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PROCEEDI NGS

8:32 a.m

CHAl RVAN SCHNEI DER: Wth your perm ssion
will call the neeting to order. And before | go
further I would like to introduce Ms. Kinberly Topper,
our Executive Secretary.

M5. TOPPER The follow ng announcenent
addresses the issue of conflict of interest wth
regard to this neeting and is nmade a part of the
record to preclude even the appearance of such at this
meet i ng.

Based on the submtted agenda for the
nmeeting, all financial interests reported by the
commttee participants, it has been determ ned that
all interests in firms reported by the participants
present no potential for an appearance of conflict of
interest at this nmeeting with the follow ng excep-
tions.

I n accordance with 18 USC Secti on 208(b) (3),
full waivers have been granted to Dr. Max Schnei der,
Dr. Elizabeth Khuri, and Ms. Susan Cohen. A copy of
t hese wai ver statenments may be obtained by submtting
a witten request to the Agency's Freedom of | nfornma-
tion Ofice, Room 12A30 at the Parklawn Buil di ng.

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

Wth respect to all other participants, we
ask in the interest of fairness that they address any
current or previous financial involvenment with any
firms whose products they nay wi sh to comment upon.
Thank you.

CHAI RVAN SCHNEI DER:  Thank you very much.
My name is Max Schnei der and what | would like to do
for these two days -- this really is for the commttee
-- is that we have a trenendous work | oad ahead of us.
We will need to introduce ourselves for each of the
di scussi on neeti ngs because there will be sone closed
meetings -- right now we're involved in an open
neeting -- so that it wll be alittle repetitious for
the conmttee itself.

Secondly, because of the schedule -- 1 do
not like to cut off debate at any tine. However, we
do have a tinmeframe in which we nust acconplish our
work, and so I'mgoing to ask that we nove al ong as
rapidly as we can and as succinctly as we can, to do

t hese chores that have been handed us.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

6

| wll start the ball off by introducing
nysel f, and then why don't we go down and do it. M
name i s Max Schneider. |1'm a physician/internist/
gastroenterologist by training; in the addiction
medicine field for over 43 years, which is sonething
| don't like to renmenber. And | am Director of a
treatment program non-profit, in Orange, California.

DR.  STRAIN: I["m Eric Strain. I'"'m a
psychi atrist from Johns Hopkins University in Balti-
nor e.

M5. FALKOASBKI: |'m Carol Fal kowski. |'ma
Drug Abuse Specialist with the State Al cohol and Drug
Abuse Agency in the State of M nnesota.

MR LLOYD: [I'mLlyn Lloyd with the Arizona
State Board of Pharnmacy.

DR. de WT: I'"'m Harriet de Wt at the
Uni versity of Chicago.

M5. COHEN:. |'m Susan Cohen, the Consuner
Menber .

DR YOUNG |[|'mAlice Young, a psychol ogi st
at Wayne State University in Detroit.

DR KHUR : Elizabeth Khuri, a physician at
Cornell, a New York hospital in Rockefeller Universi-
ty; 26 years in addictions and a specialty of adol es-

cent nedi ci ne and public health.
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DR LONGM RE: Jack Longmre, Medical Review
O ficer, FDA

DR WRIGHT: Curtis Wight, Acting D rector
of the FDA Revi ew Division.

CHAl RVAN SCHNEI DER Dr. Wight, do you have
any comments you'd like to nmake at this tinme?

DR WRIGHT: | think we should do the open
public session, and then I'd like to make sone
comments prior to the first section on the agenda.

CHAI RVAN SCHNEI DER:  Al'l right, sir. Then
we are open and | believe that we have people fromthe
New Life Health Products, is that correct? There is
no open discussion. It will either be presentation
and the discussion by the group here.

DR WRI GHT: | understand, M. Chairnman,
that no one has approached the commttee Executive
Secretary, to make comments in the open public session
on this day.

CHAI RMAN SCHNEI DER:  Thank you. Would you
i ntroduce yoursel ves, and the floor is yours.

DR. VRl GHT: Well, before we go into the
sponsor's presentation for the first session | do have
a comment that | would Iike to nake.

CHAI RVAN SCHNEI DER:  Ch, go ahead. That's

what | thought.
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DR. WRIGHT: We asked this sponsor to nake
this presentation because his product poses a dil emm.
One of the things that the Agency has to be especially
careful of i1s that our nethods of testing do not
interfere with a sponsor's or an investigator's
ability to denonstrate efficacy for a class of
products that we have been worried about for sone
time; which includes naltrexone, disulfiram and
possibly this drug, silver acetate, which are aversive
in nature.

There is a regulatory and a clinical
di | enma. These are products that appear to have a
cl ear, pharmacol ogi cal effect. They appear to do
sonmething in man, and that thing which they do shoul d
be t herapeutic.

However, when you place themin a clinical
trial setting in addictive disorders with no necha-
nisns in place to enhance conpliance, they often fai
in clinical trials, resulting in the very difficult
position of having an agent that appears to wrk and
yet you have extrene difficulty denonstrating this in
traditional, paralleled group, controlled clinical
trials.

For this kind of product | would ask the

conm ttee how we shoul d define as a regul atory agency,
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clinical benefit in this area since we do not regul ate
the practice of nedicine. And if there is a gray area
between a therapeutic effect and actual effectiveness
in clinical use, what shall we ask sponsors to prove
about their drugs in addition, in this area?

Because it would be a tragedy to us if we
kept a product off the market, not because it did not
wor k, but because our testing paradi gns were unable to
denonstrate that it works.

So | wuld ask you to pay particular
attention to this presentation. M. Chairman.

CHAl RVAN SCHNEI DER: Thank you, Dr. Wi ght.
Now, New Life folks. You may introduce yourselves.

DR. FEY: W nane is Dr. Mchael Fey from
New Life Health Products Corporation, and with ne
today is M. Rick Lufkin who's on the Advisory Board
of New Life Health Products Corporation.

MR LUFKIN:  Chai rman Schnei der and nenbers
of the Advisory Commttee. | want to give you a brief
introduction to this product. The first product that
we'll discuss is 2.5 mlligramsilver acetate | ozenge.
W would like to present this product to you to nmake
you famliar with it, and also to get your ideas as to
how we shoul d proceed with an aversion drug product.

Now, this product gives cigarettes a bad
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taste. It is an aversion product nuch |ike antabuse.
Now, aversion products have difficulty show ng
efficacy in cessation if the standard intent-to-treat
analysis is used. However, if you do not use intent-
to-treat analysis but sinply do an analysis on only
those subjects that take the drug, it is not that
difficult to show efficacy.

That's the problem with aversion drug
pr oducts. The sponsor wll show you data on his
particul ar product to denonstrate this.

Now, our specific questions for this
product, considering that it is an aversion drug
product -- these are the sane questions that were sent
to you in your pack -- are: how should the sponsor
proceed wth the clinical trial design; what should be
our basis of approval; and if approved, in the
Advisory Conmttee's opinion, what is the best
clinical use of this type of product?

DR. FEY: As nentioned before, ny nanme is
Dr. Mchael Fey fromNew Life Health Products Cor por a-
tion. | amthe devel oper of this product; | have been
involved with this for a decade, since 1987; and have
been working with the Food and Drug Admi nistration
si nce about 1991.

And | would like to first say that the Food
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and Drug Adm ni stration has been extrenely hel pful to
our small business in hel ping us design and plan the
types of studies that we have done, and in hel ping
gui de us through the regul atory naze that we have gone
t hr ough.

We do not have a lot of expertise in this
ar ea. W do not have a whole support of clinical
assi stance. W have had to depend on the University
of Medicine and Dentistry of New Jersey. W do not
have deep pockets and |arge finances to support our
oper ati ons.

We are seeking help as part of the Snmall
Busi ness I nnovative Research Program whi ch has funded
us, a sister agency, the National Institutes of
Health, and the National Heart, Lung, and Bl ood
Institute in helping bring this product before the
public and into the public domain.

So this really frames what we're | ooking for
fromyou today. W truly need your help with the next
step and to us, this is what the step |ooks like. |
woul d urge the Advisory Council to please read and
reread the cover letter that came wth the packet of
informati on and published studies. It literally
defines in full what we're |ooking for out of the

Advi sory Conmttee if we can get it, and that is sone
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hel p.

