA advisory neeting in
April of 1996, there was a substantial body of data
presented that there is no increased risk of
cardi ovascul ar events whil e snoking and using the
pat ch.

In order to share these results and to
provi de additional safety information to health
practitioners, we recomend adding the following to
the label. 1In a large clinical study, there was no
i ncrease in serious adverse events in subjects who
snoked while wearing the patch conpared to those
subj ects who were conpletely abstinent. Snokers

shoul d be encouraged to stop snoking conpl etely when
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initiating nicotine replacenent therapy to increase
their chances of quitting, but they do not
significantly increase the risk of adverse events if
they | apse and snoke while on NRT.

In a consumer version, it is inportant
to enphasi ze the recommendati on of not snoking while
wearing the patch in order to increase their chance
for success and decrease any risk of side effects.
Therefore, the consuner version of this |abel
recomendati on does not address the |ow risk of
serious effects, but this certainly is an area for
comm ttee discussion. The consuner version would be
simlar to the current |abel with a m nor change.
Snoki ng while wearing a patch may reduce your
chances of quitting conpletely and may cause
synptons of nicotine overdose. Therefore, it is not
recomended to snoke, chew tobacco, use snuff,
ni cotine gum or other nicotine containing products
while attenpting to stop snoking conpletely.

The third recommendation relates to
rel apse prevention with NRT. It is inportant to
eval uate how it could be used by quitters and
potential quitters who are concerned about rel apse.

I n Study 94400, 1,920 patients reported witten

daily diary data which included the nunber of
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cigarettes snoked on any day. O these subjects,
87.7 percent were able to abstain from snoking for
at |east one day. |In fact, if you look at this
slide, you wll see that over half of the subjects
were able to abstain fromsnoking for at |east 7
consecutive days, and a third of the subjects for at
| east 12 consecutive days.

These data suggest that w th assistance,
snokers can abstain for one or nore days. These
i nportant data support the potential role of
ni cotine replacenent therapy in rel apse prevention
when patients may be faced with stressful situations
whi ch may cause themto return to snoking. As
rel apse prevention is a key to | ong-term snoking
cessation, these products may be beneficial in
hel pi ng a successful quitter stay snoke-free.

I n accordance with these data, we nake
the follow ng practitioner recommendation. dinica
studi es have denonstrated that the majority of
subj ects were able to abstain fromcigarette snoking
for one or nore consecutive days whether or not they
successful |y stopped snoking. Qccasional use of
this product by patients who have quit may assi st
themin the prevention of rel apse, especially when

they are faced with social or situational triggers.
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And the foll ow ng consuner
recommendation is nmade. After successfully quitting
snoki ng and to prevent rel apse, even for just one
day, you may want to begin using this product again
if you have nicotine cravings or the urge to snoke.

The final area for consideration is
reduction of tobacco use with NRT. Wile a
significant nunber of snokers fail to stop snoking
conpletely wwth NRT, these subjects significantly
reduce the nunber of cigarettes snoked per day over
the first 14 days. |In our market research survey of
patch users, subjects significantly reduced their
consunption froma nean of 27.4 cigarettes per day
to a mean of 4.2 cigarettes per day by day 14. In
study 94400, the vast mpjority of subjects who did
meet our primary efficacy criterion did reduce their
cigarette consunption by at |east 90 percent over
the first 14 days of this study. By study design,
many of these subjects were considered treat nment
failures by day 14 and rel eased fromthe study.

O interest, they were subjectively very
satisfied with their reduction in snoking and this
may have significant inplications with respect to
| ong-term heal th consequences. When visiting the

study sites, | can tell you that | personally spoke
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to numerous consuners who enrolled and were snoking
three or four packs a day. Although they were able
to reduce to only 3 to 4 cigarettes a day by day 14,
they were thrilled with their progress. Many of
themliterally begged the study staff to allow them
to remain in the study because they were so pl eased
with their nmeasure of success, even if they hadn't
st opped conpletely by two weeks. They often said,
what will | tell ny famly? They are so thrilled
with ny progress. | used to snoke so nuch and now
snoke so little. Wat can | do?

VWhile it is unknown whether |imted
reduction in tobacco consunption places the patient
a step closer to ultimte or conplete success, we
shoul d not disregard the potential benefits of
cigarette reduction.

Based on these data, we recommend the
followng | abel addition to the practitioner.

Ni cotine replacenent therapy may significantly
reduce the nunmber of cigarettes snoked on a daily
basis and may decrease the risk of tobacco-rel ated
di seases for the snoker and for those exposed to
passi ve snoke. Patients who are able to reduce
cigarette use with nicotine replacenent therapy

shoul d be encouraged to continue their efforts to
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quit conpletely. This may require dosage adjustnent
or use of alternate nicotine replacenent therapies.

Because we do not want to de-enphasize
t he goal of stopping snoking conpletely, no consumner
recommendation is nade at this tine.

Now t his conpl etes our |abeling
recommendations. W would |like to comment briefly,

t hough, on the use of other efficacy criteria in
snoki ng cessation studies. W would exercise
caution in the use of point preval ence data to
convey quit rates for any snoking cessation therapy.
| f FDA elects to permt point prevalence rates, it
is inmportant that they be conveyed in a manner that
fully discloses how they were derived. |n addition,
they shoul d be used only as adjunctive neasures to
the wel |l -established FDA 28-day efficacy criterion.
This will restrict the potential for m suse of these
measures in overstating product efficacy.

In summary, we have presented | abel
recomendations for the practitioner and consuner to
hel p both groups battle cigarette addiction nore
effectively. Data supporting |abeling revisions
have been presented in 4 areas, nanely the first 14
days of therapy, the safety of NRT in the event that

a slip occurs, the potential use in rel apse
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prevention, and the potential in reducing cigarette
consunpti on.

These suggestions are in support of the
FDA's m ssion to reevaluate the |abeling of snoking
cessation products. Although snmoking in the United
States has decreased, there is a need for increased
intervention by health professionals as well as
i ncreased and better defined use of nicotine
repl acenent therapy by both health practitioners and
consuners through expanded | abeling. Together,
these will contribute to an increase in successful
quit attenpts and long-termquitters. Thank you.

CHAI R STRAIN: Thank you, Dr. Korberly.
Are there questions fromthe commttee? Yes, Dr. de
Wt?

DR. DE WT: | have a question about
your use of nicotine replacenent products in rel apse
prevention. Has anyone actually done a clinical
trial where they recommended when a | apse has
occurred to use the product even though they haven't
been using it for sonme period of time? |Is there any
actual data to base that recommendati on on?

DR. KORBERLY: | amnot currently aware
of one and you are correct. The primary objective

of this study that we did was an OTC trial for
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switch and the primary objective was not rel apse
prevention. But we just provide that information.
These are the data that we collected to show how t he
peopl e used the product. |In addition, | can give
you information anecdotally that at the 6-week
juncture, when | was at the sites and we saw peopl e
comng in who were successful and it was their |ast
visit and they had stopped and when you woul d | ook
at their diary, they hadn't used the patch for the
| ast couple of days or even sonetines the |ast week.
And upon questioning, they would say, well, | just
wanted to save a couple just in case.

DR DE WT: | think it certainly has
potential, but I think before we recommended that as
a way to use the nicotine replacenent products, we
woul d i ke to have sonme systematic data indicating
that effect.

CHAIR STRAIN:  Dr. Sinpson?

DR. SIMPSON: | just was |ooking at the
BK-15. The recomendation, | think, is based on
this. Fromwhat was said earlier, | got the

inpression that in fact if soneone quit snoking on
day one, it is not a particularly good predictor.
However, when you conpare the odds ratios at the end

of treatnment, it looks like if they have quit by the
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end of week 2 that that |ooks pretty good. But then
if you go to the 6-nonths, those odds ratios don't
differ at all significantly, do they?

DR. KORBERLY: No. They seemto be
quite simlar at 6 nonths.

DR. SIMPSON:. So if day one is not a
good predictor, howis week 2 a good predictor?

DR. KORBERLY: Week 2 seens to be -- in
our study data here, it was a very good predictor of
abstinence at the end of treatnent period. But you
are correct in stating that at 6 nonths, there
doesn't seemto be a difference and they al
essentially double the likelihood. |In addition,
guess what we have tried to say, at |east in our
first two | abeling recommendati on sections, is that
there is sonething inportant and I think a | ot of
t he speakers talked to it this norning. There is
probably sonmething inportant going on in the first
coupl e of weeks of therapy. It may involve the
first day, the first week, and the first two weeks,
but there clearly is sonething going on in the first
14 days that help us determ ne what happens in the
future and/or would help us reconmend that the
patient talk to their doctor about alternative

medi cati ons.
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DR SIMPSON: | amsort of newto this
| anguage. \When you are tal king day one or week 2,
are you tal king basically week 3, day one, or are
you tal ki ng day one day one?

DR. KORBERLY: Day one is day one. Wek
lis1to7. Wek 2is 8 to 14.

CHAI R STRAIN: Yes, M. Fal kowski ?

DR. FALKOWBKI: | was struck by the
difference in | abeling recoormendations for the
practitioner and for the consunmer regardi ng adverse
experiences in the sense that for the practitioner
it says if a person were to |l apse, it does not
significantly increase their risk of adverse events.
Wereas, for the consuner it says snoking while
wearing the patch nmay cause synptons of nicotine
overdose. It strikes nme that for nost consuners, an
overdose is an adverse event. So that is very
curious to nme and it strikes ne as suggesting two
different things or at |east being msleading to the
consuner. Could you coment on that?

DR. KORBERLY: Well, what | think we
would i ke to point out here is that in the adverse
experience for the practitioner, what we really
wanted to do was denonstrate that in this study, we

saw no -- there were nore subjects who wore the
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patch and didn't slip reporting adverse events than
subj ects who were slipping. And the reason we did
not put that into the consuner recommendation is
that we didn't want to, | guess | would say,
encourage consuners that it is okay to slip. W
don't want to encourage themthat it is okay and
nothing will happen to you. W want to tell them
that they won't die of a fatal heart attack, but we
woul d i ke to suggest that they don't snoke while
t hey wear the patch because we think that has other
inplications in |ong-term success.

DR. FALKOMNBKI: Right. And | think that
could be done without inplying that harmw |l cone
to themin the sense that it is as currently stated.

DR. KORBERLY: Yes. The issue with
regard to synptons of nicotine overdose is very
simlar to the | anguage, you are correct, which is
on the | abel now.

DR MEYER | think that is particularly
i nportant given what we heard earlier this norning
that patients will buy the PDR and if they hear
advice that is totally contrary to what is being
given to their practitioner, it will be a terrible
precedent .

DR KORBERLY: Well, we will nodify the



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

156
consuner one.

CHAIR STRAIN. Dr. Lloyd?

DR LLOYD: A question that | had |
think is reflected on BK-30. It is just a
curiosity. | don't think that it is a flaw of any
ki nd, but just a curiosity in the reduction of
cigarette use. D d you in any way sel ect out
anybody who had used other fornms of tobacco?

DR. KORBERLY: No. These were all
cigarette snokers

DR. LLOYD: So when the question was
asked about their reduction in cigarette snoking,
did you ask the question, had you used a pipe or a
cigar?

DR. KORBERLY: Well, let nme be nore
specific. These were actually patients who were in
a clinical patch trial who were dropped at day 14.
Therefore, they were excluded fromusing other types
of tobacco to even get into the trial. So they
woul dn't have used it.

DR. LLOYD: Ckay.

CHAIR STRAIN. O her questions? If not?
Thank you. Qur next speaker is Dr. Karl Fagerstrom
from Pharmaci a and Upj ohn.

DR. FAGERSTROM And the pul nonary



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

157

departnment of the local hospital in Helsingborg.
Drs. Strain, Andorn, Wnchell and Wight, |adies and
gentlenen, | amvery pleased to be able to speak in
front of you. | think we are tal king about a very,
very inportant subject today. That is a picture
that is sad. It is tragic, and | think it says it
all. W are here to contribute to this. W do not
want to see this. This is not an Anerican kid, nor
isit a Swedish kid, but it is a kid that is
snoki ng.

| also would like to connect with this
by saying that what you are doing here -- and FDA is
certainly, | dare to say, the regulatory authority
in the world that is nore interested in this than
any other -- that has ramfications also outside the
U S So please help the world to control snoking
and reduce harm the norbidity and nortality.

| think it is very tinely to review
| abeling and the indications for these products.
Because | think since 1983, when | was present at
FDA at that tinme discussing the |labeling for the
nicotine gum there hasn't actually been a
substantial review of this drug. And there is,
despite secondly that nicotine has been so much

researched and the notion about nicotine has changed
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so nmuch over these 15 years, that today we shoul d
| ook upon nicotine on part with other illicit
dependency producing drugs. So | amcalling for
sonme organi zation here actually.

And thirdly, do | dare to say that
clearly now FDA has got the authority not over just
ni cotine from pure nedications but al so over
ni cotine delivered in tobacco vehicles, and that
al so mght call for sone review and possibly
har noni zat i on.

A few slides that will lay the basis for
the rest of ny talk, that is, that there are four
t hi ngs other than nicotine that are the nost
i nportant causes of acute cardi ovascul ar events.

And certainly nicotine is not inplied in respiratory
di sorders and cancer. W have cigarettes out there
that contain nicotine, but they contain a | ot of
toxins. Probably the nost contam nated drug that
ever existed in the world. They are cheap and they
are extrenmely available. They are nore avail abl e

t han water and bread.

