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DR GANLEY: If you just wait one second.

DR SULEIMAN. | guess with regard to what
Dr. Avigan was talking about phenytoin interaction
what we know is based on limted nunbers of subjects
and based on, | believe about three studies that were
conduct ed. The studies showed mainly an increase in
pl asma | evel s of phenytoin by about 15 to 20 percent.

There was one study, of course, in
epil eptic patients which did not show any significant
phar macodynam ¢ adverse events associated with that
increase in plasma |levels which was conducted by the
sponsor. Those are the only available data that we
have at this nonent.

DR CANTILENA: Ckay. Are there any other
guestions specifically about the pharacokinetic data
that we saw? Dr. Davidoff.

DR DAVIDOFF: | had a question about sone
phar macoki netic data that we didn't see and that had
to do with digitalis drugs because the therapeutic
margin -- of course if their dig is relatively narrow
The patients taking it are often quite fragile and
are electrically unstable. I just wondered if there
are already data that would hel p us decide about if we
shoul d be thinking about that for the |abel or not.

DR, CANTI LENA: Is the sponsor aware of
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any interactions with dig?

DR TRI EBWASSER: Can | introduce Dr.
Tommy Ander sson? He's our pharmacol ogy expert on
onepr azol e.

DR ANDERSSON: ['msorry. Can you repeat

t he question?

DR DAVIDOFF: Yes. The question is about
interactions with digitalis derivatives specifically
because the therapeutic margin is so nuch snmaller for
di g than many ot her drugs.

DR ANDERSSON: That is not an interaction
on the netabolism level as was suggested in the
presentation bef ore. That's an absor ption
i nteraction. I mean, digoxin are degraded in the
stomach before it's being absorbed by sone bacteria
degr adat i on.

By increasing the pH that degradation
prior to absorption does not happen. That's what we
see here as an increased AUC or sone 10 percent as an
average value in the study we did. 1It's nothing to do
w th netabolism

DR DAVI DOFF: The nmechanism isn't so
inportant as the end result. |If there really is a 10
percent increase, that could be quite substantial for

sone substantial nunber of patients. | wonder if that
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shoul d be considered as a conservative thing to do to
put that on the | abel ?

DR ANDERSSON: That's nore of a clinica
j udgenent, | guess.

DR CANTI LENA:  Yes, Dr. Houn.

DR HOUN I"'m just wondering if the
conpany could comment on other drug interactions with
di azepam
and cl arithornycin.

DR TRI EBWASSER |  was still under
digoxin and I found a study.

DR CANTI LENA: Ckay. |I'll take notes of
the other ones and we'll rem nd you.

DR GANLEY: Could | just intercede with
just a clinical point as you' re |ooking just to raise
this issue that patients wth renal failure, for
exanple, were not tested and, again, sone patients
were on digoxin and have other reasons to have reduced
cl earance of the drug which in conbination with such a
chall enge mght have a nore exaggerated blood |evel
response.

For drugs where there 1is a narrow
t herapeutic index, those are the kinds of issues that,
again, | don't believe have really been directly

t est ed. Those kinds of patients have not been
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stressed.

DR TRI EBWASSER. Regarding clarithromycin
there have been three studies that have been done.
One study showed a positive interaction with a 15
percent change in clari l|levels and no changes in the
ot hers.

| would like to address part of the
rationale with regard to which drugs perhaps should go
onto the |label had to do with worse case scenari o what
would be a clinically significant effect. Qur feeling
was that, first of all, for clari this would not be
clinically significant.

Wereas wth warfarin and phenytoin
al though we regard the risk as exceptionally |ow, the
risks of extended prothronbin tinmes of any cause
obvi ousl y have fairly si gni ficant medi ca
consequences. That was the rationale for choice.

| forgot the other drug in addition to
clarithronycin.

DR CANTI LENA: D azepam di goxi n.

DR TRIEBWASSER. W have -- we're relying
on our own data and other drug interaction studies
where with diazepam one can see what would appear to
be significant changes in <clearance of the drug

bet ween 25 and 54 percent.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

205

W referred in our submssion to another
drug interaction study that was done between di azepam
and cinetadine which showed a simlar Ilevel of
interaction but no clinically significant effects with
regard to CNS status. Again, based on the clinical
effect study we do not regard the interaction as
clinically significant.