And we had nentioned before, this product is
a two-and-a-half mlligram silver acetate, snoking
deterrent product. This product nmakes snoke taste
bitterly unpleasant at the first few puffs of a
cigarette, continues to get worse with each puff,
until snokers are forced to do this.

There's the look of the lozenge -- this
happens to be a cherry-flavored | ozenge and we have
pepperm nt-flavored | ozenges -- snokers will put their
cigarette out. That's what this product is designed
to do.

Its deterrent action lasts up to a few hours
and the reason that this is variable is that people
may eat or drink and interfere with the drug in the
mouth -- which is a bathing of silver ions in the
mouth -- and there is also sone genetic variability
that takes place in people's availability to taste
this product.

Approximately 15 to 20 percent of the
snokers out there are genetically blind to the taste,
but for 80 to 85 percent of the people, they do get a
deterrent taste reaction which continues to get worse
with each puff of a cigarette until they are forced to

put their cigarette out or rem nded not to snoke in
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the first place. Therefore, this particul ar product
has applicability to help snokers cut down on the
anmount that they snoke, to stop snoking conpletely,
and perhaps to prevent rel apse.

This is an aversion therapy; this is not a
ni cotine replacenent therapy as with the nicotine
chewing gum and the nicotine patch. This is not
contraindicated wwth the chewing gum and the patch.
It can be used in conbination, thus providing two
separate therapies, or two nodalities to work on the
pr obl em of snoki ng addiction and to hel p snokers find
a way to quit.

| got into this back in 1987 when a dear
cousin of mne died from snoking, and | becane
sonewhat of a zealot and tried to use ny talents and
energies to try to help people to quit snoking, and
this is the path |I've chosen and worked on and have
applied all ny energies to it in the |ast decade for
what | believe in.

| also want to say that this is not a
mracle cure. | don't believe there is a mracle cure
for snoking. | do believe that there are ways to hel p
people to quit. People nust continue to try to find
ways to quit snoking. Some ways wll work, sone

won' t.
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But the key nessage here is, if they
continue to try they will conme upon a nethod that wll
help themto quit. And we believe this is just one of
many nmethods that will allow themto quit and a new
alternative for the marketpl ace.

W have a couple of different products that
we have marketed under in the past. W'll be passing
around to the coomttee sone packages. There is sone
information in the package that |'ve given to you that
shows what the |abel has said for these kinds of
products, and these have all been in conpliance with
the FDA recomendations in the Federal Register.

And these products have been sold primarily
to snoki ng cessation professionals, where we believe
that their use can best be directed. W believe that
no single product out there on its own will have as
much of an inpact in helping snokers to quit as a
product that's being supported by a professional. And
| think snokers need that professional conponent or
need sone peers beside themto help them get through
this very tough and difficult addiction of snoking.

Qur problemcurrently and our barrier is FDA
approval . Thi s product has been sold in the United
States and overseas, from1988 in the U S until 1993.

W are currently in the IND process with the Food and



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

15

Drug Adm ni stration and we have been there since 1991.

And again, | do wsh to reiterate that we
have had a very good working relationship with the
Food and Drug Adm nistration, and they have been
extrenely helpful in directing us toward the right
kinds of testing to do and helping us with data and
literature, and we are very thankful to FDA for even
allowing us the opportunity to be here before you
today to present.

This product was renoved in the US.
mar ket pl ace by the Food and Drug Administration in
1993. This was part of an overall, sweeping ruling
that started back in the early-1980s to renove many
different products in the narketplace. And there are
hundreds of different products that were renoved for
| ack of data to support both safety and efficacy. And
this particular product I|acked data to support
efficacy and as part of that process was renoved.

At the sane tinme, we entered into the IND
process -- the Investigational New Drug process -- in
an attenpt to provide data to support efficacy.

I'd like to talk about FDA s current
definition of efficacy, and the definition involves
two, random zed, double-blind placebo-controlled

st udi es. And these are -- quick success is being
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determ ned at zero cigarettes, 28 days.

W believe that the zero cigarette, 28-day
criteria is a bit rigorous for a product like this,
for an aversion therapy. This is not a nicotine-
repl acement therapy; it does not lend itself to zero
cigarettes for a period of 28 days, in our opinion.

And we believe that this is what the
Advisory Conmttee needs to take a | ook at and nake
recommendations to FDA upon. W think it would be
difficult for this product to neet that chall enge.

| would like to just pretty well go over
what the position, | believe, of FDAis as witten in
t he Federal Register of what a snoking deterrent is.
This is defined -- it's listed in your package -- as
part of the Federal Register back in 1982.

And that is that, the definition of a
snoki ng deterrent is a substance that is used tenpo-
rarily to help the individual to want to stop snoking,
beconme cigarette-free, or to break the cigarette
habi t .

And | guess the key word here is "tenporari -
ly", but let nme point out, it is by no means our
intent to ensure that snokers just stop and that's it;
we want themto quit. W believe this product is a

way to help them along that path of quitting even



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

17
though it's a tenporary aid.

The indication is a tenporary aid to those
who want to either stop snoking cigarettes or break
the cigarette habit. I"'d like you to keep that
definition in mnd because we believe our product,
nmore than anything else out there, does neet that
criteria.

|'"d like to first tal k about the safety of
two-and-a-half mlligrans silver acetate | ozenge. A
1982 Advisory Panel -- | imagine just like this one --
t he Advisory Panel concluded that six mlligrans of
silver acetate, not two-and-a-half, was safe every
four hours up to six tines a day, for no nore than 21
says. O if you multiply that all out, that comes up
to 756 mlligranms of silver acetate, or silver salt.

Qur product uses far less than that, |ess
than half of that, and we believe is even safer than
the OTC Panel's recommendation prior to this. So we
believe that safety has been established.

A product like this at six mlligranms has
been used in Europe for quite a nunber of years with
no adverse health effects -- and that's at six
mlligramlevel -- and we have experienced no adverse
health effects since using this product from 1988 to

current, anong tens of thousands of snokers. Not one
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adverse claimor health effect. So we believe this
product has a very good history of denonstration of
safety.

It has | ow systemc toxicity, and the only
concern about this product is argyria, which is a
di scoloration of skin. That has not been denonstrat-
ed. It has been denonstrated in two cases in Europe,
but that was only after |ong-term abuse.

Thi s product does not lend itself to | ong-
term abuse; it's an aversion product. |If anything,
you want to avoid using the product because you get
hit over the head each tine you use it. It's a
deterrent, a taste deterrent.

I'd like to talk a little bit about the
dat a. And again, we were funded under the Smal
Busi ness I nnovative Research Program by N H, National
Heart, Lung and Blood Institute.

And the way they worked is Phase |, Phase
1, Phase 111, where Phase | is a small anount of
funding to denonstrate the idea or the concept, and
phase Il is a larger anount of nobney to test that
concept -- in this particular case a clinical trial,
a larger scale clinical trial.

Phase 111 is the conmmercialization side

where the conpany is expected to go to the outside
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i ndustry and get sone assistance in commercializing
the information that was obtained in Phases | and II.

Phase | was a $50,000 grant in which we did
a study at the University of Medicine and Dentistry
and showed indications of efficacy. And Phase Il was
what |'mgoing to tal k about right now.

It was a large, rather |arge, 500-patient
study -- random zed, doubl e-blind, placebo-controlled
study -- of the |lozenge by Dr. Norman Hynowi tz and
Haftan Eckholdt -- this is an MD. instead of Ph.D. --
at the University of Medicine and Dentistry of New
Jersey.

And this was conducted independently of us.
W outlined the study, submtted it to FDA, our plans
to conduct this study, got conments, revised it, and
basically contracted with the University to indepen-

dently do this study. So the data that you see that

cane out of this study -- and it's been published and
in your packages -- is not sonething that we wote up
or fantasized about. It was done at the University.

And the results sinply were: at zero
cigarettes, 21 days, the quit rate approached signifi-
cance at 17 percent for the active two-and-a-half
| ozenge versus 11 percent for the placebo. An effect

al rost neeting the five percent level of -- a 95
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percent |evel of confidence.

Again, thisis not a mracle-cure drug; it's
a drug that indicates from these kinds of studies,
efficacy. W're very concerned that the zero ciga-
rette, 28-day criteria and the intent-to-treat
criteria hurt us in this particular study, but even
through that we did find that there is sone |evel of
signi ficance approaching that of zero cigarettes in 28
days but not quit neeting that criteria.