There are also treatnents that contain
ni coti ne but have no toxins. These are having
restricted indications and their availability is

al so very nmuch restricted.
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And there has been a nunber of
scientists and policy nakers that have realized that
there is possibly an opportunity to use nicotine to
conbat di sease and death. |If snokers are driven by
their nicotine seeking but nicotine itself is not
that harnful, naybe we could get nore m | eage out of
treatment. | guess that is why we have seen a trend
t hroughout the world froma few years ago. | think
it started wwth a conference at Johns Hopkins in
1995 cal l ed Snoking Cessation Alternative
Strategies. It continued with the health education
authority in the UK when they discovered that there
was no way that they were going to neet their health
of the nation targets by the year 2000. So what can
we do? Are there other routes we can pursue?

More recently, there was a conference,
Alternative Nicotine Delivery Systens Upon Reduction
at Public Health in Toronto, and there will be
anot her one within the UN system organi zed by the
Uni ted Nations Conference on Trade and Devel opnent
in Septenber called Social and Econom c Aspects of
Reducti on of Tobacco Snoking by Use of Alternative
Ni cotine Delivery Systens.

The country where | amcomng fromis

odd at least in one sense. W use a lot of fine
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grain nmoist fluff that beautiful creatures like this
one is putting up between the upper |ip and the gum
It is not so conmmpn anong wonen, but it is very
common anong nmen. But before comng to that, | have
captivated sonme rough figures in trying to figure
out of all nicotine consuned in ny country and the
U S., hownmuch is taken in by alternative nicotine
delivery systens, neani ng non-snoking nicotine, and
it is approximately 35 percent in Sweden and 6
percent in the US. For nen in Sweden, it is
probably closer to 50 percent. You can see here, we
are in the population roughly 19 percent daily
snokers, which is lower than in any other devel oped
country in the whole world. But 17 percent upon the
19 percent of nmen, they use this -- we call it snus
in Sweden -- this noist tobacco. So nicotine
dependence in Swedish nen is in the order of about
36 percent. But the point I want to make is that if
we | ook at the WHO and P too, the statistics of risk
of dying in mddle age, that is nuch lower in Sweden
than in any other country in the devel oped world
also, and it is really nuch lower. It is not just
the lowest. It is in another different division.

So | think that there is sone mleage to

get out of this nicotine cessation and possibly
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ot her cessation treatnents, and | would like to
di scuss then sone possi bl e extended uses. Extended
duration -- we have the Anerican Lung Heal th Study
where there has been gumuse for 5 years. W al
have heard anecdotes. W have heard Dr. Sachs
speaking. W may have friends. And we certainly
saw today that there seemto be a nunber of snokers
t hat probably cannot give up wth any treatnent at
all, not even with NRT. There is a larger group
that can be off snoking if they have access to sone
other formof nicotine, particularly those with a
tendency for depression as has been identified as
benefiting fromextended use. So | think this
becones quite obvious.

Secondly, there is a nunber of

speci alists and experienced doctors that are
conbi ni ng vari ous nicotine replacenent forns
al ready. Sone actually nore than two al so. And
here there are at least 3 or 4 published studies
that all have shown that conbined use is nore
ef fi cacious than using a single product. And, of
course, it nmakes sense that with patch use, you |ay
a ground |l evel of nicotine, which is enough for sone
and certainly not enough for a | ot of heavy

dependent snokers, and rather than putting on a
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nunber of patches, the better and nore fine tuning
alternative is to take sone other treatnent or
medi cation that gives nicotine nore acutely.

We have what | amcalling here the
Cooper and d ayton nethod, and that nmeans that in
this program they give up snoking regularly. They
cut out a cigarette each day, so they taper
cigarettes down, and at the sane tine in parallel
they taper up the use of nicotine replacenent. They
usually use gum So the nicotine | evel should be
constant in the consuners and subjects. And at a
certain tinme, they are only using nicotine
repl acenent, and then after sone tinme, they taper
of f.

A speci al case of using snmoking and NRT
at the same tine could also lead to famliarize with
the NRT product a few days or a week before target
quit date. Because these products are not easy to
use and to get used to it and to get used to the
side effects and the does, et cetera -- and again,
there is actually sone evidence there that it
certainly decreases the untoward effects of the
products and al so may i ncrease the success rates
t her eof .

There are many -- or actually the
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majority fail. | don't think that all who fai
woul d be candi dates and would |ike to keep on using
a nicotine replacenent nedication, but | think those
who would like to do so to keep their snoking down
until they feel recharged again and would like to
make a new attenpt should al so be allowed to use
t hat harm reduction strategy.

Then we cone to exposure reduction,
reduced snoking harmreduction -- there are many
names on this. Mny do want to give up snoking, but
all do not. And all who say they would |ike to give
up do not in reality actually nmake an attenpt. So
if I could distinguish the population that wants to
give up and wants to do it maybe abruptly to those
who are not willing nor interested or they cannot.
Why not expose themto an exposure reduction nodel ?
In my thinking, we do have sone evidence fromtwo
studies that the notivation to give up altogether
seened to increase if they enrolled in an exposure
reduction program Al of these have the end goal
of conplete cessation.

Now we cone to this tenporary or forced
abstinence situation that we -- | am saying
fortunately -- have in this country nore than on the

ot her side of the ocean, but | hope it will cone to
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us as well. | guess that is good for many snokers
that they have to be without cigarettes. However,
there are problems with it, of course. Hospitals

are a problemwhere a patients sneak into toilets.

They may endanger things. In the industry, | guess
there are frictions created. | guess there are
decreased performances. | could even envision that

there m ght be an increase of certain accidents.
must say that | amquite happy when | amflying that
there is not an enforced snoking ban in the cockpit.
So | think there is also sonme roomfor |ooking into
using nicotine to control nicotine wthdrawal
syndrome, which has the diagnostic entity of 292.
And again, who knows if they could use it to get by
easi er, maybe they would see that there is sonething
that works and why don't | give up altogether.

Then to determ ning efficacy. Ckay.
Let's discuss this a little bit. In the 1980's,
when 6 weeks was suggested to be enough for
determ ning efficacy, | was surprised. | thought it
was too short a tine. | sent papers to journals. |
revi ewed papers. And then we were going up to
| onger and longer tine intervals. Certainly 6
months -- that is what we have today -- or one year.

But over the years, | nust say that | have changed
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my mnd alot. If we |look at at |east two types of
criteria here -- this is fromthe Baker's pl acebo
control | ed snoking cessation trial under the
Eur opean Respiratory Society with sonme 3, 500
snokers. And if we use the FDA criterion, at 8
weeks 32 percent were abstinent. |If we use |apses
al l oned, 43 percent. That seens to be clearly
better than 32 percent, but at one year there isn't
much of a difference. And if we go and stay a
little longer with the six inhaler studies which
have recently been reviewed by FDA and we have the
conti nues conpl ete abstinence fromweek 2 to week 6,
31.5 percent are abstinent, but 48 percent if | apses
are allowed. So as a consuner, | certainly buy this
treatnent and | think I can put up a | ot nore noney
also than for that treatnment. But, if we go to one
year, the difference is 14 and 16.5. There isn't
much difference at one year

So actually I think this stringent short
criterion predicts |long-term abstinence very well,
and | think it does predict better than the nore
| oosely set up criterion. |f we had point
preval ence here -- it is not included in this
pi cture -- we would have even higher abstinence

rates there, but it is not so predictive. And in ny
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scientific termnology, | think a nore |enient
criterion introduces nore variance into the figures.
That nmeans it would be nore difficult to assert a
di fference between an active and a pl acebo group.

So Pharnmacia & Upjohn is not in favor of
changing this seemngly stringent criterion. It has
served its purpose for efficacy testing, we think,
very well. Acknowl edging that it is difficult to
conpare across studies, | think with this very
stringent criterion, we have sone ability also to
conpare across time, across treatment popul ations,
and treatnments, and that will also be lost with new
criterion.

The problemis where they are
communi cating to the public. When the hypnoti st has
80 percent success rate, that is the problem And
we coul d discuss that, but ny time doesn't allow for
that. So | amending up with three concl usions.
First, that all of the | abeling changes to be made
for the interest of public health. There is no
valid reason to change, i.e. lower, the criterion
for determ ning abrupt cessation efficacy for those
snokers attenpting that, but other ways of reaching
absti nence should not be discouraged. And third,

new t obacco snoki ng products should at | east be as
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restricted in ternms of availability and indications
as FDA approved treatnents. Thank you.

CHAI R STRAIN: Thank you, Dr.

Fagerstrom Are there questions fromthe commttee?
Yes, Dr. Sinpson?

DR. SI MPSON:  Can we just have that
slide back up again? Do you have like figures for
the pl acebo group for these six studies?

DR. FAGERSTROM | don't have themin ny
mnd and | don't have themin paper either, but |
could say that -- you nmean -- | have a rough figure
that at one year, | think the placebo for the FDA
criterion had sonething |like 9 percent.

DR SI MPSON:  And what was the

abstinence at 6 weeks just roughly? Can you

remenber ?

DR. FAGERSTROM This is for the
pl acebo?

DR SI MPSON:  Yes.

DR. FAGERSTROM W have a guess of 20
here. | would probably say or a little |ess.

DR. SIMPSON. Okay. Thank you. | just
want ed - -

DR. FAGERSTROM These could be easily

brought to you if you are really interested.
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DR. SIMPSON: | was just interested in
sort of the conparison of the one year to the 6
weeks in both groups. That is what | was trying to
get fromyou, and also with the |lapses also if you
had it -- but if you don't.

CHAIR STRAIN. O her questions? If not?
Thank you, Dr. Fagerstrom Next we will be hearing
from SmthKline Beecham Dr. George Quesnells and
Dr. Saul Schiffman

MR, QUESNELLS: Good afternoon. M/ nane
is George Quesnells. | amnot a physician. | ama
vi ce president of nedical marketing and sales for
Sm t hKl i ne Beecham Consuner Health Care, the U S
distributor for Nicorette and N coDerm CQ patch

| have been personally involved with
devel opi ng cessation conmuni cation to snokers and
health care professionals since the first nicotine
repl acenent product, N corette, becane avail abl e by
prescription in 1984. | appreciate the opportunity
to address the commttee on the issues raised in the
Agency's letter dated April 21, 1997. | am speaking
because many of the questions asked in the letter
directly relate to how snoki ng cessati on products
are mar ket ed.

Pl ease realize that although the
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guestions refer specifically to professional
| abel i ng, any changes in professional |abeling can
make their way into consuner conmunication,
especially in print advertising, where the rules of
di rected consuner advertising can be satisfied by
runni ng the prescribing information for the product.

In addition, both current OIC products
and Rx products have the sanme primary indication,
snoki ng cessation. Both OIC and Rx products are
pronoted and advertised to both health care
prof essi onal s and consuners. Any changes nmade to
the Rx labeling will have an inpact on these OIC
pr oducts.

My remarks wll, therefore, apply to
bot h professional and consuner conmuni cati on.
Specifically, the Agency's letter proposed the
foll ow ng questions. How would your presentation of
your scientific results and your pronotional
materi al have differed had you been able to make
nore |liberal clains in |abeling? And secondly, how
woul d reporting your data as point preval ence have
nodi fi ed your |abeling clains?

| can tell you that SmthKline Beecham
woul d not have pronoted our products any

differently, even if nore liberal clains had been
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permtted by the Agency. |In fact, we believe it
woul d be detrinental to the category, and nore
inportantly to the public health, to allow nore
| eni ent standards for approval and pronotion of
snoki ng cessation products. Qur reasoning is
supported by years of nmarketing research and
experience wth both nedical professionals and
consuners.

Rat her than seeking the nost favorable
st andard, pronotion of snoking cessation products
must walk a fine line to manage the expectations of
t he snoker who is attenpting to quit. Let ne
briefly explain what this nmeans. On the one hand,
the product has to offer some realistic hope to the
snoker or the snoker could becone di scouraged and
not nmake a quit attenpt at all. On the other hand,
t he product nust not over-prom se. Over-prom sSing
| eads the consumer to the inpression that a product
is a magic bullet and ignores the conpl ex
interaction of physical addiction and habituation
t hat nmakes snoking such a difficult addiction to
break. Over-prom se |leads to a fad phenonenon where
sal es peak quickly as snokers who are desperate to
quit seek what appears to be an easy sol ution.

Sales then fall equally as fast when snokers realize
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that there is no magic bullet.

From t he begi nning, SmthKline Beecham
has worked diligently to walk this [ine in our
pronotion and advertising for N corette and N coDerm
CQ We do not prom se a fast and easy sol ution, but
we do offer specific help with the conplex chall enge
of quitting snoking. The standard for approval of
snoki ng cessation products -- 28-day continuous
abstinence at 6 weeks -- and the | abeling that has
resulted fromthis standard all ow anple room for
conpanies to market their products in a responsible
way.

In fact, experience indicates that
| owering the standards for approval and/or pronotion
could actually result in nore discouraged snokers
and fewer successful quitters. | can cite two
exanples. The first is fromthe OIC narket pl ace.