W failed the test; we failed the zero
cigarette, 28-day criteria test. But we do have sone
data to support indications of efficacy.

This was significant at 26 percent active
versus 16 percent placebo at the five percent |evel of
confidence when the data was anal yzed for subjects who
really used the | ozenge. And again, this type of
product does not lend itself toward use and repeat

use; it's an aversion product.

You'll use it once, twice, three tinmes and
then you'll say, |'d rather avoid using the product.
You'll either go back to snoking or you just won't
snoke. It's one or the other; it's very sinple. It's

not a kind of a product that people want to continue
to use, snoke, have a bad experience, and then do it

agai n and agai n and agai n.
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But it's the kind of product that if you're
in a situation and you feel |ike you have to |ight up,
it will stop you fromsnoking through that situation.
And a nunber of those situations and you' ve either
hel ped yourself to quit or you're not going to quit
and you're going to try sonmething else -- sone other
nodal i ty.

Some things cane out of this study that we
really didn't know about. But the first thing that we
did know about was that the rating of the | ozenge was
nost aversive and it was nost aversive for those
people who are likely to quit. So there was a
relationship between the aversion and the quit, and
you'll see a graphic exanple of this in a mnute.

Thi s product produces an aversive effect and
the result is, those people who do use the product
will quit, and there is that relationship and that's
significant.

And another thing that canme out of this
study we did not realize is that Black Americans
tended to rate the | ozenge nore aversive than white.
H ghly significant. W don't know why, but this was
just a finding that cropped out as the data was
anal yzed.

And it suggests that perhaps the | ozenge nmay
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be used to hel p Bl acks who have nore of an aversive
experience with the | ozenge. So maybe we can orient
and point this particular drug towards a mnority
group in this country and perhaps help them al ong as
wel | .

Further going on, on data to support to
efficacy, this product again, through the SBIR Phase
| and Il trials was peer-reviewed not once, but tw ce,
by at least 15 different snoki ng cessation profession-
als each tinme. So our subm ssions were peer-reviewed,
again, by about 30 different professionals in the
snoki ng cessation area.

So we had the 50-patient study which
indicated efficacy, the 500-patient study which
i ndi cated efficacy, we had two, |arge, consuner-usage
studi es conducted by independent research firnms and
funded by a | arge pharmaceutical conpany.

And it indicated that snokers do experience
the aversive response, they like this kind of a
product, they like the alternative of a non-nicotine
product, they like to have the ability to use this
product to help them to quit. So consuners woul d
accept this product.

We also did a | abel -usage study. W have

sone packets circulating here of the stop snoking aid
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brand, in which we asked consunmers out there if they
could read and understand the directions. And we did
this two separate tinmnes. W worked with FDA on this
type of a study just to get a feeling for whether
consuners understood the product and its |abel
instructions and how to use it.

And i ndeed, very high |levels of percentage.
And that is included in your packet as well. W found
t hat consuners understood the product, understood the
| abel , and understood how to use it.

W're going to show you sonme graphic
evidence in a mnute which is going to basically take
everything |I've been saying and just boil it down to

ten mnutes' worth of snokers using this product, and

you' Il see for yourself what the product can and can't
do.

Historical literature as well supports
silver salt. Silver salts have |ong been known to

interact with snoke to produce a bitter taste. So
there's quite a bit of history and know edge about
silver salts in and of thenselves.

And as | nentioned, there have been sone
products in Europe that use silver acetate, and there
was silver acetate products in the U S market,

i ncludi ng our product, back in the late-'80s to early-
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"90s. So it's not like we're dealing with a foreign

subst ance.

So at this point | would like to address
your attention -- we have about ten mnutes, two
patients -- this was conducted at random back in 1993

never knowi ng that I'd be here today showing it to you
-- but I think it provides graphic and conpelling
evi dence in support of efficacy of this particular
product. So if we can have that video.

(Vi deot ape pl ayed.)

You know, you never know when you're doing
these tests whether you're going to find sonebody
who's a non-taster. And | was beginning to worry she
m ght have been a non-taster because it took her quite
a bit longer than it took the first person to experi-
ence that taste-deterrent effect.

And again, there is sone variability anong
di fferent people and dependi ng on whether they had a
cigarette just prior -- if they put the |ozenge in
their nmouth just prior to comng in there, if they had
just snoked, they m ght get an i nmmredi ate reaction with
the residuals of the snoke in their nouth. So you
never know what you're going to expect.

We did about a dozen people l|like that --

those were just the first two off the tape -- and out



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

25

of the dozen or so we had two that were non-tasters.
And it's absolutely amazing when you sit there and
wat ch t hem snoke and snoke and snoke and they experi -
ence absol utely not hing.

It's just absolutely amazing to watch that,
knowi ng that with other people, one, two, three puffs,
four puffs, they' ve got to put that cigarette out and
they can't snoke. And they're stuck for a couple of
hours -- up to a couple of hours of not being able to
snoke, dependi ng on whet her they wash their nouth out
or eat or whatever.

So let me continue on with that.

CHAl RVAN SCHNEI DER.  Can we have the |ights,
pl ease?

DR FEY: Yes. Ckay, this is a rather busy
slide; I"mnot going to try to nmake it too busy for
you. But I'mgetting near the wap-up of this and |
want to tal k about the benefit of your recommrending to
the FDA to lower the barrier to approval of this
product. W believe that the snoking deterrent -- the
efficacy of the snoking deterrent is rather apparent
and graphic, as illustrated a few m nutes ago in the
vi deo.

W believe that short-termefficacy for this

particul ar product is denonstrated. Al t hough this
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product has applicability as an OIC product and has
been in the marketplace before as such, if this
product were to be deened an Rx-type of a product, it
woul d permt its use by professionals to study it for
quite sone tine while they're using it, and also |ater
on as an OIC switch-type product, so it would give us
addi ti onal experience.

This type of product is applicable or
suitabl e for behavior nodification. It's safe for use
wi th younger snokers, may be used in conjunction with
ni coti ne-replacenent therapies to include quit rate
percent ages, particularly when people tend to cheat.
And there is a known problem that people tend to
cheat; they tend to snoke while using the nicotine
patch and they get an extra dose of nicotine in their
body.

Thi s product nmay be used in conjunction with
ni coti ne-repl acenent therapy; the conbination of
aversi ve therapy, nicotine-replace therapy, to further
enhance quite rate success in snokers.

We did find anecdotal evidence of the sane
deterrent taste reaction with marijuana, possibly with
ot her snokable drugs. W would need to study this
further, but this opens up a whole new realm of

attacki ng or approaching the probl em of snoking ot her
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drugs, providing deterrent taste effect.

There are other products, innovations in
mnd, that we are not able to nention today that would
all ow us to even inprove upon the success of how we've
been able to use silver acetate so that we can
approach and attack this probl em of snoking, not just
fromcigarettes but other snokabl e drugs.

In conclusion, we believe that this is a
safe and effective drug to help snokers to quit. It
has a prior history of safety, it has apparent
efficacy. W question the criteria of zero cigarettes
in 28 days as a neasure for efficacy of this product.
W ask why? Wiy draw the Iine at zero cigarettes, 28
days?

This product is apparently effective, at
least in the short-term as a tenporary aid, as a
snoki ng deterrent according to the definition provided
by the Food and Drug Adm nistration, and we ask again
-- this product was in the nmarketplace before -- why
del ay approval ?

We ask your advice to get over the regul a-
tory barrier right now and to help get this product
back in the marketplace, in the public domain where it
bel ongs and get it anong professionals who can be out

there using this as a weapon to help snokers help
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t hensel ves to quit.

Thank you very nuch.

CHAl RVAN SCHNEI DER: Thank you very nuch,
sir. The commttee is now open to either ask Dr. Fey
sonme questions -- the three questions we've been asked
to discuss would be -- and I"'mgoing to repeat them --
how would the commttee suggest that the sponsor
proceed with the clinical trial design?

Question 2 is, what should be the basis of
approval with this product; and if approved, how
shoul d this product be used? Any comments fromthe
panel ? Let ne ask a question or two, if | may.

DR. FEY: Yes sir.

CHAI RVAN SCHNEI DER° Has this been used, in
your experience, with other forns of behavior nodifi-
cation -- i.e., group therapy and this type of thing
-- and what is your stance in ternms of having this
product be part of, rather than just standal one?