Pl ease recall that the type of advertising that was
comon for OIC products that were avail abl e before
1993. These products with active ingredients of
either | obeline sulfate or silver acetate were
removed fromthe market in 1993 because the FDA
could not find sufficient evidence that they were
effective. The advertising for these products mde

such clains as "once you've tried our program you
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w Il never want to snoke again", and "you are
guaranteed to stop snoking wthout wthdrawal and
wi t hout gaining weight", and the terrifically
understated "sonme people call it a mracle.” Such
extravagant clains cause the sales of these products
to follow a typical fad sales curve. For exanple,
Ci garest, a |lobeline sulfate product, was introduced
in 1986 with clainms such as "just one week and you
w Il be a nonsnoker”, and "no wei ght gain, no
withdrawal ." Sales nore than tripled by 1988 from
12 million to 38 mllion but plunged to under 7
mllion by 1992 as snokers realized that the product
could not deliver on its clains. This experience
damaged the credibility of the entire snoking
cessation product category and quite |likely had an
i npact on many snokers confidence that they could
quit successfully.

Now, w thout benefit of an approved new
drug application but presumably under the guise of
the Dietary Suppl enent Health Education Act,

Cigarest tablets are again being advertised on TV
and sold as honeopathic nedicine with the sane
out | andi sh and unsubstantiated clainms. The
distributor also plans to introduce a C garest anti-

snoki ng gum this sumrer through the honme shoppi ng
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network. This should be of concern to all involved
in the snoking cessation effort.

My second exanple conmes fromthe
prescription side. The launch of the Rx patches in
1992 was acconpani ed by an unprecedented | evel of
direct to consuner advertising. This advertising,
while not over-promising in terns of effectiveness,
di d not manage expectations well. The result was a
rush of consuners to their physicians. Sales peaked
within three nonths at 1.3 mllion tota
prescriptions per nonth and then fell three nonths
|ater to 500,000 prescriptions per nonth, and
finally settled at |ess than 25 percent of this
initial surge when the market stabilized. Again,
this experience caused snokers and clinicians to
| ose confidence in thenselves and in the products
avai l able to help them

In contrast, the current OTC snoking
cessation market has remained very stable since its
inception last year. W estimate that over 4
mllion people have made a quit attenpt using a
ni cotine patch or Nicorette gumin the 14 nonths
since they were nade w dely available. W know from
our clinical trials that these 4 mllion people

doubl ed their chance of quitting snoking for good
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conpared to what woul d have happened if they tried
cold turkey. This is good news for themand for the
public health

For al nost 20 years, the well
est abl i shed standard of 28-day continuous absti nence
at 6 weeks has insured that products approved for
snoki ng cessation have passed close scientific
scrutiny. As a marketer, | have the range | need
within the current |abeling to market my products
aggressively and yet with an eye toward
appropriately managi ng the expectations of the
snoking public. Allowi ng different end points such
as point prevalence will only create a situation
where sone manufacturing mght seek to use whatever
cut of the data shows their product in the best
light. It is then only a short step to
I nappropriate conparisons across studies wth these
differing endpoints resulting in mass confusion for
the health care professional and the consuner alike.

There are many legitimte conpari sons
that can be made already. There are form
differences, differences in the | engths of therapy,
differences in the support prograns offered, and in
addi tion, conparisons nade on the basis of actual

head-t o- head studi es between two specific brands are
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al so all owed provided the studies are well designed
and unbiased. |In short, we have what we need.

In the last 14 nonths, a great deal has
been acconplished through the careful managenent of
snokers' expectations. The current standards all ow
anpl e room for responsible manufacturers to
advertise and pronote their products. Relaxing the
standards for conmuni cati on with physicians or
snokers woul d severely endanger the useful ness of
the previously approved effective products in
hel pi ng snokers quit. Therefore, | urge you to hold
to the current standard. Thank you for your tine.

CHAIR STRAIN.  WII Dr. Schiffman be
al so speaking then?

MR. QUESNELLS: Yes.

CHAIR STRAIN: Is that the plan? Ckay.
Are there any questions for M. Quesnells?

CHAI R STRAIN:  Thank you. | amsorry.
For M. Quesnells fromthe commttee? Thank you,
sir. Dr. Schiffman?

DR. SCH FFMAN: Good afternoon. First
let me tell you how grateful I amto not be the one
who is keeping you fromlunch as was originally
scheduled. O course, now | am keeping you from

di scussion, but | promse to be relatively brief.
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| am a professor of psychol ogy at the
University of Pittsburgh. | have been doing
research on snoki ng and snoki ng cessation for 23
years, since | started as a babe with Mirray Jarvik,
who was here this nmorning. | currently consult for
Sm t hKl i ne Beecham al though Iike many of the
speakers you have heard, | have consulted to just
about everybody. SmthKline Beecham asked ne today
to share with you ny views about the appropriate
assessnment of efficacy and al so the appropriate
communi cation of efficacy, and |I think that is very
i nportant.

Let me say briefly, because this is not
my major point, that I want to reinforce sone of
what you heard about keeping a current and very high
standard. To put it in technical terns, it seens to
me that this ain't broke. It is not clear to nme why
we woul d want to make changes when we have an
est abl i shed approach to eval uati on and conmuni cati on
of efficacy. | think it is critically inmportant to
have a single clear standard | abeling, as we heard
from DDMAC, as conmmuni cation, and we need cl ear
comuni cation and not confusion. | wll cone back
to that issue.

One of the major points | want to nake
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is that even within a current standard |i ke 28-day
abstinence at 6 weeks, there are sone potential uses
of such data that would be m sleading, and | want to
take you through sone of that. These are data from
a neta analysis by Chris Clangi of alnpst 50
ni coti ne replacenent studies, and he broke the data
out according to the intensity of behavi oral
intervention. Now these are the quit rates for
peopl e on the active nicotine replacenent that
i ncl udes both gum and patch. And one woul d be
tenpted fromthese data to assune, if one was doing
a quit rate conparison -- you see, our conmunication
has to be clear and focused -- that this set of
treatments were nore effective than those sets of
treatnents in terns of nicotine replacenent. But as
we have al ready heard, that conclusion would, in
fact, be msleading. Because if we |ook at the
pl acebo groups in those sane studies, you can Ssee
that under the high intensity, high behaviora
intervention that the placebo group is al so doing
better. So the differences between these two are in
fact not attributable to the effect of the
medi cation, but to the adjunctive behavior therapy.
In fact, if we then conpute an odds ratio, which you

have heard so nmuch about this norning, what you can
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see is that in fact the efficacy specifically of the
medi cation is about the same in both contexts.

So it seenms critically inportant not to
al | ow conpari sons of absolute quit rates because
they are al nost always m sleading. This is also not
just an academ c exercise for neta anal ysts. As you
know, we now have a very conplex world in which we
have both OIC and prescription products available to
hel p snokers. And |let nme show you next sone data on
t he sane product now, Ni coDerm patch, fromthe Rx
pivotal trials presented to FDA and fromthe OTC
trials presented to FDA. Again, the point is that
there are pretty big differences in the overall quit
rates. \What you have to renenber is that in this
study, these were extrenely highly sel ected
patients. The trials and the treatnents were
i ntensive and run by probably the world's best
snoki ng cessation experts. This was an OIC
sinmulation trial with no support other than what
conmes in the box, not even with the Conmtted
Quitters Programthat is now available in the
mar ket pl ace. And i ndeed, again you see the sane
pattern where if you | ook at the placebo group, the
pi cture changes quite a bit. And if we go straight

to the odds ratios, you will see again that the
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initial conparison of quit rates was really quite
deceptive and msleading in terns of the efficacy of
the nedication, per se. Again, this is inportant
because we now have a world in which there are both
Rx and OTC products, and conparisons are going to be
m ghty tenpting for practitioners, for sales people,
and so on.

So it is inportant to renmenber that quit
rates are hugely effected by selection of patients,
by provision of other forns of treatnent. They do
not clearly express pharnacol ogi cal effects. And |
think we need then to go to sonme sort of
conparative. But as you heard this norning, that is
not easy. This next slide, | was actually not
pl anni ng to show, but John Hughes's dil enma
expl ai ning odds ratios convinced ne into it. This
actually shows the rel ationship between risk ratios
or relative risk, what nost patients and
practitioners think of when they hear a ratio, and
odds ratios, which are statistically nore
manageabl e. And what you can see is that the
rel ati onship between themis not sinple, and that in
fact it depends on what | call the base percentage.
That is, if your placebo group, if you will, have a

relatively nodest quit rate, then odds ratios and
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risk ratios will track pretty closely. But as you
get to nore higher base percentages -- read
i ntensive treatnent and prescription pivotals --
then there is a huge divergence between odds ratios
and risk ratios.

So I think even the matter -- if we
coul d agree statistically on what is an appropriate
expression of this relationship -- the matter of how
we comunicate it to snokers and to practitioners is
not at all sinple.

| think it is very inportant to realize
-- | hear us tal king about professional
conmmuni cation and communi cati on to consuners as
t hough they were really different beasts. | have to
tell you frommy experience of doing nore dozens of
CME talks than | care to renmenber that the gap isn't
as large as we think. | nean we had trouble here
this norning -- nost practitioners don't understand
rati os. They don't understand point preval ence.

And | think we have to be very careful to

di stingui sh conmuni cation to other experts in
snoki ng cessation and drug abuse treatnment from
| abeling, which is essentially comunication to
civilians, if you will, whether they be

practitioners or snokers.
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There are, though, areas where | think
we m ght expand conmuni cati on about the benefits of
t hese nedi cations, and you have heard this from
ot her speakers already. Relief of craving and
wi thdrawal is an inportant clinical benefit. |
agree with what others have said that it is
certainly not a perfect predictor of cessation.
However, it is beneficial even if it is not a
predictor. | nean, the analogy | give to patients
soneti mes when they are going on nedication is, you
know, your dentist can pull your tooth and it m ght
be equal ly successful one way or the other, but nost
patients prefer novocaine. So even if craving and
wi t hdrawal were not predictors of outcone, and again
they are, it seens to nme that there is a significant
clinical benefit to a nedication that reduces
craving and w t hdrawal .

Thi s becones i nportant because as we get
nore di verse nmedi cations, nedications may well
differ on this paraneter. W already have different
forms and different kinetics for nicotine
medi cati ons, and we have now conpounds ot her than
ni coti ne that have been approved for snoking
cessation. So it is at least plausible that there

are going to be differences in synptomatic relief
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that are independent of differences in cessation.
So | think it is appropriate to allow clains or even
indications for relief of craving and w thdrawal,
but I think it is very inportant that that be done
Wi th appropriate evidence. Again, it is very
inportant to have a clear standard and to maintain a
| evel playing field.

In summary then, it is very inportant
that we maintain high and consi stent standards.
This is not atinme to be relaxing the standard. |
think it is essential that pronotion of absolute
quit rates be discouraged because of how m sl eadi ng
it can be, both to consuners and to providers, while
we may allow clains for relief of craving. | cone
back, however, to the issue of conmunication, and |
t hi nk soneone said earlier that the custoner -- the
presenter for DDVAC pointed out that the custoner
for labeling is the provider in the Rx world and the
custoner is the snoker in the OTC world. Neither
custoner is going to be well served by a confusing
comruni cation in which there are nultiple standards
in which they have to figure out what a 7-day point
preval ence is when they just sinply want to quit and
want to know what works.

Simlarly, I think that getting into
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i ssues of communi cating 12-nonth absti nence rates
again creates a huge potential for confusion. |
think we al so have to reexam ne sonme of our
prem ses, that is, we have nedications, as severa
speakers have pointed out, that are approved at nost
for use for 12 weeks, but then we want the outcone
to be what happens a year later. That is sinply
unrealistic. Mst of the variance after that tine
is not going to be attributable to the drug. The
drug will have established initial abstinence.

So we need to keep standards high, to
have them based on data, and to be sure that we
di stingui sh the conplicated scientific regul atory
communi cation that we engage in fromthe
comruni cation to providers and snokers whi ch needs
to be crystal clear. Thank you.

CHAI R STRAIN:  Thank you, Dr. Schiffman.
Questions fromthe conmttee? Yes, Dr. Sinpson?

DR SIMPSON: Dr. Quesnells -- | am
sorry for ny pronunciation. He made a coment -- he
said that we want the snokers to know that they have
doubl ed their chance at quitting by using. Now, if
you | ook at the labeling for the NicoDermand the
Ni corette, | -- you know, |ooking at the information

there, | just can't see that information there.
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DR. SCH FFMAN: Only because it is not
t here.

DR. SIMPSON: And in fact, there is no
i ndi cation that what he said was true. | nean, if
you | ook at --

DR. SCH FFMAN: On the | abel, you nean?

DR. SIMPSON:  On the |abeling.

DR. SCH FFMAN: No, that is true.
Again, the labeling doesn't reflect that. | think
what -- | can't speak for him but | suspect that
what M. Quesnells was referring to was that if you
| ook at the literature as a whole, and in fact FDA
staff have done a particularly good job of graphing
this, that across a variety of studies it |ooks as
though there is a doubling of quit rates. But that
is not now currently in the |abeling.

DR. SIMPSON: In fact, it |ooks a |ot
wor se than that fromthe |abeling.

MR, QUESNELLS: [If | could answer that?

DR. SCH FFMAN:  Why don't you speak for
yoursel f?

MR. QUESNELLS: Yes, okay. The clinical
trials do denonstrate basically a doubling of the
success rate. Qur advertising never tal ks about

that. Wat consuners -- it is not in our |abeling.
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What consumers want to know is that there is a
chance that they can quit and there is sonething
that will help them But they also know full well
that it is their job to quit snoking and what a
snoki ng cessation product does is help them So
that is how we talk to consuners. W don't get into
quoting individual quit rates because frankly it
confuses consuners and tends to di scourage them from
maki ng an attenpt.

CHAIR STRAIN. Dr. de Wt?

DR. DE WT: | have a question about the
use of craving in the product information. | notice
in a couple of the |abeling -- sanples of [|abeling,

t hey have craving listed on a chart or on a graph
but they deleted the nmeasure on the Y axis, which to
me makes it neaningless. And | wonder if there is
any effort in the coomunity to kind of standardize
the measure of craving, both in terns of a
guestionnaire nethod or in terns of the time period
that they are asking the patients over, whether it
is right now or over the |ast day or over the |ast
week. There are so many questions about the use of
craving as a neasure that we can't really recommend
it now as an outcone.

DR. SCH FFMAN: First of all, | am
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inclined to agree that we need standards if it is to
becone an indication or an FDA reviewed claim
There has certainly been a lot of literature
publ i shed on craving, as you know, since then, and
So sone itens tend to be reused. But there is by no
means at this point a consensus we could just pick
up fromthe field. 1In fact, sone coll eagues and |
are witing a paper on the neasurenent of craving
and part of what we are saying is that both on the
one hand that we need standards but also that to
sonme extent you need to do the assessnment of craving
differently depending on the context in which you
are studying it. So laboratory studies and field
studies, for exanple, may not |end thenselves to the
sane approach

That doesn't nean, however, that it
woul dn't be possible to devel op standards that would
be common across. | amnot sure |abeling the axis
is the critical thing. | suspect that consuners get
the picture with the picture, but | think there does
need to be a standard way of assessing it so that
products can be conpared equitably.

DR. DE WT: | guess | think there are a
| ot of ways to present the picture, especially that

kind of picture with no Y axis to put points on.
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DR SCHI FFMAN.  Yes.

CHAIR STRAIN: Yes, Dr. D Agostino?

DR. D AGOSTING 1'd like to just go
back a nonent to the idea of the 50 percent
increase. There is a fair anmount of review ng of
the literature that has been done and has appeared
before this commttee and the nonprescription
commttee of the clinical trials, and they do cone
out to that 50 percent when you are doing drug
versus placebo. And | think we are tal king here
about professional labeling. | think that those
type of neasures personally should be in our
consideration. | think the individual rates that
now are given introduce an awful ot of variability
because they are dealing with individual centers. |
don't know what your commttee is going to say about
it, but they are dealing with individual centers and
you don't see the sort of sunmary nunber that is
really involved in a lot of these clinical trials by
| ooking at those individual rates in the centers.
think it is useful to have that, but | think that
sonme sort of summary nunbers in the professional
| abel that is showng that it is 5 percent with
pl acebo and 10 percent with the drug are very useful

and nmaybe a confidence interval around whatever is
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consi dered the appropriate neasure, be it a
difference in percentages or an odds ratio. That is
up for discussion. But sonething that summari zes
with some sort of variability I think would be very
useful .

CHAI R STRAIN:. O her questions for Dr.
Schiffman or M. Quesnells?

DR. SCH FFMAN:  Thank you.

CHAI R STRAIN:  Thank you. | will now
give a summary. | amgoing to reviewthe witten
responses recei ved by the working group. But before
| do that, actually |I think it m ght be useful --
and it perhaps ironic that we have reached al nost
3:00 in the afternoon before we have | ooked at this.
| am going to review the questions, actually, that
were sent out and were posted for people to respond
to.

There were essentially either five or
Ssi x questions that were sent out, depending upon who
was receiving them The first question -- and this
is exactly how they read or virtually exactly. For
t he indication snoking cessation with the standard
of success in clinical trials defined as quit for a
nmont h, nunber 1, what other things do you think

shoul d be included in |abeling that woul d be hel pful
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to the practitioner? So a general question. Nunber
2, how woul d your presentation of your scientific
results and pronotional material have differed had
you been able to nmake nore liberal clains fully
supported by your data in | abeling? This was a
guestion that was only included in those letters
sent out to sponsors. So, for exanple, a question
that went out to NIDA or a letter that went out to
NI DA did not include, obviously, this question.
Nunmber 3, are there significant secondary outcones
that you would like to see reported such as
reduction in tobacco use, quit rates that include
subj ects who abstained for a nonth but not weeks 2
through 6, et cetera? So this was a nore specific
gquestion. Nunber 4, are point prevalence quit rates
informative? How would reporting your data as point
preval ence have nodified your |abeling clains?
Nunber 5, would it be useful to present information
regarding the fraction of patients who were able to
quit at all, even for a day? And nunber 6, is
presentation of long-termdata for a short-term
treatment useful ?

| think it is useful to see these
guestions again in part because the responses --

many people responded -- and many as you have heard
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this norni ng have responded, but they haven't always
responded to the questions directly. Sone have to
varyi ng degr ees.

| amgoing to briefly and rather quickly
run through and try to summarize for the commttee
what | know you have all read and thought about. So
just to remnd you and reorient you in the materials
that you have received. W received materials of
various forns fromthe Anerican Cancer Society, Elan
-- is that the correct pronunciation -- Elan
Phar maceutical, d axo Wellcome, John Hughes, MNeil
Novartis, NIH, Dr. Thomas @ ynn in particul ar,
Pharmaci a & Upjohn, SmthKline Beecham and SRNT.
And of course we have al so heard from sone of these
in the open public formtoday.

Let me briefly rem nd you what they
said. The Anerican Cancer Society sent us a letter
that included their standards for eval uation of
group snoking cessation prograns. This is not
really pertinent to our discussion. It is an
interesting letter. It is a set of standards that
t hey have devel oped for group snoking cessation
prograns that cover these five topics. | don't
think we are going to really spend nuch tinme | ooking

at this although it is useful information and we
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appreciate their response. And | would be willing
to go back to these at any point if anybody wants to
fl esh them out further.

| am goi ng through these al phabetically.
NI H t hrough Dr. Thomas d ynn, the Chief of
Prevention and Control for the Research Branch sent
aletter that I think is very interesting,
especi ally because of the last point, as we will get
toin a nonent. First he said, quit for one nonth
is too |liberal. He recommended quitting for 6
nont hs as a standard neasure. Secondly, it m ght be
useful to include reduction in tobacco use.
Thirdly, he thought information on change status pre
and post-use of product would be interesting to know
about in the label. Fourth, he thought point
preval ence rates were useful but the key is
conti nuous abstinence rates. Fifth, information on
patients able to quit even for one day woul d be
useful interestingly. Sixth, nore gui dance about
what is nmeant by conprehensive behavioral program
And then after all that, he suggested that we make
the |l abels nmore succinct. | think that is a well-
taken poi nt here has we consi der adding nore to
| abel s that we do need to keep it sonething that is

within reason
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Sm t hKl i ne Beecham -- they have
presented here today, so let nme just acknow edge
that they al so sent sonme very nice materials
including a letter nmaking points regarding the
conpl exity of snoking cessation, that we need to
consi der the target audi ences for primary and
secondary efficacy information, and regarding
scientific standards -- | have quoted them here --
the basis for initial approval of snoking cessation
must remai n the 28-day continuance absti nence
measure versus placebo. So they came through quite
clearly on that.

Next, John Hughes sent us a letter. W
heard from Dr. Hughes this norning. He nade
essentially two points in his letter, that we need a
reasoned reconsideration of the scientific validity
and critical appropriateness of approval criteria
and clains definition, and he again, as we have
heard froma couple of different sources,
recomended a neeting of some sort -- a work group
or a small synposium-- with |eading scientific
experts that could informon the scientific validity
of various outcone neasures and clains definitions.

Next | amgoing to tal k about the

Soci ety for Research on N cotine and Tobacco. SRNT
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sent a letter which I think the conmttee just
received today actually. It is a very nice letter
| think, and | amgoing to go through it again even
despite Dr. Stitzer's presentation, to just talk on
a couple of points again fromit. They nade the
points that they again wanted to co-sponsor a
meeting on | abeling and they responded to four
guestions. So sonehow they didn't get to all of the
guestions, but the ones that they did, | think they
did very nicely.

First of all, they asked are point
preval ence quit rates informative? They pointed out
that this is a sonewhat nore |iberal picture of
success. That they probably are not providi ng new
or unique information but would give anot her
perspective to one-nonth abstinence information. It
IS a nore encouragi ng outcone picture, which could
have a positive inpact on notivation to engage in
the cessation effort. And they specifically said
that they should be used at several tinme points,
such as 1, 3, 6, and 12 nonths.

Shoul d | ong-term out conmes be reported?
They pointed out that this provides a realistic but
di scour agi ng perspective. Mst products continue to

have better success rates versus placebo, even at
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long-termtinme points. They pointed out new
medi cations could influence the course of |ong-term
treatnent. |t can be discouragi ng and danpen
notivation to engage in a cessation effort. And
overall, they thought "advantages outwei gh the
di sadvant ages." They questi oned how shoul d | ong-
termoutcone data be presented. And they made the
point that there could be a danger of confusing the
target audience if too much information is provided
here, which again is a good point.

The third question, would it be useful
to report the fraction of snokers who are able to
quit for even a single day? They thought it wasn't.

And regardi ng secondary out cone
measures, they wanted to include possibly w thdrawal
synpt ons and snoking reduction should not be
included in the | abel they thought.

Finally -- well, no, let's skip that.

El an Pharnmaceutical sent us a letter
addressing the six questions specifically. They
i ncluded points that quitting snoking isn't easy.

Li ght snokers find it easier to quit than heavier
ones. Sone may need nore than six weeks with a
patch before they quit. They woul d enphasi ze poi nt

preval ence data if they had been given the
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opportunity to do so. Regarding secondary outcones,
reduction in nunber of cigarettes snoked per day
woul d have been included if they had had the chance.
And subj ects who managed to quit for a nonth, even
if not the week 3 through 6, would have been
i ncl uded.

They go into sonme discussion about the
hi gher percentages for point preval ence quit rates
versus the 2 to 6 week definition and reporting such
on the | abel m ght provide a greater incentive to
persevere with the snoking cessation program And
they actually were in favor of including shorter
quit rates sort of in a qualified yes if this would
serve as an incentive to encourage patients to try
again or to try another snoking cessation program
Finally, regarding |ong-termdata, they thought
| ong-term data may hel p mai ntain support for sonmeone
who has quit.

McNeil we have heard fromtoday. They
sent a docunent with a series of recommended | abel
statenents. Five are geared towards the consuner
and five to the practitioner based upon data from
their study 94400 as we have heard about. W have
heard about these and | have tried to generalize

what those changes were that they recommended. They
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are in our materials that we have and they
essentially enphasize a variety of points regarding
early cessation efforts, for exanple.

d axo Wl |l cone, who we have not heard
fromhere today but they sent a letter stating
succinctly, "W believe that the 28-day conti nuous
abstinence endpoint is an appropriate and proven
endpoi nt to support approval of a snoking cessation
product."” And there you have got it.

Novartis sent a letter containing the
follow ng points. That information about the degree
of relief fromnicotine wthdrawal should be
i ncluded. They recomrended requiring continuous
quit rates but could consider continuous rate
survival curves rather than summaries in a table.
And al so coul d include point prevalence quit rates
at key time points. They thought it would be
hel pful to include guidance on appropri ate neasures
of patient support, use of printed material, and
foll ow-up, and make clinicians aware of relapse
prevention and intervention. Those were the two
points that they had to make in their letter.

We have heard from Pharnmacia & Upj ohn
today. They sent a docunent containing the

follow ng points. Regarding criteria for
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establishing efficacy, the didn't think the
criterion of 4 weeks should be | owered. Regarding
br oader use of snoking cessation products, they
wanted to extend the duration of use. They talked
about using themto reduce snoking as an interim
stage towards cessation and using products for
relief of withdrawal synptons. |In addition, they
t hought other things to include in the |abel m ght
be extended duration of use of products, a point
they nade earlier, and conbi ned use of different
products. Repeated quit attenpts should be
encouraged. G adual reduction, reduced snoking
until snoker is prepared or notivated to make a quit
attenpt, and relief of wthdrawal synptons.
Regardi ng how this m ght change pronotional materi al
if nore liberal clains were allowed, scientific
results presented to support different uses of
products as noted in the previous responses and
continued focus on conpl ete cessation of snoking as
the primary goal. They didn't really address in
their letter secondary outcones that they would |ike
to be able to report. Regarding point preval ence,
Phar maci a sai d point preval ence woul d probably not
be of any valuable. And useful to present

information regarding the fraction of patients who
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were able to quit at all -- this nay be an advant age
to quitting for short tines, but it is not clear.
And they thought long termoutcone is really the
definitive outcone froma public health perspective.

That is all of the witten responses |
want to review. Let ne try to quickly -- perhaps no
qui cker than what | have already done, summari ze
this. | tried to get a sense of with respect to
t hose questions then, where do we stand? And for
the first two questions, there is no real easy
summary based on these witten responses.