DR. FEY: To answer the latter question
first, we would prefer this product be used as part of
a program because we believe that snokers will be
better served when they have that additional part of
the program Their chances for quit rate success are
i ncreased when this product is used with professional

support and behavior nodification and professiona
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advi ce.

As to answer your first question, when we
sold this product we sold it to a wde range of
snoki ng cessation professionals out there and pretty
much left it up to themto utilize and incorporate the
| ozenge in the programas they saw fit. W did not
mai ntain or keep data or do anything other than get
anecdot al feedback that the product was working for
t hem

And for those custonmers that repeat-pur-
chased fromus, it was obvious that whatever it was,
was a benefit to them and for those who did not
purchase fromus again, it's -- | guess it's obvious
that for one reason for another, they decided not to
use the product.

CHAI RVAN SCHNEI DER: Does your literature
and your advertising enconpass the recomendation that
this be used in addition to?

DR FEY: Absolutely. As a matter of fact,
the postcard that was included in your packet was part
of our mailing and it was directly pointed to snoking
cessation professionals who would incorporate this in
t heir snoki ng cessation program

If I may for one second, just point you to

the particular postcard that we had used and what it
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says on the back in here, and it suggests how t hey may
use it in their program as part of a way to help
snmokers cut down on the anount that they snoke, until
they eventually wean off cigarettes, or as a way to
hel p them stop conpletely or to prevent rel apse.

And again, we're looking to not put this in
a box. It's suggested it can only be used in this
manner, but to provide themwith the tool and let them
utilize the tool in the way they see fit with their
different type of programthat's out there. Because
there's may different types of prograns out there to
hel p people to quit.

MR. LUFKIN: Let ne offer another perspec-
tive on this. Wien we conducted our 500-patient
clinical trial at the University of Medicine and
Dentistry in New Jersey, the FDA encouraged us to use
this drug in conjunction with an intensive support
program Their thought being that a snmaller nunber of
patients, an intensive support program would result
in nore peoplel/patients quitting and as a result, a
better showing of efficacy in drug versus non-drug
users.

Qur clinical investigatory, Dr. Norman
Hynowi tz, he basically declined that advice. H s

t hought was -- and frankly, we do support him-- was
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that we were trying to mmc the actual consuner use
situation of sonmeone going into a drugstore, buying
sonet hi ng and wal ki ng out the door with it and never
havi ng any professional support.

Because out in the real world out there, not
everyone who wants to quit snpbking is going to go
through the formality of a program Sone peopl e want
to do it thenselves, and so the way we set up this
trial was to basically try to replicate the situation
of soneone going into a drugstore, buying a drug and
wal ki ng out the door.

As aresult, as Dr. Wight pointed out, with
the intent-to-treat analysis the statistics killed us,
but as Dr. Hynowitz pointed out in his paper, when you
ook at this froma user's point of view, when you
actually use the product, then you have a statistical -
ly-significant probability of quitting.

So what we're westling wth is definition
of efficacy. On intent-to-treat we got shot; w thout
it, we seemto be effective.

DR FEY: Let ne also point out that even in
the product that we put together that's in your
packages, we -- and for people who cane to us directly
for help -- we use the National Cancer Institute Cuide

For Quitting as an acconpani nent, and we essentially
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nodi fied that guide, the guide to quitting, wth, when
you have an urge to |ight up, use a | ozenge i nstead,
and that will help you to overconme this urge that you
have to |ight up and snoke.

MS. FALKOWEKI : Yes, I'd like to ask, did
you collect any data on type of cigarettes snoked,
whet her it's menthol or non-nenthol ?

DR FEY: Yes, Dr. Hynrowitz did do this, and

| believe he's in the process of publishing a paper on

that particular issue. | don't have anything here to
present to you. | think that his orientation nore was
anong mnorities -- particularly Blacks -- and how

they tend to snoke a nuch higher percent of nenthol -
type cigarettes than other mnorities or the majority.
But indeed, the one thing that did cone out is that
Bl acks found | ozenge to be far nore aversive than
whites, which was totally unexpected.

MS. FALKOWEKI : Which could sinply be a
reflection of brand choice, other than anything --
with race. Ckay.

DR. FEY: That's possible, right.

CHAI RMAN SCHNEI DER: Go ahead, Doctor.

DR. KHURI : Before ny general coments |
wondered what the experience now in Europe is with

this. Wat's going on with this nmedicine in Europe?
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DR. FEY: I wsh | would answer that,

because | don't have a | ot of know edge about what's

goi ng on in Europe. I've not spent a lot of tine,
effort, and resources -- | don't have a lot -- to
nmonitor what's going on in Europe. | can only assune
that -- the product that they had was a chewi ng gum - -
it's still being sold in Europe and used.

But in nmy mnd the chewi ng gum was not the
right kind of vehicle because it's a matter of a | ot
of silver acetate which is not being bathed in the
mout h and used where the drug is supposed to be used,
and it's swall owed down into the gut where you don't
want it to be. And so | have not particularly
foll oned what is happening in Europe.

DR. KHURI: Just also a general comment.
That as nost of us in this roomknow, the addictions
are very tenaci ous behaviors and/or diseases. And
increasingly we accept partial success -- a decline in
drinking days for exanple, rather than total absti-
nence -- of course, ideally in a general programwth
many ot her aspects to it.

But people often decide to give up their
addiction inpulsively, and the timng is all. You get
themright then and there. So even a decline in the

number of cigarettes per day, or the nunber of days
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Wi thout cigarettes -- for whatever notivation -- could
be extrenely useful in this.

Anot her general comrent. In conparing it
with disulfiramor naltrexone, these indeed -- well
disulfiramis an aversion therapy; naltrexone is not.
M/ anest hesi ol ogi st patients who are opi od addicts do
not get sick, they just don't feel the effect of an
opi od.

On the other hand, | have patients that |ike
to drink through their disulfiram they Iike the head,
for whatever peculiar reasons. So none of these are
fully successful | would say -- with zero success at
21 days is ny point.

DR FEY: Well, | remenber --

DR KHUR : | nean, zero stoppage, positive
success at 21 says.

DR FEY: | specifically renmenber the words
of former Surgeon CGeneral Koop who basically said that
this is a very terrible addiction, and his advice out
there for snokers was, if you try to quit and fai
that's fine. Keep trying, don't stop.

Eventual |y you will settle upon that nethod,
that program or that tinme in your life when you'll be
able to quit. And we believe that this particular

product just offers another option out there to help
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snokers where they couldn't be hel ped ot herw se.

The testinonials that we've gotten back from
sone snokers are that they love this product and it's
the only thing that has helped themto quit. But |
woul d venture to say that it's a very snmall percentage
of the overall people out there who try to quit. This
is a nodest treatnment program it's not a mracle
cure.

MR, LUFKIN:. Conventional treat approaches
to snoking cessation using drugs have focused on
ni cotine replacenent. Qur perspective is naybe a
little different. W're |ooking at the, what do you
do with your fingers aspect of habituation, rather
than nicotine replacenent. And as a result, people
who use this we believe, this will be a tool for
people who are |ess nicotine-dependent and nore
fidgety-dependent. And again, the perspective is to,
what does this do? It physically forces you to put
the cigarette down.

DR. LONGM RE: Dr. Fey, what is your
experience with nicotine gun? Can the product be
taken with a nicotine gum or is it the nicotine
itself that causes the bad taste?

DR. FEY: W had done a very snall study

with a small nedical practice in which they had



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

36

patients use nicotine chewing gum and also the
| ozenge. And had a very small result which again, is
difficult to extrapolate anywhere since there's no
statistics or anything el se.

And indeed, they found the conbination of
t he product very hel pful, and we submtted that data
to the Agency. It's part of everything that indicates
that this | ozenge has its place. Again, not a mracle
cure, but it has its place out there and should be
back in the public domain to hel p people.

CHAl RVAN SCHNEI DER: Dr. de Wt.

DR. de WT: | think the efficacy data is
di sappointing, and | think like with any aversion
therapy the problem is that the people are not so
likely to take the lozenge. | think this product has
a unique place in snoking cessation in relapse
preventi on.

That is, once people have succeeded in
stopping, that they could use the | ozenge when they
feel an urge to cigarette, and we don't have any
phar macol ogi cal treatnments for rel apse prevention, and
it's the major problem in snoking cessation and in
fact, in any substance abuse treatnent.