Starting with the third question, are
there significant secondary outcones that you would
like to see reported? Regarding reduction in
t obacco use, three supported this -- Elan,

NIH @ ynn, the letter fromDr. dynn, and Pharnaci a
& Upjohn. SRNT did not support this idea in their
response. Regarding quit rates that include

subj ects who have abstained for a nonth but not
weeks 2 through 6, the only response in witing
actually that directly addressed this was El an, who
supported this idea. Regarding the secondary

out cone, information on reduction of w thdrawal
synptons, three responses directly addressed this --

Novartis, Pharmacia & Upjohn, and SRNT -- and al
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three liked this idea.

Regar di ng poi nt preval ence quit rates
being informative, four responded yes -- El an,
Novartis, NIH, and SRNT. One said no, that was
Phar maci a & Upj ohn.

The fifth question, would it be useful
to present information regarding the fraction of
patients who were able to quit at all, even for a
day? This was evenly split. Elan and d ynn t hought
yes. Pharmacia & Upjohn and SRNT sai d no.

And finally, is presentation of |ong-
termdata for short-termtreatnent useful? Three
said yes -- Elan, Pharmacia & Upjohn and SRNT. No
one said no. So there you have a quick review of
the witten materials we have received from ot her
agenci es or other sponsors to conplenent the
materials received fromacadem cians that we heard
about from Anne Andorn earlier this norning.

At this point, I amwondering if perhaps
we shoul d take a 10-m nute break before we nove into
a general discussion by the commttee. |If that is
all right, why don't we plan a neeting at 3:15 or
3:20 -- 3:20. Thank you

(Wher eupon, at 3:06 p.m off the record

until 3:27 p.m)
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CHAIR STRAIN. If everybody coul d take
their seats for the conmttee. |t has been
suggested that we blink the lights. W are not sure
how to blink the lights. So if everybody woul d just
shut their eyes for a nonent and then open them
Dr. Wight?

DR WRIGHT: | would |like to answer one

of the questions that was brought up by one of the

speakers.

CHAIR STRAIN: Before you start, could I
just -- let ne apologize that |I didn't include
McNeil's responses in ny sunmary. | overl ooked
that. | apologize to McNeil and their teamfor that

oversight. Dr. Wight?

DR. WRI GHT: Ckay. Possibly as a way to
kick off the discussion during this part of the
session, | would like to address one of the
gquestions that was brought up by one of the open
public speakers who asked what was broke. And |
think I can answer a little bit of that.

First of all, | amvery pleased -- if
you live |long enough, you see stuff cone back again.
VWhen we first come up with the they ought to quit
for about a nonth standard, it was hotly di sputed by

sone as arbitrary and capricious and a whinsical
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standard that the agency had pulled out of sonmewhere
and that it wasn't based on science. Now I find
that after approval of their products, conpanies are
now defending this as the tradition of our
forefathers, which has taught nme a | ot about human
behavior, and | amvery grateful for that.

We are having, at the review |l evel, sone
difficulties, however. The first is that all we are
seeing in snoking cessation therapy are single-dose
paral l el group, 6-week to 3-nonth nicotine
replacenent therapy studies with rare exceptions.
And the original intention of setting up the
standard was not to mandate a duration of treatnent
and not to suggest that one dose fits all and not to
suggest that conbination therapy was inprudent or
i nproper, and we need to find a way to all ow
research that shows how to effectively use these
medi ci nes get into |labeling or that research won't
get done. If you can't put it in your |abel, there
is no earthly reason why a pharnaceutical firmthat
has their wits about them and nost of them have
their wits very nmuch about them would do that.

At the agency level, we need to suppress
m sl eadi ng anecdotal idiosyncratic findings in

| abeling, but | amunconfortable that sonetinmes our
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establ i shnment of standards acts to actually suppress
information that both the practitioner and the
public feel very strongly that they have the right
to know. And I amvery unconfortabl e when soneone
suggests, well should we allow that in the | abeling?
It doesn't neet our usual standard. | have trouble
deci ding on what basis we would w thhold that
information fromthe public.

The issue is one of overt paternalism
There is a question as to how much of this treatnment
is provided by a truly learned internediary, a
physician acting as a |l earned internediary, and how
much of it is comng, as people have said, from
patients wal king into the office and saying | need
this drug. Certainly, we are seeing nore and nore
800 nunbers and infomercial types of things
suggesting a new day is dawni ng, call 1-800-whatever
and ask about sonethi ng new.

| think your responsibility as the
commttee is to act as an agent for the public. It
is clearly inproper if the agency asks for
information it doesn't need. If we can get good
solid predictable questions asked and answered about
efficacy, not effectiveness, in 6 weeks, then what

justification do we have for asking for 3 nonths or
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6 nonths or a year's worth of studies. On the other
hand, if there are questions that physicians need
answered, as reflected in the survey that the
subconm ttee did and which is very interesting and
for which we are very grateful, then we should ask
nmore in those areas. You may not be able to answer
t hose questions today, but you do need to westle
with the question of are we unduly restricting the
information that is available to the practitioner
and to the patient, and I would focus in that
direction, not what is essentially a stal king horse
of are we going to liberalize the approval criteria,
because | assure you we are not.

So the question is information

transmttal. Are there things that are not in there

that we should get to the practitioner and the

patient?
CHAI R STRAIN:  Thank you, Dr. Wight.
DR. YOUNG Dr. Strain, may | ask Dr.
Wight a question? Curtis, | need another

definition. Can you distinguish for ne the
di fference between effectiveness and efficacy?

DR. WRIGHT: Sure. It is -- but it is a
long answer. | will try to make it as brief as

possi ble. There are two questions that you can ask.
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One is can you show that this treatnent works better
than a conparator in patients in a clinical trials
setting. That is efficacy. You are using outcone
measures that are generally recogni zed as being able
to tell the difference between an effective and an
i neffective nedication. An exanple of that that is
easy to conprehend is you give this drug and it
| oners bl ood pressure in these patients by this
much. The placebo didn't.

Ef fectiveness is a much broader concept
that has to do with the actual utility of the drug
in clinical practice or in settings that are so
cl ose as to be indistinguishable fromclinical
practice. Therefore, a trial that studied
vol unteers who were in their md-40's who were of
relatively high SES, who were highly notivated to
quit in a good behavioral programwho got NRT would
give you a quit rate and a placebo quit rate and
sone kind of odds ratio or |ikelihood of success.
Wher eas, a study done in K-Mart | ooking at people
who got N corette prescriptions mght give you a
very different kind of answer. One is an efficacy
study and the other is an effectiveness study.

Ef fecti veness studi es al ways i nclude anal yses of the

context, the patient popul ation, the prognosis, and
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i ncorporate sone information about the health care
delivery systemas well. For a better discussion of
that, | would direct you to Dr. Lin Cheng' s very
articulate discussion of this in the last few
approval packages for OIC sw tches.

So efficacy is can you nake it work in a
nodel systemthat we accept as relevant and
sensitive. Effectiveness is what is the actual
inmpact in ternms of health outcone for the
popul ati on.

DR. ANDORN: If | could nake a conment,
| think that is the issue facing us with this
guestion about the label. It is very clear to
everybody who has sat on any of the conmttees in
| ooki ng at the sponsor data that these are
ef ficacious drugs. But as Dr. Sachs said, both
patients and clinicians perceive themas ineffective
when prescribed the way that they think they
understand the | abel to read they shoul d do.

CHAIR STRAIN. Dr. de Wt?

DRR DEWT: | ama little bit confused
about how nuch flexibility the sponsors have in the
treatnment program Curtis, you suggested that there
hasn't been very much creativity in the design of

the treatnment prograns. That everybody is stuck
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with this kind of set -- is it 2 weeks of treatnent
essentially, short-termtreatment -- and that there
is a need for nore creative treatnment nethodol ogies.
And | amnot clear how much that is set by FDA rules
or to what extent the industry or the sponsors could
be nore flexible in their designs and then nake
cl ai nrs based on those. |s there anything you can
say to that, Dr. Wight?

DR WRIGHT: There is a bit of a self-
fulfilling prophecy. |If we nmake a standard that
says success i s continuous abstinence for a nonth
and then we say, but you can have a week or maybe
two weeks at the front end as a run-in. Then you've
got a 6-week study, and that tends -- and fi nanci al
pressures and the pressures of getting the studies
actual ly done and anal yzed and reported -- tends to
push toward rel atively short-termtreatnent
durations, although that has varied a little bit.

But we have not seen many trials, if any, where the
rel apsers have been reintervened.

DR DE WT: And it would be okay for
the initial treatnent to be extended to a 4-week
period? The protocol would still be acceptable to
FDA?

DR WRIGHT: The initial treatnents are
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usual ly always 4 to 6 weeks at | east.

DR. DEWT: Well, I nmeant -- it is
usually two weeks with a drug and then four weeks --

DR WRIGHT: Celia, you take it.

DR. WNCHELL: | think the shortest on
t he high dose has been 4 weeks. The |ongest has
been 12 weeks. And then the tapering periods range
from4 weeks to 12 weeks. So we have had studies
where the treatnent and taper phases were as short
as 8 weeks or as long as 24 weeks. And all of them
make a determ nation of efficacy at a nonth.

DR DE WT: | see. GCkay. So we
haven't really heard in today's presentations
di stinctions between the durations of the drug
treatments and we don't know whether that is an
i nportant factor?

CHAIR STRAIN. Dr. Meyer?

DR MEYER | think this is --
unfortunately, | didn't hear the first part of what
Curtis was saying, but we category briefly outside
because it is basically an efficacy versus an
effectiveness issue. And in that regard, it is not
unl i ke what you face in other areas of
phar macot herapy i ncluding for exanpl e anti depressant

treatnment and the issue of long-term for how | ong,
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et cetera. The trials run for 12 weeks, but in
practice the treatnent can run consi derably | onger.

Drug conpanies are investing in post-
mar keting studies to clarify sone of these issues,
and that doesn't change the labeling, but it can in
fact change the way clinicians practice. And |
think that is one piece of information that is
gathered in the context of effectiveness. One thing
| heard today that | think would anmplify on the
efficacy issue is the issue of wthdrawal synptons,
and one woul d expect that w thdrawal synptons should
get better with nicotine replacenent. It is not
cl ear whether that data was collected, and that
woul d seemto be pharnacologically an effective
nmeasur e.

But beyond that, | think there are
really three points that | think are intriguing in
the context of the clinical environment. One is the
i ssue of post-marketing studies. The second is the
i ssue of what managed care will pay for, and I
t hought Dr. Sachs' presentation was interesting at
the outset. 1In the context of your patient, managed
care woul dn't have paid for you to see himonce a
mont h, and yet once a nonth was critical and in fact

the relative frequency in fact was very inportant in
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retaining himin treatnent. And they probably
woul dn't have supported his continuing on nicotine
replacenent at this juncture, even though it was
keepi ng hi msnoke-free. | think that is a terribly
inportant issue and it falls between the cracks. No
one, in fact, can force this issue.

It raises an interesting point in terns
of over-the-counter. Because over-the-counter gets
managed care off the hook. Over-the-counter neans
you go into the drug store and it is your business
whet her you buy it or not. | think that is a
particularly interesting issue that the relative
gradi ent against this treatnent being covered under
managed care now i s nmuch greater because it is
avai lable in various forns over-the-counter. They
are not going to pay for the kinds of additional
intervention that are essential for long-term
effectiveness. | think it is an interesting series
of dilemmas that we have. And it is not clear to ne
that a drug conpany would want to do the post-
mar keting studies in this area since essentially,
particularly in the nicotine replacenent, there are
enough products out there that are in fact going to
be sinply handl ed over-the-counter.

DR. ANDORN: | think one of the points
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of changing the | abel, and particularly as Curtis
said, if the | abel says a statenent that here is the
poi nt preval ence data for six nonths and the
l[iterature supports you need to treat for at |east
si x nmonths, then the post-marketing studies wll
becone pre-marketing studies and it will change the
way a sponsor approaches new products and
essentially will have to change the existing post-
mar ket i ng studi es being done now. There is that
positive aspect of changing the |abel.

DR. MEYER. | think the cat is out of
the bag now. It is hard to put it back in.

CHAIR STRAIN. | would like to bring up
sonet hi ng that John Hughes nentioned earlier, which
| have been struggling with over the course of this
tine. And that is that | think we have -- | have
tried to think of an anal ogy. W have a situation
right nowwith this question -- with this dilemm
that we are grappling with where we are not dealing
with an isol ated system where any change
contenpl ated has repercussions in other systens.

And it seens to nme that there are three systens that
we have to consider or three comunities. There is
the scientific comunity, there is the practitioner

community, and there is the patient conmmunity. And
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we are tending to probably focus on the practitioner
community because the | abel is generally addressed
to the practitioner community, but any change nade
has repercussions in those other communities.
Qoviously in the patient community through the
practice and also in the patient community through
the probability that the changes will trickle over
to the OIC usage and then also trickles over to the
scientific community because what we do inpacts upon
what people |ike John Hughes plan to do in terns of
how t hey design their studies. |If we decide that
| ooki ng at rates of changing your hair color while
you are on these products are inportant, then they
will do studies that include that as an outcone
nmeasur e.

So it seenms to nme that while we want to
focus in and hone in on just one thing, it is very
difficult to do that. | know, Celia, when we have
had di scussions about this as a work group, we have
wanted to keep it very locul ated and sinple, but |
don't think it can be and that is a dil enmm.