So I would encourage you to -- | knowit's

a whol e separate study and I'mnot sure the FDA has --
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" mnot sure we have the nechanismin place to test a
rel apse prevention agent, but | think this would be a
real unique place for it.

| think the problemthat you're running up
against is that the people are unwilling to take the
| ozenge once they've had the taste, if they're
actually still dependent.

DR. FEY: Yes again, let nme point out that
nost people are unwilling to repeat that response, but
there are sonme people who can use this and it wll
help them-- a small percentage out there.

And what we've always told them on the
rel apse prevention side is, once you experience the
| ozenge, keep it with you. If you find yourself in a
social situation and you' ve decided to quit, and
you' re not snoking but you find yourself in a social
situation -- perhaps anong a group of friends and
people that are lighting up and snoking and you have
that urge to snoke -- use a | ozenge instead.

And if you happen to snoke it will let you
know, it will remnd you, and will prevent you for up
to a couple of hours, in not snoking. It will help
you to get over that hunp, that particular urge at
that tine.

CHAI RMAN SCHNEI DER:  Ms. Cohen.
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M5. COHEN: | had sone questions if | may.
How di d you pick your cross section of the popul ation?
For instance, what did you determ ne was the anount of
cigarettes that a consuner was to use in order to
enter into your trials?

DR FEY: Yes, this was -- first of all, we
were given guidelines by NNH to include mnorities and
what was our programgoing to be in terns of mnori-
ties. W had to have a certai n nunber of representa-
tion in the study. And then we had a questionnaire
t hat was devel oped that basically defined how nuch
peopl e woul d snoke, and that was used as a screening
criteria by Dr. Hynowitz in the study.

MS. COHEN: Did you verify, during these
trials, whether people started to snoke agai n?

DR FEY: Yes. D. Hynowitz had the people
come in periodically on a regular schedule and had
given them a questionnaire to fill out to find out
whet her they had snoked or not. Now, the way the
program was set up, if sonmebody had one cigarette
within the period of tinme that we were | ooking at them
over this 21 days -- and actually we went out to 28
days -- if they had one cigarette they were considered
a treatment failure.

The fact of the reality is, that snokers
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normal ly don't quit like that. There are stops and
starts and stops and starts until they eventually
st op. But if they had one cigarette they were
considered a treatnent failure in this particular
study. So the data you see reflected here includes
that as a failure.

MR.  LUFKI N: But in terns of whether they
quit or not -- | think you're asking was the expired
CO, neasured and the urocotini ne neasured?

DR FEY: Yes.

MR, LUFKIN:. There was objective neasures.

DR. FEY: And the saliva cotinine.

M5. COHEN. This is not asked as a hunorous
guestion, but is your |ozenge so repul sive that people
won't use it?

DR FEY: There will be many people who wl|
find it so repulsive they won't use it. But I|ike
pain, pain is something that's renenbered very
strongly in the mnd. Wen you experience that you
try to avoid it. | think -- there are people out
there who will try to avoid this product, who will not
use it, and will go back to snoking.

There are people who are out there, if
they're notivated to quit and have tried this product

and renenbered the experience that they had, will keep
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it wwth them and wll use it to help them to help
t hensel ves to quit.

So you're asking, how do you define that,
it's very difficult to define that particul ar issue.

M5. COHEN. | | ooked at your package and |
see that it's sugar, corn syrup, etc., etc. VWhat
about for diabetics, and have you tested this in
rel ati onship to other nedi cations that people m ght be
t aki ng?

DR. FEY: W have not done any tests, per
se. W have done a literature search and we have not
found it contraindicated with anything else. But
specifically for diabetics, we've had that question
asked of us a nunber of tinmes. W do not have the
resources to -- and we can devel op anot her product
that woul d be a sugar-free-type product -- but we do
not have the resources.

W're just trying to get over the hurdle of
getting this back into the marketplace at this point
in time, and we need sone help. W need financial
hel p, we need technical help, and quite frankly, if we
don't get sonme help, this is all going to be a noot
issue and the public wll not see this product again.

CHAl RVAN SCHNEI DER: The Chair has a couple

of questions; one to follow up. Wat's the caloric



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

41

content?
DR. FEY: On, it's | think nine grans, so
we're talking very mnor caloric content. It's a
| ozenge, so -- | forget but the caloric content is
very mnimal. Fifteen calories of |ozenges or so.
CHAI RVAN SCHNEI DER: To follow up on Dr.
Fey's comments may | ask, has this been used with

chew ng tobacco users?

DR. FEY: Yes, unfortunately it doesn't do
anyt hi ng.

CHAI RVAN SCHNEI DER: Therefore, that answers
your question really, doesn't it? It's the snoke
apparently --

DR FEY: It's the snoke --

CHAI RVAN SCHNEI DER: -- rather than the
t obacco, per se, that is interacted wth.

DR FEY: The theory is that's it's reacting
-- the silver ions that are in the nouth, being bathed
in the mouth as silver ionizers in the nouth -- as
you' re sucking react with sul fur-containing volatiles
in the snoke. Sul fur-containing volatiles are
ubi qui tous and occur with other snokes as well, such
as marijuana and possibly crack-cocaine, although
we' ve never done a crack-cocai ne study.

So this reaction will occur wth other
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snokabl e drugs as long as there are sul fur-containing
volatiles there, and they usually are present. So it
provides us with a vehicle, a way to obtain a repul -
sion or an aversion to that particular snoking
pr ocess.

CHAI RVAN SCHNEI DER:  Dr. Strain.

DR. STRAIN. | have a question actually to
Dr. Wight, about naltrexone. When nal trexone was
goi ng through the approval process, do we know what
the determnation of efficacy was for those trials and
can we learn anything fromthat experience that m ght
be useful here?

DR WRIGHT: Yes, the -- that's one of the
reasons why we brought this back to the coomttee. At
the time that naltrexone was approved, the original
indication for naltrexone was to block the effects of
exogenous opiods. It was not an addiction treatnent
indication and it was not tested or proven effective
in the treatnent of addition -- although it has
subsequently shown itself to be wuseful in select
patient groups -- but not in general, opiod-dependent
patients.

And that bothered nme because we set a
standard for snoking cessation because of the need to

have a common, |evel playing field anong a variety of
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products; that you had to neet an initial recomenda-
tion by the Advisory Conmttee of quitting for one
month. | mean, it wasn't any nore sophisticated than
t hat .

We've fancied it up since then -- we've
added intent-to-treat analysis and verification and
other things -- but the original statenent by the
commttee was that to be sonmething other than a fraud,
a snoki ng cessation product should hel p enough people
quit for a nonth to be worthwhile.

And it's not clear to us -- and it wasn't
clear to us through the whole history of working with
this product -- that as it does not treat w thdrawal
to our know edge, in any way, whether the treatnent
standard -- stop snmoking for a nonth -- was in fact
the proper standard for this product or whether the
proper standard is a cigarette repul siveness standard.

You know, does this actually nake your
cigarette taste bad when testing in a rigorous,
scientific way. And is it valuable in relapse
preventation, as has been raised by one nenber of the
panel .

So one variant of the questions that we
asked you, and in fact inherent in the first question

is, isit reasonable to hold this product to the quit-
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for-a-nonth standard that we have for the nicotine
products given its mechani sm of action and presuned
node of effect? And we don't know.

DR STRAIN A question, perhaps both to Dr.
Wight and Dr. Fey. First Dr. Wight. Agai n,
nal trexone but now switching gears for alcoholism
Was one of the things that canme out of the two studies
-- the Volpicelli and O Mall ey studies -- one of the
t hi ngs noted was that there was decreases in craving
for alcohol. Ws that considered a primary outcone
measure in the approval for naltrexone in al coholisnf

DR WRIGHT: It was considered --

DR STRAIN. O could craving be consi dered
a primary outcome neasure?

DR WRIGHT: There's no intrinsic objection,
al though there's not a tight |inkage between self-
reported craving and actual use of drugs in many
settings, so it's a tricky outcone neasure.

What was operative in the Revia approval was
docunent ed evi dence of inprovenent for the patients in
a whol e variety of outconme neasures. |In the conpli-
ance- enhanced setting -- because over tine Revia has
not shown itself to be particularly useful if you're
not enhanci ng conpliance in sone way, usually by good

concurrent behavioral therapy -- you saw i nprovenent
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in liver function tests, you saw decreased drinking
days, you saw decreased general use of alcohol, you
saw decreased day sanpling al cohol.

So there were a variety of things that al
got better. Craving was, | believe, a secondary
measure. |'d have to check the record, though

DR. STRAIN. Have you | ooked at craving at
all? Sone ratings of craving?

DR. FEY: No sir. M background is in the
food industry, having studied up at Cornell University
where | got ny Doctorate. But ny approach to this has
been through taste and aversion, and to rate this on
what |1've learned and that is, a taste test and scal e.
But we've not | ooked at craving, per se.

DR STRAIN At first | thought part of the
problem here was that you were having differenti al
dropout, but that's not the case; at least in your
| arge study, your 500 popul ation study.

DR. FEY: Define differential dropout.

DR STRAIN Well, that you had nore dropout
fromone of your conditions rather than the other, but
in actuality it |ooks Iike you had very simlar rates
of -- at least to study visit 3, which was four weeks
into treatnent?

DR FEY: Visit 3 was three weeks, and 3A |
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bel i eve was four weeks -- 28 days, yes.

DR. STRAIN: So you had actually -- it
wasn't a case that you're having higher rates of
dropout in the placebo group because it doesn't work,
for exanple. And they're recognizing that placebo
because they snoked and they don't notice any differ-
ence.

DR. FEY: Let nme just --

DR. STRAIN. Both are staying -- a little
over 50 percent of the popul ations are staying, right?
So what you've actually got in ternms of the current
efficacy considerations is sinply a power problem
right? | nean, you' ve got an insufficient sanple size
to detect a statistically significant difference that
you found a trend for, aml right?

MR. LUFKIN: Using intent-to-treat.

STRAIN:  Yes.
FEY: But |I'mnot --

LUFKIN:  That's the key.

3 3 3 3

FEY: |'mnot quite sure because -- |et
me say this. That we were asked to nmake the pl acebo
taste very simlar to the active. The active has a
slight nedicinal taste to it, a slight, bitter taste.
So we had to go back and add quinine to the placebo to

make it taste bitter in and of itself. So the spread,
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the difference between the two was | essened and not
enhanced, or not kept as large as it was, so that also
went against us in this particular study.

DR WRIGHT: 1'd like to raise a point at
this point and that is, this is another problemthat
has concerned us maghtily which is, the notion of
potentially overmatching of the placebo for products
like this. Because there are certain effects on the
clinical trials that take place when you start naking
the placebo repellant. And it is a -- you can get, as
you m ght expect, depending on the relative pal atabil -
ity of the product and the placebo, you can get quite
conplex interactions in terns of the clinical trials
out cones.

DR FEY: Well, the other thing we westled
with that went against us in this particular study is
that we could not screen out and keep the integrity of
t he doubl e-Dblind. W could not screen out non-
tasters, so before we even started the study we were
about 20 percent -- having 20 percent of the people
going against us in the particular study because we
couldn't screen out those who were non-tasters.

DR WRIGHT: And | need to ask a question.

DR. FEY: Yes sir.

DR WRI GHT: Have you personally observed a
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| arge nunber of people get the taste aversion re-
sponse?

DR FEY: Yes sir.

DR. WRIGHT: Can that response be blinded?
|s there any way to --

DR. FEY: What do you nean, be blinded?
Bl i ndfold blinded, or --

DR.  W\RI GHT: No. Is it an unm stakabl e
response?

DR. FEY: Absolutely.

DR. VRl GHT: You sinply can't mmc that
wi th anything el se?

DR FEY: That's correct. It's like a |ight

swtch. 1It's an on-and-off thing; you either see it
or you don't see it. And when you see it -- and
peopl e are strong tasters -- it's obvious. You see by

t he expressions on their face, by the reactions that
-- it's absolutely unm stakable and it's unique. The
taste is unique.

DR YOUNG | agree with one of the earlier
comments fromthe commttee that there's a definite
pl ace for adjuncts to relapse prevention. But in
| ooki ng at your preventive nedicine study in '96, the
paper that reports on the 500-patient trial, it

strikes ne that one of the nost nmarked characteristics
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is that nobody is using |ozenge; that you ve got 90
percent of the patients say they use the | ozenge on
three or nore occasions, but in general, patients in
neither group are using the drug, and the biggest
effect is a dropout from| ozenge use.

And so unlike many other treatnment condi-
tions where you know the patients in the group are
taking the drug, in this case you have a fair nunber
of patients who may be assigned to your treatnent

product but take it once and never take it again.

And | wonder how you've chosen the 2.5
mlligramdose. |Is there a way to alter -- and this
is an unfortunate term but -- the repellent nature of

the product in order to increase the |ikelihood that
a patient would actually use the product?

DR. FEY: There is a balance between the
amount of silver acetate used in this particular
product and the effect, and one nust always bal ance
that effect. But to answer your question, your
initial question and that is, the further out you go,
the |l ess you're going to see use of the product.

It's either going to work for themor it's
not. And if it's worked, they've quit. And if it
hasn't worked, they may carry it around and not use it

agai n.
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DR. YOUNG But it appears that what
happened for nost of the patients in this study is
they quit using the | ozenge --

DR. FEY: Right.

DR. YOUNG -- rather than quitting using
cigarettes.

DR. FEY: Right.

DR, YOUNG Is there a way to nodify the
product to increase --

DR FEY: | see.

DR. YOUNG ~-- the likelihood that soneone
will take a third | ozenge and actually if they carry
it in their pocket, use it wunder those conditions
where you think it mght be quite useful ?

DR. FEY: And the answer is, yes, we could
have designed this product to taste better initially
so people would have nore of a propensity to use the
product. However, you nust bal ance the fact that you
don't want this product to be abused |ong-term

We don't want them to ingest silver and
continue to do that, particularly children, because
the one side effect of this particular product over
| ong-term abuse, is argyria. And silver accunul ates
in the body over tinme, so you don't want to nmake this

-- you don't want to design the product for people to
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want to continue to use it.

You want to design it as an aversion product
that has a nedicinal -- you want to clearly make sure
they understand it's a drug and it's nedicinal, but
you don't want themto over-abuse the product.

DR. YOUNG So your goal is a product that
-- if I were a user, inny first or second exposure to
the lozenge I wll have such a bad taste from the
cigarette that I won't choose another cigarette?

DR FEY: Yes, first reaction you will know
that this is a tool, you will know how to use the
tool, and that tool will be avail able should you need
to use it. Initially you may use that tool to help
you to cut down on the amount you snoke until you stop
conpl etely.

You may choose to use the tool on a conti nu-
al basis for up to three weeks, safely, as a way to
prevent yourself from snoking. You nmay use the too
to prevent relapse if you get in a particular situa-
tion. You may not use this tool continually over |ong
term That's basically what we want to prevent from
happeni ng.

MR. LUFKIN: Think of it as an avail abl e,
psychol ogi cal crutch. It's sonmething for someone who

really wants help and that help is avail abl e because
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they want to use it thensel ves.

CHAl RVAN SCHNEI DER: Any urine tests or any
way to determne that they actually were using the
| ozenge?

DR FEY: None to ny know edge, since silver
accunmul ates in the body and it stays there. | guess
sone of it is excreted out and can be studi ed. I
haven't even explored that option.

DR WRIGHT: Let nme ask a followon question
to that. Wat you're telling us that conpliance with
this product may be detectable through either study of

saliva, urine, or feces. You just don't know at this

poi nt ?

DR FEY: That's correct. And I'msorry --
just for one second. | don't think I answered your
question sufficiently. If maybe you can help ne to

try to get out of me what you're trying to get out of
it, 1'd appreciate it.

DR YOUNG Well, let ne let himgo and then
"1 --

CHAI RVAN SCHNEI DER:  Dr. LI oyd.

MR. LLOYD: In ny experience with antabuse
-- di spensing antabuse and sal e of antabuse -- nost of
that is not volunteer use; nost of it is enforced use.

And | was wondering if Dr. Wight mght have sone
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hi storical perspective on antabuse approval through
the Agency, and is there any parallel in that? | can
see as | was trying to fornul ate sone anal ogi es here,
this would be like trying to blind the study for DVBO
you know, very difficult.

DR WRIGHT: | can give you sone history on
the disulfiramapproval. Disulfiramwas a drug that
was kept on the market after the DESI reviews by the
Nati onal Acadeny of Sciences, and so it was not called

upon to denonstrate its efficacy using the nodern

st andar ds.