It seens to me that the answer to the
question is quite clear that as an advisory
commttee, | think we do want to consider including

ot her secondary outcone neasures such as w t hdrawal ,
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as Dr. Meyer nentioned. That seens entirely
reasonabl e and good and probabl e, and that other
possibilities certainly could exist. The direction
to go with those other possibilities | think perhaps
goes back to the idea of |ooking at data nore
system cally and maki ng a determ nation of that.
Yes, Dr. Sinpson? Hopefully, that wll get sone
di scussion going. Dr. Sinpson?

DR. SIMPSON. Actually, | was going to
foll ow up on sonething that Dr. Meyer said.

CHAIR STRAIN:. kay. Please do.

DR SIMPSON: | amsorry. One of the
points that Dr. Meyer made was that in a |ot of
ot her pharnmacol ogi ¢ drugs, the study design is such
that the patients nmay be studied for four weeks, but
it is well known that a | ot of these treatnents are
long-termtreatnments. This is, | guess, where the
anal ogy gets a little hazy because as far as |
understand it, these -- for exanple, |ike a patch,
they are given the patch for four weeks or up to 12
weeks, and then it is stopped. And then the |ong-
termfollowup that is reported is on the people
wi t hout the patch. They are no | onger having a
treatnent. So that is where the anal ogy to other

studi es or other psychopharm drugs gets a bit weak.
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And it also then becones a bit difficult
to even justify giving any long-termresults if, in
fact, you are |l ooking at themusing the patch | ong-
term Because if the study is only done for four
weeks, that doesn't bear any resenbl ance to what you
are looking for in along-termresult. |Is that
right?

CHAIR STRAIN: It is partly right. And
this -- again, Celia, you may want to pitch in here.
| think part of the dilemma has been that different
studi es have done different things. So that you are
| ooking -- you have to | ook at what particul ar study
-- how I ong the active pharnmacol ogi c treatnent
i ntervention has occurred and then what your follow
up period is after that. But | would agree that
maki ng anal ogies to things |ike antidepressant
treatnent can be problematic at tinmes. Yes, Dr.

D Agosti no?

DR. D AGOSTING | think the notion of
the long-termfollowup and the relapse is actually
quite inmportant. | realize it is no longer the drug
effect. | think fromthe public health point of
view, and | think it is appropriate in the
prof essional |abeling, to have a sense of how many

of these individuals are going to go back to snoking
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wi th weight reduction and so forth. | think that is
useful information. So it is a question of what the
drug is doing and it is also a question of what are
the expectations and the realities of people who
took the drug. It is not like -- | don't think the
anal ogy that you are nmaking that it is a steady drug
therapy really probably is appropriate here. W
know the drug stops, but they can take it again.

But they may or may not take it. The point is that
t hey have stopped. There have been successes in
this 4-week period or the 6-week period. What can
we anticipate 6 nonths down the road or 12 nonths
down the road? | think that is very inportant
information and | think the conpani es shoul d be
asked to |l ook at that information.

CHAIR STRAIN: Dr. Sinpson?

DR. SI MPSON:  You know, | agree with you
that the information could be useful, but | guess
this is where | amnot quite clear. |If the
clinicians are tending not to restrict the patients
to four weeks, but the information that they studies
give are where the treatnment is restricted for four
weeks, then how useful is it? Because if, for
exanple, they are allowed to use the patch or

what ever they are using for the full year, then
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maybe they won't rel apse at all.

DR. D AGOSTINO  They can do post -- |
mean, in addition you can do post-nmarketing studies.
| nmean, that is back to this efficacy. That doesn't
say you shoul d exclude the followup in the clinical
trial, but you can swtch also to where you can
additionally get epi studies or post-narketing
studies to get at that information.

CHAIR STRAIN. Dr. Fal kowski ?

DR. FALKOWABKI : When we | ook at outcones
fromother treatnments of other addictive disorders
i ke chronic al coholismor drug abuse, we typically
do | ook at 6-nonth outcomes and we | ook at one year
outcones in spite of the limtations of |ooking at
that. |In spite of the fact that sone clients cone
in who have all these things going for them who
because of these other things they have going in
their lives are going to have a better prognosis
than clients who are nore inpaired on multiple
levels. So | think there is a danger in our
di scussion here of thinking that we are going to
create a special case for nicotine addiction in the
sense that aren't we also going to hold this as our
new addi ctive disorder of the decade here to the

sane sort of standards and criteria of eval uation
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that we do other addictive disorders? And that does
mean that even if the treatnent period is only 2
weeks or 6 weeks or 8 weeks, that still there is
i nherent value in knowi ng what the outcone is 6
mont hs down the road and a year down the road.

| would also like to throw out for our
consideration that especially in the treatnent of
very late stage chronic alcoholics, there is a
nmovenent in the field nowto | ook at well maybe if
this person has reduced his use that that is sone
sort of success. That that is not a treatnent
failure sinply because this person is not abstinent.
And in that sense, if these products hel p reduce
snoking, isn't there nerit in including that
information as well? | don't understand the
vehenence with which people are opposed to putting
that on the | abel or the harmthat would conme from
including that information on the |abel to
physi ci ans as wel | .

CHAIR STRAIN. Dr. Meyer?

DR. MEYER. One of the problens with
drug addiction is that it is held to standards that
are untenable with other chronic illnesses. | just
recently reviewed the N AAA project match study,

whi ch actually had a very good set of treatnent
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outcones for three different treatnents, but the
bi zarre thing to me was that they were | ooking at
39-nont h out cone conparing one treatnent of 8 visits
with another treatnment of 8 visits with a treatnent
of 4 visits. And they were trying to |look at a
treatment match 39 nonths later, which is sort of --
it makes the man | ooki ng under the | anp post for the
keys that he lost up the bl ock | ook very |ogical,
because it doesn't make sense.

| think the issue is really outside of
the FDA's territory. | think thisis -- it is a
real world issue. | think the American Heart
Associ ation, the American Cancer Society, and the
Ameri can Lung Associ ation have really a
responsibility to define the clinical realities of
snoki ng cessation. | think it is inportant for the
scientific community or the research comunity to
begin to think about the nicotine substitution in
different ways. |If it is a nmethod on anal ogy, then
ook at it and study it as a nethod on anal ogy
rather than sinple as -- | nmean, the prospects and
the imtation of short-term substitution seemto be
reasonably well known. It is not a bad outcone, but
it certainly isn't enough to deal with the public

heal th consequences. And the public health
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consequences are of such significance that you want
to essentially produce snoking cessation. It
doesn't seemto ne that that is the way that they
have gone about this in the context of these very
short-termtrials. They have established efficacy,
but in terns of long-termeffectiveness, there
really is a need to devel op nodels that will be nore
effective for nore people.

There are treatnent guidelines that
actual ly John Hughes hel ped to prepare for the
Ameri can Psychiatric Associ ation under nicotine
dependence. It has been a while since | read them
and | can't recall whether he deals wth exanpl es
i ke David Sachs's case where he was quite
confortabl e going back and forth with repeated
epi sodes of substitution. | just think we know
enough about the long-termissues related to short-
termtreatnments that we really need to | ook at the
real world clinical significance. Again, | don't
think it is an FDA issue. This is not a |licensable
drug |i ke nethadone in ternms of the fact that you
want to have FDA control it. But | do think there
is alot nore information that could be gathered
around real world treatnent and the advocacy by

t hese organizations is going to be critical if
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managed care is going to pay for it.

DR. ANDORN: There is one other point |
woul d i ke to make about managed care. \Were
live, managed care did not pay for the patch anyway
prior to OIC and doesn't pay for the interventive
treatnments. But | do think that the concept that
what the FDA does does influence public health and
not just in the States but worl dw de, and maybe the
| abel of these products is a way to do that by
including the longer termtreatnents and by
requesting longer termtreatnent and then it kind of
el evates it to the level of chronic illness and wll
hel p the managed care partners ook at it a bit
differently, and maybe we need to use the | abel for
t hat purpose too.

CHAI R STRAIN: Dr. Young?

DR. YOUNG That is simlar to the point
| was going to nake. Because | think one issue in
tal ki ng about outcone is tal king about | ooking at
| onger termoutconmes of the current short-term
treatment. But then as | was listening to the
speakers tal k about evidence that extended use of
the product or periodic reintroduction of the
product m ght be the nore productive way to use the

product, | went back and quickly started reading the
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| abeling stuff we have in the book about how | ong
you were recomrendi ng to use the product. And sone
of the things that | found quickly said essentially
sonething akin to the product hasn't been used for
| onger than 3 nonths. | don't renmenber if the word
recommended was there. But it seens to ne that
especially using the useful anal ogy of substance
abuse disorders as being chronic rel apsing disorders
is a primary characteristic. W ought to think
about whet her or not the | abeling discussion should
open the possibility of adding descriptions of
extended treatnent -- the outcomes of extended
treatment periods to the labeling if such
information is available in the clinical assessnent
of the product. And also opening the possibility of
descriptions of the effects of reintroducing the
ni cotine replacenent therapies in various ways after
the initial treatnent episode and then what is the
outcone of that type of reintroduction. So it seens
to me that it is not only outconme -- longer term
outcone of the current short-termtreatnent, but
shoul d there be sonme way in which | abeling could
reflect the fact that this is a product that the
patient may need to stay on for a | onger period of

time or may need to be reintroduced to in a variety
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of ways. And I would al so, as soneone who does not
do clinical work, comment that one of the issues for
OrC | think that cane up in sone of those
di scussions was the fact that once you nove a
product out of the prescription arena, then you get
into an issue that patients can't pay for it.

CHAIR STRAIN. Dr. Wight?

DR WRIGHT: | need to get the commttee
to say sone things again clearly so | can hear them
It has only been relatively recently that we have
achieved unanimty in this conmttee that tobacco
addiction is a real clinical entity. That it is not
a behavior. It is not sonething that people are
doi ng because they have nothing else to do with
their hands. It is a nicotine addiction. W are
close to getting agreenent that this is alife-
threatening illness. That this is every bit as
serious for those who have it as AIDS or cancer.

And | am hearing you say today that the nodel of
intervention/cure that has been abandoned for other
areas of addiction nedicine shoul d be abandoned here
as well.

DR. MEYER: Unfortunately, it hasn't
been abandoned in other areas of addiction nedicine

and shoul d be.
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DR. WRI GHT: That the notion that
sonehow we are going to put sonebody through a
program or pay for a counseling session or treat
them once and they are going to wal k out and they
are never going to have that problemagain is naive
and is not supported by the clinical realities and
that it is an inproper approach to this kind of
di sease. That people relapse. Relapse is expected.
It is a part of the illness and it is as silly to
say that a snoker is going to walk out and snoke no
nore as it is to say that a diabetic is going to go
out of the hospital, get treated once, and never
need nedical care again. There are, in fact, adult
onset di abetics who have very snooth clinical
courses after a brief intervention, but they are
rare unfortunately. So | just need to be reassured
by the commttee that you view this as a chronic,
relapsing, life-threatening illness that requires in
nost cases or certainly many cases |ong-term nedi ca
managenent .

CHAIR STRAIN: Is there anyone on the
commttee who would want to take issue wth that?
It has our stanp of approval.

DR. KHURI: And we so nove.

CHAIR STRAIN. W so -- yes. And we
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will nove it again and again and again. Dr. Khuri?
DR. KHURI: Dr. Wight has nore

el oquently than | made one of ny principle points.
W have conme a | ong way baby since our days in
medi cal school when we were taught that al coholism
was weak noral character and opi ate addi ction was
crimnal behavior and that was it. Certainly, if we
evaluated -- | hate to use the nmethadone anal ogy too
much, because it is an inperfect analogy. But if we
eval uated the efficaceousness of nethadone at 3, 6,
or 9 nonths, we woul dn't have net hadone mai ntenance
probably. But at the same tine, we have a dil emma
here, I think. W are told to be succinct. At the
sanme time, we want to enphasize, as Dr. Wight also
said, information transmttal -- and to the
consuner. | feel rather strongly about that. |
object to having one set of directions for the
physi cian and one for the consuner. W are way
beyond that and we woul d be | aughing stocks with
PDR s piled up at Barnes & Noble -- the business of
overdose. W have cone away, | hope, fromfear
tactics. W need to transmt true information. And
yet at the sane tinme, we have this whol e opposing
force. | appreciated your remarks of managed care

and access to care and nobody going to doctors



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

224
anyway to get their advice and people making their
decisions in the pharmacy reading the | abels or
| ooki ng at the ads in whatever nagazine -- d anour
or whatever. It is inportant that we get the right
information out there and be honest about this
di sease. At least the ads for Revia are very
different fromthe ads for Trexam The sane thing -
- now Trexam But Revia is, as you know, one step
at a tinme dimnish your drinking days, as you
pointed out. And | think that all of our
i nformati on should underline the chronic rel apsing
nature of this disease and the fact that you don't
give up at 4 weeks or 6 or 8 or 10. And the
information that we do inpart should be designed to
noralize the patient, not defeat them | have a | ot
of relatives who have said, oh, those snoking
cessation things don't work when | sort of timdly
suggest they try them And these are supposedly
wel | -i nformed people. But we need to counter that
image in all of our information and in our |abeling,
getting back to what we are supposed to be talking
about | abel i ng.