There was such historical literature on the
disulfiramreaction -- although often in higher doses
than currently recommended -- that no one questioned

that if you gave enough disulfiramto a patient and
t hey drank, they would get a disulfiramreaction.

So there was no fundanental doubt of the use
of the existence of the disulfiramreaction. There
has al ways been considerable controversy over the
effectiveness in clinical use in general alcoholic
popul ations of disulfiram-- for the reasons that have
been so ably stated today.

CHAI RVAN  SCHNEI DER: I"d like to, wunless
there's further questions of Dr. Fey -- poll the

committee so we can be specific in replying to the
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guestions that have been posed to us. How would the
comm ttee suggest that the sponsor proceed with the
clinical trial design? Dr. Strain?

DR. STRAI N Let nme clarify. So is the
sponsor at this point, preparing to conduct another
clinical trial? |Is that the inplication?

DR WRIGHT: Let ne take a crack at that and
then Dr. Fey can take a crack at it. If the barrier
remains, quit for a nonth, intent-to-treat, probably
not. That may be too great a barrier to get across
for this product. I'mnot sure that the resources are
avai l abl e for 1000-patient clinical trial.

So from our perspective, we need advice on
how to advise him should he wish to do additiona
studies. Then | believe it's up to you, Dr. Fey.

DR FEY: Yes, | think | want to just point
out that we cannot continue to go nuch further than we
have. W have certainly had trenendous support from
the National Institute of Health, National Heart,
Lung, and Blood Institute. W certainly thank you for
allowing us to present here and we certainly thank you
for the comments that you' ve nmade at FDA and the help
t hat we' ve had.

We're essentially asking you to bring this

product back in the marketplace. | personally don't
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see any good reason to hold it fromthe public domain
at this point intine. But | certainly do agree that
there's a lot nore we need to |earn about in using
silver acetate to help snokers to quit, and we'd
certainly encourage additional studies.

That's all | can say at this point in tine.
The barrier has been rather substantial for us. W'd
like to continue with this product and continue to
hel p snokers quit. But | think that creating addi-
tional barriers to entry would be putting a nail in
the coffin for this particular product for us, unless
a chanpion out there would be willing to step up and
provi de funding for additional studies.

DR WRIGHT: | do have a question. Are you
able at this time, to nake additional drug and pl acebo
avai |l abl e to individual investigators?

DR. FEY: Yes sir.

CHAI RVAN SCHNEI DER:  Ms. Cohen.

M5. COHEN: Since the efficacy and the
tenporary use of this is limted -- now, |'mreading
your |abel and | read |abels very carefully and it
says, do not exceed 126 | ozenges use -- why are you so
sure that this is going to be a deterrent to stop
peopl e from snoking? Can you tell nme that this has

st opped peopl e from snoki ng?
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DR FEY: Absolutely. That was conducted in
t he study. People were found to quit, using the
pr ocess.

MS. COHEN: And how long did you follow
t hent?

DR FEY: They were followed for a total of
one year, and this was all done in accordance with the
Federal Register recommendations for conducting a
doubl e-blind, placebo-controlled study which we
followed, and also with advice provided to us in
several neetings that we had with FDA as to how we
were to go about performng this study. W essential -
ly tried to do what we were told that we had to do.

M5. COHEN: And that initself, worries ne
a little bit comng from a consunmer protection
background. That if we set out or they set out, all
the paraneters that you' re supposed to follow and it
doesn't work, what happens then? That to ne, is a
little frightening nyself. | think that -- | under-
stand what you sai d about being small and not having
t he noney.

DR FEY: Well, wait a mnute. The product
does work and it has worked in the testing that we
have done, but it has not produced zero cigarettes in

28 days, which was the criteria that we were to be
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measured against. That's what we were able and
capabl e of doing -- we were told to.

W were not told to follow a track of
patients for four or five years and see what has
happened after that. | don't think anybody, including
the nicotine replacenent products and the conpanies
t hat support those, were asked to do that. W' ve done
our best given the paraneters that we've had to work
under, and are willing to try to do our best to
conti nue that.

DR WRIGHT: Dr. Fey, it's probably good at

this point if you would have a seat and let the

commttee discuss this issue. | think we can rel ease
you.
CHAI RVAN SCHNEIDER: | think that's fine.
DR. FEY: I'd like to thank you all for

taki ng your tinme and energy and thank FDA for provid-
ing us with this venue.

CHAI RVMAN SCHNEI DER: Thank you for the fine
presentation. | think that really takes us to the
second question and that would be: Wat should the
basi s of approval be with this product?

What |'mhearing in contention is the 28-day
abstinence. Comments?

M5. FALKOWEKI : Yes, | think sone good
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poi nts have been raised about, in looking at the
treatnent of addictions, that we're starting to | ook
at themnore in terns of reducing but not necessarily
el imnating the behavior.

But | also think -- and this really speaks
to the first question here, how would | suggest that
they proceed -- it's clear that they haven't had a
study that's under controlled conditions, where they
really have people and they can say, you take this
much of it this often and we'll conpare it to people
who take an inactive product this nmuch this often. So
to me that's what seens | acking.

It also strikes ne that they haven't
controlled for a type of cigarette, which would have
an inpact on its efficacy, depending on the brand, as
I s suggested by another one -- | nean, just not brand
but nment hol or non-nenthol .

And then also |I think there's a question
that's been raised -- and | don't know the answer to
it -- about if you have a placebo and if you have
sonething that's based on aversive taste as the
treatment, do you also have sonething that has a
simlar taste as a placebo or do you have sonething
t hat has no taste?

| mean, you know, you're having sonething
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with a taste -- and it's sonething that Dr. Wi ght
al l uded to. So | don't particularly know what the
answer is, but | think these boil down to, what are
the significant issues in ternms of future testing of
it?

| also don't know if you were to relax the
standard of zero cigarettes at 28 days, how that cones
to happen. | don't know the process for that.

DR WRIGHT: | can answer that. W have an
adj unct to snoking cessation indication which we have
a zero at 28 days standard -- which we in fact, wll
be formng a subcommttee of this group to address
over the course of this year because -- or at |east,
that was the recommendati on at the |ast neeting we had
-- because of sone concerns about our intent-to-treat
anal ysis understating the actual in-use effectiveness
of these products.

We are free, and the conmttee is free to
recomrend that we parse out a different indication,
such as was done for naltrexone, if you think that
that is clinically valid; that we are not pronul gating
a sham by doi ng so.

CHAI RVAN SCHNEI DER: |'ve got to go back --
due respect, Dr. Wight -- and ask a question of the

sponsors. | am concerned about young people, and |I'm
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not quite sure what the term"young people" neans and
to what extent this has been studied.

For instance, on secondary tooth devel op-
ment, etc., in young people who m ght be asked by
their parents when they catch them behind the barn
snoking, to start taking these | ozenges.

DR.  FEY: Yes. We've not studied young
peopl e, we've not discrimnated anong ages and done
any testing in that area.

Only to say that if this product were used
by a professional and a younger person would cone to
this professional, and this younger person were to use
the product on a limted basis -- not abuse it -- that
this product would be fairly safe to use relative to
what's avail able out there -- that is, the nicotine
repl acenment product -- fairly safe to use to help them
to quit snoking.

So to that end, it depends on whether the
recommendation by the commttee is for general OIC use
or for an Rx type of use anong a professional prac-
titioner.

CHAI RVAN  SCHNEI DER: The answer to ny
guestion is, we don't know?

DR FEY: W don't know.

CHAl RVAN SCHNEI DER:  Okay.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

61

DR, VRl GHT: I"'m not conpletely certain
about that. There is extensive literature on ora
silver salts, |I believe, but it is older, historical
literature. There were a variety of -- and you'l
have to help nme, Dr. Fey -- were there not a variety
of oral silver nedications, sone fanous, sone in the
very historical period, infanmous, that resulted in our
conducting a |l ot of toxicology testing on silver?

DR FEY: Yes, absolutely. And that's part
of the literature review that was done on the safety
of silver salts.

DR, WRI GHT: So the sponsor has not done
clinical testing of silver, but it would be premature
to say that we do not have that know edge.

CHAl RVAN SCHNEI DER: All right. Thank you.
Any ot her comments fromthe conmttee? Yes, go ahead.

MR LLOYD: Having no experience in design-
ing any kind of clinical studies or trials or whatev-
er, and at the risk of being very non-traditiona
here, is there any possibility that a provisional
approval could be |ooked at, with |ike an automatic
sunset on it, lacking any substantiating clinical
evi dence, at a specific tinme?

CHAI RVAN SCHNEI DER: Let me raise the --

wel |, go ahead.
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DR WRI GHT:  No.

CHAI RVAN SCHNEI DER: My question woul d be,
how do you put these limts and who is going to do the
studies to --

M5. COHEN: Who's going to nonitor thenf

CHAl RVAN SCHNEI DER: Yes, nonitor it as Ms.
Cohen has said. Dr. de Wt.

DR de WT: | think we're com ng up agai nst
a lot of the sane problens that we saw with disul firam
and in fact, the controlled study conparing to a
pl acebo, in that disulfiram does not differ from a
pl acebo treatnent when it's done in a properly
conducted trial.

On the other hand, | think there is roomfor
additional controlled studies with this product, and
| think it really shows potential for efficacy if it's
done in conjunction with a rigorous, behavioral
treatnment programin the same way that naltrexone was
used.

And | think it would also be fair to screen
out those people that don't taste the product. So |
think it would be reasonable to conduct another trial
with this product, and | think it shows a |ot of
potential for efficacy. And if the treatnent program

was designed around the strengths of this product, |
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think it has real potential to neet our existing
criteria for efficacy.

CHAI RVAN SCHNEI DER: I think this really
gives us an answer to question 1 and | appreciate
t hat .

DR. STRAI N Let nme follow up then. Yes,
that was very nicely put, Harriet and | agree with it.
| think that then, | would put forth that | don't
think we need to use necessarily, the sane standards
that have been used for the nicotine replacenent
products.

| think that we should maintain flexibility
to consider, especially for -- if this were another
ni coti ne replacenment product |I'd say okay, let's keep
it consistent, but we're tal ki ng about a product for
snoki ng cessation that we don't have an anal ogous
product that we can use an historical basis to make
our decision about how to determ ne efficacy. So |
think that we should remain open and flexible to it.

Let me also say -- and | certainly have
heard the comments of the sponsor today and their
concerns about the size of their conpany and their
ability to continue nmuch longer in this, and it
certainly tugs at ny heart.

At the sane tine, | think that we need to
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ask, what would we be saying here if this were d axo
or sonme or other |arge conpany comng in? | think
t hat we probably woul d be saying, okay, you' ve got
sonmething interesting and exciting here and these are
our standards.

And | think we need to nmamintain those
standards for what we'd like to see. And we can't
adj ust those standards based upon the resources of the
sponsors. It's just -- | think that's a dangerous
situation to get into. And that should not be what's
governi ng our decision about what we expect to see.

DR. WRIGHT: | would like to second that.
| can assure you that if the "we're small and we're
broke" strategy was effective, you would see a |l arge
nunber of venture capital spinoffs, each comng
forward with a bal ance sheet in one hand and a pan in
the other saying, if you put an approval in this pan,
M key wi Il have shoes. And there is a real risk of
t hat .

CHAl RVAN SCHNEI DER: Yes, | think we have to
| ook at our responsibility and as | perceive it, it's
to protect the public in tw ways: one, to protect
t hem agai nst products that may be harnful or have no
efficacy; at the sane time getting products to them

that are helpful and they are entitled to have. So
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it's that fine line that we walk. But | think your
words are wel | -chosen.

Any ot her comments fromthe conmttee? Yes?

DR, YOUNG I"ll agree with Dr. Strain's
suggestion that the approval standards for this type
of product probably |I don't think, need to be the sane
as the standards for nicotine replacenent product.

And | would encourage you to, instead of
| ooking at the 28-day cessation, especially when that
28-day -- when an individual is defined as a snoker
from a single cigarette during the period -- to
consider the possibility of looking at a reduction in
t he nunber of cigarettes consuned per day, if there's
a way to objectively verify that, and/or reduction in
t he nunber of days on which cigarettes are snoked, as
potential neasures that m ght be useful for evaluation
of the useful ness of a product such as this.

DR WRI GHT: Let nme press you a little bit
on that, Doctor. |If soneone were to conduct adequate
and well-controlled trials -- predomnantly of a
clinical, pharmacol ogy nature such as were used for
nal trexone for opi od dependence -- denonstrating the
dose, the effective dose, the genetic pol ynorphism
the duration of the effect, the choice of different

kinds of cigarette to |look at the effect of brand
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difference, and showed that there was a bl ocking
effect that had these paraneters, and then a subpopu-
lation of snokers, either in a relapse-prevention
strategy or in conbination with a nicotine replacenent
strategy, showed that in clinical use there was a
popul ation of benefit, would that neet your criteria
for approval ?

DR. YOUNG O approval for the product as
an adjunct to other snoking cessation interventions.
| think at this point in our know edge that would be
a useful product to have available, so given adequate
safety -- if the product was a product that didn't
have consi derable health risks associated with it, |
woul d say yes.

But | think you have also focused on a
variety of ways in which the existing clinical trial

that was published in Preventative Medicine -- the

sponsors are alnost fighting thensel ves because it
seens they don't know whether or not every patient --
every subject assigned to the | ozenge group actually
used the | ozenge.

You don't know how nuch | ozenge the person
used so you don't know the dose assigned, and there
was a, | suspect, overly stringent criteria used to

identify you as a snoker, a single cigarette.
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DR. WRI GHT: See, there are --

DR. YOUNG O course, you don't know who
t akes --

DR, W\RI GHT: There appears to be three
paraneters that we westle with in these trials -- in
general nicotine replacenent, snoking cessation
trials. How nmany of the patients actually quit at
all, ever? You know, perhaps as nmany as half of
patients who are recruited find they do not get
through as little as a single day without a cigarette.

How many people are quitting under treat-
ment? You know, if you are still giving them the
treatment how many of themare able to stay absti nent
fromcigarettes under treatnent?

And then there's the issue of, once they
stop the treatnent, how |long before they rel apse to
t heir previous snoki ng behavi or?

DR YOUNG But there's also -- you're using
the word "quit", and | think with a product of this
sort it may be useful to | ook at reduction in nunber
of cigarettes used, reduction in nunber of days
snmoki ng, rather than an absol ute yes/no, the individu-
al is quitting.

But that assunmes that you can objectively

verify; that you' re studying the product under
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control | ed-enough conditions that you can objectively
verify whether or not there actually was -- first, how
many cigarettes were you snoking prior to onset of
treatnment, and then was there an actual change in the
nunber of cigarettes or the frequency -- the nunber of
days on which the product, the cigarettes are used.

CHAl RVAN SCHNEIDER:  Let nme junp in at this
point -- we're running out of time -- but the thing
that bothers ne is that this product can only be used
for a limted anmount of tine.

So that what happens then if the person
hasn't quit but has just reduced their snoking at that
point in time, or when they run out of time, abuse of
the | ozenge. Knowi ng how tobacco works a little bit
and how t he behavioral aspect of it is, ny concern is,
t hen what ?

Have we answered the questions, or have we
just posed nore questions? | shall read the questions
again, at request. Question 1: How would the commt-
t ee suggest that the sponsor proceed with the clinical
trial design? | think we've answered that. | think
that that has -- am| correct?

DR YOUNG Yes.

CHAI RVAN SCHNEI DER:  Any ot her comments on

t hat question? Second question is: Wat should be
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the basis of approval with this product? And | think

that's what we were just debating a second ago. M

concern is that yes, | think it's a neat product and
-- this is an editorial | suppose | shouldn't be
doing, but I'll do it -- that | think that, while

being used it's going to have, for 80 percent of the
people using it who continue to use it during that
period of tinme -- probably an excellent deterrent.
What happens afterwards of course has been
rai sed, and you've | ooked at one year. And ny concern
is that if it's going to be efficacious, certainly
it's got to be used in conjunction with sone other
behavi oral nodification or educational nethodol ogy.
Any ot her comment on this question? Then
guestion nunber 3: If approved, how should this
product be used? And I think | just tal ked about that
alittle bit. Any other comments about that question?
Again, | thank you for your presentation
and we stand adjourned for 15 m nutes.
(Wher eupon, the neeting of the Drug Abuse
Advisory Committee, Open Session, was concluded at

10: 15 a. m)