CHAIR STRAIN. Dr. Lloyd?
DR. LLOYD: | amtaken by the direction

that we need to be nore succi nct and nbre conci se
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and | would |like to share an anecdotal, non-
scientific observation. And | would |ike to preface
that by excluding the practitioners in the room
This comes frommnmy experience as a pharmaceuti cal
sal es representative, and al nost w thout exception
the practitioners, when they were offered a package
insert or suggested that the full disclosure was in
t he package insert, the response that | got as a
drug representative was, | don't have tine for those
things. They are too busy. There is just too much
in there and too much | don't really care about. So
just summarize it for nme and tell nme what | need to
know. So maybe we are on the wong track here and
have been for sone tinme because ny observations go
back 20 years. Maybe it is tinme to consider a
different direction conpletely and totally.

CHAIR STRAIN. Dr. Khuri?

DR. KHURI: | think, again, the ogre
Medussa of managed care raises its head. |If the
physi cians didn't have tine before, they certainly
have less time now And | think the consuners, very
often, are those who are nore receptive and want to
know what their doctor gave them if indeed the
doctor did give it or recommend it. They say

mentioning it is terribly inportant even. Not



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

226
necessarily joining a group or fornal rel apse
prevention effort. | think that it is very
inportant to have it out there available for the
i nterested consuner, and | think increasingly the
consuner has nore tine and is nore interested than
t he physi ci an.

CHAIR STRAIN: Dr. Sinpson?

DR SIMPSON: | was -- | amafraid | am
going to -- | would just |like to address a few
things that | sawin the labeling that I found
difficult. | have sort of harped on it a bit
before. | did find the way that the rates after 6
weeks or whatever the period -- the fact that it was
given in ranges was perhaps confusing. It didn't
clarify what, in fact -- it didn't even clarify why
the particular treatnent was superior to the placebo
in some cases.

| hate graphs wi thout axis. You know, I
woul d fail a student who gave ne a graph w thout an
axis marked as to what it is. | think that the
argunent that different people use different
instrunments is a poor argunment because even if they
use different instruments -- and | nean, people do
in studies. They use different depression scales

and they use different things, but then they say
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whi ch depression scale they are using and then they
mark the scale on the axis. So | wuld say let's go
back to marking our axis in the |abeling.

And | would say especially if we are
going to put sonme nore secondary neasures |ike
wi t hdrawal and so on, because | am sure there are
several instrunents out there for wthdrawal also.
So | think that those two things -- that is ny
feeling. | amlooking at it very sinplistically,
and those aren't making it nore succinct perhaps.

DR DE WT: | have just a very snall
thing to add to that and that is that the use of
st andar di zed questionnaires woul d nake everyone's
life very nmuch easier and the data much nore
interpretable. So if the comunity can agree on
standardi zed tests of whatever a craving or a
dependence or w thdrawal synptonmatol ogy, it would
make this job nuch easier.

CHAIR STRAIN. Dr. Andorn?

DR. ANDORN: (Goi ng back one step to how
| ong and | ugubrious the label is, | am sure nobody
wants us to attenpt to rewite any statutes or
manual s here. | think we are stuck with a good
portion of that |abel. But perhaps to go back to

our col | eague who suggested a di scussi on section be
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added to | abels where the bottomline is reiterated
and then sone di scussion of salient features based
on the evidence that is given above, and then at
least if the clinician has tinme, they can read the
whol e label. If not, maybe they can just skip to
the bottomline and we will have them Il earning from
the | abel rather than the detail man or woman, who
nost often is not unfortunately a Pharm D

CHAIR STRAIN. Dr. Wnchell?

DR. WNCHELL: | appreciated Dr.
Si npson's comments because of the things | have been
hearing today, there is a |l ot of ideas but sone that
actually relate to the | abels as they are now. |
heard sonme of the sponsors expressing sone concern
that we woul d change things for future products and
maybe give a conpetitive edge to products yet to
come. But actually, | was thinking nore about what
we could do with existing data and how we coul d
i nprove the | abels that are already out there by
presenting the data that exists for these products
in perhaps a different way. So | heard sone
specific things that | would just |ike people, if
t hey have sonmething particular to say about them to
comment on. One was the question of quit rate. |Is

the range for quit rates the range for placebo and
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range for treatment across centers? Those
conparisons, are those good? Should we think about
keepi ng those or replacing themw th sonething el se?
If we replace them should it be a particular nunber
for the study for each treatnment group or perhaps a
range of ratios across centers? Wuld they be
qual i fied by confidence intervals or by standard
devi ati ons? What seens good? | don't expect
anybody to have a conplete answer off the top of
their head, but maybe they could give ne sone
initial inpressions of what they have thought of
t oday.

So that first question, how we present
the efficacy or the quit rates, | would like to hear
di scussed. And then the second was presentation of
non-conti nuous abstinence, which is the best way |
can express this concept of how many people are
abstinent at various points in the study. Sone
sponsors have this data already that can be
presented as these one-week quit rates, but sone nmay
al so have data where they could say, for exanple, at
si x nont hs how many peopl e have quit for a nonth.

Is that of interest? Is arolling 4-week quit rate
of interest? A rolling one-week quit rate or no

presentation of non-continuous abstinence? For the
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reason that if we have a variety of abstinence rates
in a label all next to each other, one sponsor could
choose to pronote one and anot her sponsor choose to
pronote another and thereby create a great deal of
confusion. So those were ny particular points that
| would |ike to hear discussed.

CHAIR STRAIN. Dr. Meyer?

DR. MEYER. Dr. Wnchell, | think that
falls back into the trap of what the 6-week trial
predicts 6 nonths down the road. | think there are
real advantages to having the four weeks of
conti nuous abstinence because that has becone a
standard. The issue is what additional will help to
informthe label. | was not convinced, in fact | am
| ess convinced now about the point preval ence issue,
because | really think the bottomline comes down to
the problem of recidivism both during that 4-week
period and after. What can be done to increase the
ability to keep people in snoking cessation.

| don't know how you get data on what
Dr. Sachs was doing and whether this kind of thing
is in fact nore normative than we think or than the
conpani es even know. But | think it is terribly
inportant that you find out data on experience,

dosage, safety, and efficacy for essentially non-
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| abel ed use of this conmpound, which is going on now.
This patient of his had been on it for several years
-- nostly on and not off. | think that was a very
instructive kind of presentation. | don't know how
you get that information, but | think it would be
hel pful to FDA and to the conpanies, and in fact
reassuring to the public to get information on the
|l ong-term safety and dosage questions. Because it
is not there and it is obviously being used. So |
woul d be nore interested in getting that kind of
information than in comng up with other ways of
defining abstinence after a 6-week trial |long-term
abstinence. | don't think that is as relevant.

CHAIR STRAIN. Dr. Fal kowski ?

DR. FALKOABKI: So what you are really
suggesting is in a sense to have sone | abeling that
hel ps physicians figure out how am | going to use
this with people like his case study clearly
illustrated, which hit on a |ot of the points that
Dr. Wight was tal king about in terns of the
chronicity and the relapse. And | think that case
this norning was nore typical than atypical of
peopl e who are trying to quit snoking.

DR. MEYER: And that raises a |ot of

safety questions which we have but we don't have any
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answers to.

DR, FALKOABKI: Right. And in that
case, it also raises for |abeling sort of uncharted
ground of using it as a mechanismto educate
physi cians on howto treat -- you know what | nean?
| amnot sure that is the place to do it.

DR. MEYER | agree with you.

CHAIR STRAIN. Dr. Wight?

DR. WRIGHT: |1'mgoing to buck the trend
alittle bit. | realize that there has been sort of
a dunbi ng down phenonmenon on the Anerican physician
saying that of course they are too -- by tacitly
sayi ng, of course they are too busy to read the
package insert. These things are every bit as
dangerous as a handgun. These things are every bit
as dangerous as a circular saw or a chain saw or an
autonobile, and | think the commttee should have
the expectation that if you are going to prescribe a
drug, you ought to have at |east read the package
insert. And that accepting as a giveaway t hat
physi ci ans can't understand the nornmal |anguage of
science and can't wap their head around such
concepts as they are twice as likely to succeed as
on placebo, | think is giving away an awful |ot that

we shouldn't give away.
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Lord knows, we can inprove the quality
and clarity of the package inserts and there are a
nunber of places wthin the agency at very high
| evel s that are working very hard on trying to make
those things nore penetrable. | have been
i npressed, by and large, with the responses of the
conpanies to try to present their detailing materi al
in ways that are highly effective, and we have had

sonme not abl e successes in recent years wthin the

di vi si on.

There is one question | would like to
ask and that is, Ms. Yaroma, what is -- froma
consuner perspective, what are the people -- what is

the public going to think of what we put in this
| abel i ng? Wat should we put there?

M5. YAROMA:  Well, you know, people have
a lot of questions. People don't |ike to have
wi t hdrawal synptons. You know, they want to know
how to relieve their withdrawal. |Is it safe to keep
buyi ng these products for a year? | nean, if you
are not successful for a nonth, is it safe to buy
t he hi gher dose for two nonths? W need to know. |
mean, everybody wants to know all that. How to
prevent relapse -- sonme help. Gve us an 800

nunber. They have a | ot of noney. Drug conpanies
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have a | ot of noney. They could put an 800 nunber
out for sonebody that -- just like a 12-step program
works. You want to pick up a cigarette -- call an
800 nunber and get sone kind of help.

DR. FALKOWBKI: | guess | just wanted to
get back to responding to what Dr. Wight had el uded
to and | didn't want ny remarks to inply that
doctors and physicians can't read tables. | guess
nore what | was getting at is for years we have had
physi ci ans who say, oh, you ought to quit snoking.
But now we are expecting them as the tide is really
turning about cigarettes in his country, to becone
nore actively involved. And I think there is a big
| earning curve that we are all expecting themto hop
upon and labeling is part of that, but it is not the
core of it.

CHAIR STRAIN. | amwondering if we are
honing in and giving you, the FDA, specific
directions here and fulfilling our m ssion for today
or whether we need to | ook at sone specific
gquestions before our tine runs out for what we
allotted today. Are we getting near a product in
your mnds as to what you were |ooking for? Have we
been anbi guous on sone of these things?

| have a series of points that | have
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drawn fromthis -- | amnot sure if the conmmttee
has necessarily -- and | would be willing to go
through -- let nme try going through those. For the

record, Dr. Wight gestured yes to that
ent husi astically, since he was not recorded.

First, | think that it would be good to
al | ow secondary outcone neasures to be included in
| abels. But let nme stop and just nake that a
statenent. Secondly, | think that there is a desire
to encourage research by sponsors and the research
community on a nunber of topics, sone of which would
be related to secondary outcone neasures, sonme m ght
be related to post-nmarketing surveys, sone m ght be
explicit studies on various topics. And | can see
where we mght want to -- or it may be helpful to
get explicit about what those research topics are,
but | didn't make the explicit |ist.

Third, it seens that it would be usefu
to encourage extended outconmes to be reported and to
be considered for inclusion in [ abels. And then
there are two different types of extended outcones
that need to be explicitly addressed. One is
out cones post-treatnent wth replacenent, post-
treatment with NRT, and the other is long-term

outconmes with NRT. And that again may cone through
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post - mar keting surveys or it could cone through
explicit studies.

And then finally that it would -- | am
not sure where we stand on this. Personally, |
think I am supportive of the idea of sone -- of
encour agi ng sone organi zation |like SRNT to sponsor a
nmeeting, perhaps a neeting that nmenbers of this
commttee are encouraged to attend, although not as
menbers of this conmttee, to talk about and to
consi der what do we know and what do we need to know
as SRNT as an organi zation. Wat would they like to
see in terns of direction for new | abels, new
| abeling indications for either primry or secondary
out cones, recognizing that that influences how their
menbership mght then do their research or sone of
their research. So those are perhaps a | oose set of
things. But, yes, Dr. Myer?

DR. MEYER. | just want to reinforce
what Dol ores Yaroma said. | think she is right on
target in terns of what the public needs and wants
to know about a consuner product like this. | think

it 1s also what physicians need to know and t hat

that kind of information should be up front. And
that kind of label -- | nean that kind of
informati on should be on the label. That is what
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peopl e care about. And it can be witten in
Engl i sh.

CHAI R STRAIN: But there does need to be
sone --

DR. MEYER:  Suppl enentary --

CHAIR STRAIN. Well, there needs to be
sone data that drives what that is. That data may
exist. | think that is John Hughes's point. The
data may exist, and if it does exist, then let's get
it inthere. And if it doesn't exist, then as an
organi zati on, the FDA perhaps can say, hey, we woul d
encour age people to get this kind of data because we
would like to see it appear on the | abels.

DR. WRI GHT: The agency is powerful, but
it is not omiscient and it is not omipotent. | am
very grateful for that. There are sone things that
we can do. W can ask people who enroll patients in
snoki ng cessation studies to try to find a way to
find themagain a year later or two years |later and
see how they are doing.

We can shift our attitude from view ng
ext ended use as an adverse outcone and a
denonstration of addiction to accept the reality
that there are sone patients that are going to need

prol onged treatment with nicotine replacenent
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t herapy, and approach that as sonething that we can
gat her information about rather than try to prevent
or worse yet flag as sonething that is wong with
t he product.

There is a statenent that Dol ores made
that I think is very inportant which is that
w t hdrawal synptons hurt and relieving that
suffering is a worthy goal of treatnent. There has
been kind of a tacit willingness to ignore the
suffering of addicts on sone principle that perhaps
it is good for themor at |east they deserve it. So
there are sone things that we can do in terns of how
we set up the information gathering fromthe
clinical trials and what kind of trials we suggest.
W are limted in that there are questions the
research community would |ike the answers to that it
is sinply not proper or fair to mandate that
i ndustry answer. Every dinme of that industry noney
cones out of a patient's pocket and we are very
sensitive to that.

So you' ve given sone very definite
suggestions. Does the rest of the conmttee share
your perceptions?

CHAI R STRAIN: Shall we go through

points -- point by point and get a sense fromthe
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commttee whether there is any general agreenment or
di sagreenent ?

DR. WRIGHT: | would like to make --

CHAI R STRAIN: Yes, go ahead.

DR WRIGHT: | would like to offer a
first point for discussion to determne if there is
agreenent. It sounds |like you are proposing that
the appropriate nodel for snoking cessation is that
it isalife-threatening chronic illness in which a
relapsing remtting course is to be expected and
there are multiple possible beneficent clinical
outcones. There is nore than one outcone for these
patients. | would like a read on that if you coul d.

DR LLOYD: Yes.

DR DE WT: | agree with that but then
you woul d have to standardi ze sonmething in your
out cone neasure. If you are going to | ook at a year
after the treatnent and then you are going to allow
additional treatnents and you are going to all ow
themto rel apse and snoke for sone period of time --
| mean sonmehow we need to cone up with sone kind of
standard, even if it is a relapsing disorder. Not
only that, I amnot sure how we would test this with
a placebo control. | nmean, is this sonething that

you woul d mai ntain themon a placebo and then
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adm ni ster placebo again after they rel apse?

DR. MEYER. No. | think what you would
do is you have popul ations now -- the drug is
available. It is a post-market -- | don't think you
woul d add this to the premarketing study of these
drugs. But in the post-marketing period, these are
peopl e who failed at sone point after they had this
initial treatnent of nicotine replacenent. Now you
know they have failed or they are likely to fail or
start to snoke. They go back on the nedication.
They don't have to go back on the pl acebo.

DR. DE WT: And then do you nmake a
di stinction between those that stay on the
medi cati on and don't snoke versus those that stop
the nedication and don't snoke? | nean is one
out cone better than the other?

DR. MEYER: | think you decide that
t hose who -- you have nodifiers of outcone. But you
don't attribute to that single episode of treatnent
that --

DR. DE WT: | amconpletely in
agreenent with comng up with nore flexible outcone
measures of sone kind, but | think that it is going
to be a huge job to standardi ze these. And | think

that we certainly can't get it done in an hour or



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

241
what ever we have left. But | think the commttee in
general is in favor of the idea or the concept of
doing it, but the mechanics, as you | am sure know,
are going to be very difficult.

CHAIR STRAIN. Dr. Andorn?

DR. ANDORN: Well, and that is where the
advant age of a synposium | wouldn't necessarily
[imt it tojust SRNT. | would certainly |ike sone
i nput from NI DA, N AAA, and the other societies like
Anmerican Cancer, American Heart, and Anmerican Lung.
| think we have a lot to | earn from ot her
investigators. |If we | ook, probably fewer than 100
viewpoints in the field were presented today and
there are a lot nore viewpoints out there that could
benefit the agency as it tries to define these
out cone neasur es.

CHAIR STRAIN. Dr. Khuri?

DR KHURI: Yes. | would include in
that list the American Society of Addiction
Medi cine, ASAM Certainly, | think, they would have
quite a bit to say about this formally. And I
certainly heartily endorse Dr. de Wt's remarks
about outcone nmeasures. | think once it were done,
it would save a lot of tine and noney in all of the

studi es and enable us to extend study, which we nust
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do over a longer period of tinme. But it wll
require an initial effort certainly and consensus
froma variety of groups.

CHAIR STRAIN. Dr. Meyer?

DR. MEYER: | think that the concept
that you raised that the addiction to nicotine, if
it leads to snoking cessation, is a nore benign
outcone is a major change in thinking about this
di sorder and needs to be factored into other outcone
criteria. | am not sure how you would do that
except through careful study.

CHAI R STRAIN:  Any ot her comments? Yes,
Dr. Wnchell?

DR. WNCHELL: | don't want to beat a
dead horse, but when | sit down next year to wite
t he next | abel for the next NDA that cones in and
t he sponsor hasn't had tinme to incorporate our new
i deas about what to design and what to | ook at --
when | get to the clinical trial section and | am
witing the results with the quit rates, | heard you
say put as long a followup as | have avail abl e.

Put all the quit rates that they have collected out
to a year if possible. Yes?

DR. MEYER  Yes.

DR. W NCHELL: And should | stick with
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this approach of witing that there was a range
across centers? | hear that that is a point that we
shoul d di scuss in our followup neeting exactly how
to present those quit rates, whether as a range, as
rati o, as a nunber.

CHAIR STRAIN. Dr. de Wt?

DR. DE WT: | really |ike having the
range because it gives you a clearer idea of the
absol ute success as well as the variability across
studies. One thing that is not there in the range,

t hough, is how many studies that represents. So
that m ght be an interesting additional piece of
i nformation.

DR WNCHELL: Would it be helpful if we
paired the placebo rate with the treatnment rates?

DR DE WT: Yes. Yes.

DR. WNCHELL: So that you would like to
see a table that showed the by center rate for
pl acebo and treatnent rather than these ranges that
obscure the relationship or the pairing.

DR. DE WT: Right.

DR. ANDORN: Can | make an interruption
as a physician user here? Keeping it sinple neans
as sinple as possible, no conplicated tables. Yes,

do conpare it to placebo. Forget ranges. Nobody
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has tinme to sit down and figure those out,
particularly in an HMO. G ve the nean and give the
bottomline. Interpret it. Go ahead and interpret
it for the physician.

DR. W NCHELL: Well, this sounds |like a
topic that should be added to the list for further
debate because | hear two equally strong argunents
in both directions.

CHAIR STRAIN: Dr. Sinpson?

DR. SIMPSON. | think you could
conprom se maybe and give one figure with a
confidence interval of sonme kind. So it would be an
abbrevi ated tabl e.

DR. W NCHELL: Now ot hers have said |
don't want to see a table. | want to see a graph.
| want to see a survival curve. |Is the table
preferable to a graph? 1Is that a whatever floats
your boat kind of thing or do people feel strongly
about that? | just want to know how to wite this
one page of ny | abel.

DR. SIMPSON: | think that -- you know,
| always say a graph -- you know, a picture is
better than 1000 words.

DR. YOUNG But only if you standardize

those Y axis. So that one can't stop at 20 and the
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next one stops at 17 and the next one stops at 12.
Run themall up to 50.

DR. SIMPSON. But | was going to say
that survival curves, although they are supposed to
be self-evident, | amnot sure people really
under st and what they are unl ess they have been told
what they are. And a |lot of people haven't been
told what they are. So if you put one in, they may
msinterpret it.

DR. WNCHELL: Then would a histogram be
preferable? A histogramshowing the -- well, |
guess it is a bar graph. | nean, the placebo versus
treatnent at each of the nmeasured points. Because a
survival curve inplies that we were neasuring every
day and we weren't.

DR. DE WT: That is certainly -- the
hi st ogram | would vote for the histogram

DR. YOUNG It is the quickest to get
t he poi nt across.

DR DE WT: But you wll get debate on
this too.

DR. W NCHELL: So, it sounds |ike we
have sone general ideas that even the specific way
we wite that table needs inprovenent although we

don't know exactly in which direction. And when it
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conmes to adding in data on withdrawal or craving, |
heard a cl ear nessage that whatever that data is,
put it in there and nmake it explicit what it is, and
don't worry about the fact that one guy neasured one
thi ng and one guy neasured another. Just say what
t hey neasur ed.

DR MEYER. Well, no. | think that they
are | ooking systematically at the w thdrawal.

DR. WNCHELL: Everybody uses a
di fferent neasurenent.

DR MEYER. Craving is different. |
mean | think that that is nmuch nore conplicated
But | think wthdrawal synptons are revi ewed.

DR DE WT: | think you are and then
you have to standardi ze them because you are goi ng
to get people selecting the wthdrawal neasure that
t hat product does the best on or in that particul ar
study how it does. So I think you have to have an
absolute set of withdrawal criteria or synptons and
everybody rates themthe sane on those criteria.

CHAIR STRAIN: Dr. Sinpson?

DR. SIMPSON. | was just going to say, |
think in a sense that standardi zati on conmes about
because people believe that a certain scal e works

better to rate a certain thing. But | think if the
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phar maceuti cal conpany, before they do the trial,
agrees on using a certain scale, then they can't
bias their results as you suggest in the
presentati on.

DR DE WT: Right. But what if
di fferent conpanies use different scales and then
t hey happen to have not reported this one ahead of
time. It just opens the way to a | ot of
m sunder st andi ng | thi nk.

| would vote agai nst one of the
suggestions that canme up of having a di scussion
section in the package insert. It seens to ne that
t hat opens the door for all kinds of unscientific
and unsubstantiated clains and we don't have room
for -- if we don't have roomfor the actua
enpirical data, we certainly don't have room for
people's opinions. So | would vote agai nst that
i dea.

DR. KHURI: | second that.

DR. WRIGHT: It sounds like we need to
know i f you' ve done enough for today. W are about
that time. Celia, do you have at |least a starting
point for the next | abel?

DR. W NCHELL: | think so.

DR. WRI GHT: And sone suggestions for
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t he next sponsor that conmes in wth a devel opnent
plan. | would strongly suggest that the concept of
at | east one external synposia and if we can lure
any ot her professional organizations into doing a
synposia as well. This is a fertile topic because
the nore | study this problem M. Chairman, the
nore | becone convinced that there is a | evel of
efficacy that can be reached with patient directed
therapy with the OIC products or with a product that
is essentially handed as a script to a patient with
a suggestion that they use it, which is currently
the standard of care in all but a few centers for
snoking intervention. | think there is a real role
for the learned internediary in this. | think it is
a real part of nedical practice. And I think that
it istime to go into the second generation of
product devel opnent to learn howto really do this
job right. So we are content if you are content.

CHAIR STRAIN: Are we content? Are
there other points that the conmttee would like to
-- Dr. Young?

DR YOUNG | just wanted to nake one
comment in response to sonething Dr. Wight said.
wanted to reinforce your suggestion that perhaps the

noti on of extended use of these conpounds shoul d be
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renmoved fromthe category of adverse outcone. And
consi deration should be given to whether or not
| onger termuse in fact ought to be the standard of
care required for this type of chronic rel apsing
di sorder for a great many of the patients.

DR. WRIGHT: |Is that generally held by
many?

DR DE WT: Wll, actually extended use
is one of our indicators that the product itself is
bei ng abused. So sonehow we woul d have to devel op a
means to distinguish those. So | think that is
mat erial for another neeting, but | think --

DR YOUNG But | think in terns of
educating the clinician and educating the consuner
or the two types of consuners for the product, in
readi ng through here I think there is an issue if
you constantly see that you have problens if in fact
you have used the product for |onger than six weeks
or longer than two nonths. Wen, in fact, what |
heard today was at |east clinical inpression that
| onger use may in fact be required for a substanti al
portion of the people if they are going to achieve
t he goal of cessation of snoking. | nean, the
cessation rates -- efficacy here is still pretty

lousy in ternms of snoking cessation.
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DR. WRI GHT: We have unequi vocal data
fromsone trials of sonme products of people who
successfully abstained fromcigarettes for an
ext ended period of tinme who when the product was
w thdrawn at the end of the availability period
rel apsed to snoking cigarettes i mediately. They
exi st.

CHAIR STRAIN:  Yes, Dr. Khuri?

DR. YOUNG They should be nore
effectively published to the prescribing physician.

DR. KHURI: Follow ng up exactly on that
point, lest | also be accused of dunmbi ng down
doctors, | amjust tal king about the realities of
practice today. | think there is an opportunity
here for a trenmendous educational project on the
part of everybody, certainly including the
pharmaceuti cal conpani es and those of us who have
sone expertise in addiction nedicine, that to train
primary care famly practitioners, general doctors
who are becoming the mgjority, that using these
products intelligently, effectively, and with
support and noralizing, the patient is indeed an
efficient way to practice nedicine and wll save a
ot of tinme and trouble, norbidity, and nortality

down the pike. There is a trenendous, and obvi ous
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to us probably in this room |esson to be taught
doctors here that it is a very effective use of tine
to study this and to read the insert and to know
nore about it and to sell it to their patients, even
in the 5 or 10 mnutes they have with the patient.

CHAI R STRAIN: Thank you. O her
cooments? | would like to -- before we adjourn,
woul d i ke to thank Dr. Andorn and her working group
-- so | have the pleasure of thanking nyself -- and
Dr. Schnei der, who wasn't able to be here for al
the work that went into the presentations that were
done today. And | would like to al so thank those
who attended and presented, both the sponsors as
wel | as others fromvarious organi zations. Your
contributions were invaluable and greatly
appreci ated over the course of today. | would make
a notion for adjournnment?

DR. ANDORN: So noved.

DR. DE WT: Second.

CHAIR STRAIN:  Then we will be
adj ourned. Thank you. See you tonorrow norning at
9:00 a. m

(Whereupon, at 4:42 p.m, the neeting
was adjourned to reconvene at 9:00 a.m the

foll ow ng day.)