DR HOUN: That is a decrease in
cl earance. Correct?

DR TRIEBWASSER.  Yes. Let ne show slide
53 just so there is clarity on this. | would ask you
to look at the bottom two curves where we are | ooking
at the usual extensive catal yzers, and you can see the
di fference. The bottom of this curve is when
oneprazol e i s coadm ni stered with di azepam

Then the second curve up is with placebos.

You are seeing a bit of a washout follow ng the start
of treatnent. This is intravenous infused on
di azepam

There was a question on digoxin. | can
show this slide rather than waste tine but we do have
evidence of a study where in a crossover study wth
pl acebo or oneprazole there is actually no difference
seen in digoxin levels in that one study. It involved

22 subj ects.
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DR CANTI LENA: If you have that data,

t hat woul d be good.

DR TRl EBWASSER: | can -- could | have
slide 64. | apologize. This may be difficult to see.
It's the top nost bar, digoxin. Elderly patients and
of 22, baseline and concomtant treatnment so there is
a crossover study using digoxin doses of 0.125 to .25
mlligranms daily. QOreprazole was admnistered 20
mlligrans daily for 10 days and there was no affect
seen on the serumdi goxin | evels.

DR CANTI LENA: You nean no affect as in
statistically significant or whether outliers?

DR TRI EBWASSER: W would have to dig
t hat data up.

DR CANTI LENA: Yeah. I think that
addresses sone of the issues as best we can in the
setting.

Wiat | would like to do now is actually
nove to Dr. Katz to charge the commttee and | think
sort of begin to focus our discussions on the issues
at hand. Then you wll all have tine to ask questions
and to share your coments about sort of everything
t hat has been di scussed.

If I can now ask Dr. Katz to charge the

comm ttee.
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DR KATZ: CGood afternoon. | feel like

you' ve already been charged with the issues and this
di scussion has gone full speed ahead. But 1'Il take
you back again a little bit and kind of go through
sone of the issues that we would like to -- that we
tal ked about earlier and we would like to have you
think about and focus on as you go through vyour
del i berations for the rest of the afternoon.

Wat | would also like to do is to
highlight a little bit about sone of the products and

where we are in the current arnmanentarium of OIC

heartburn products. A little bit about the
prescription to OIC switch process. Then finally
touch on the issues that you wll discuss this
af t er noon.

In the interest of tine | wll skip around
alittle bit fromsone of the slides since you do have
all of the slides available to you. Let's kind of
begin now with currently where we are in terns of the
OrC nar ket pl ace.

As we've heard, there are currently two
cl asses of products that are available OIC. The first
ones that have been out there the longest are the
antacids that are approved for the relief of

heartburn, that are actually indicated for the relief
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of heartburn only.

The H-receptor antagonists, also known as
the acid reducers, are approved for relief of
heartburn and prevention of heartburn as related to a
nmeal at different specified tinmes depending on the
nature of the product.

As we have also heard today, Prilosec 1 is
not |ooking for these two indications but are | ooking
for the indication as a prevention of frequent
heartburn, frequent heartburn described as greater
than two episodes per week for a 24-hour period of
time.

When considering whether or not a product
should go from the prescription to the OIC arena,
there are a variety of different places where we stop
to look in the decision maki ng process.

W |ook for the Dbenefit-risk. The
consuner's ability to self-diagnose and self-treat the
condi tion. The consuner's ability to understand
| abeling instructions including nonitoring, follow up
care, and treatnent.

The ability of the consumer to understand
what the goal is that they should reach from the
treatnent and if they've attained it. And the ability

to recognize any toxicity and, again, to understand
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what to do about it if toxicity does occur.

This is an old slide and I'Il just kind of
run through it very sinply again to conpare and to
contrast the prescription versus the OIC nmarketpl ace.

When we have prescription drugs what we think about
are patients.

Patients have a disease or a condition
t hat requires nmonitoring and requires per haps
prescription medi cati on whi ch t he heal t hcare
practitioner is the one who prescribes what s
appropriate and follows the patient to nake sure that
no adverse effects occur.

On the other hand, we have the OTC drugs.

In the OTC drugs the patient actually is the consuner
and they are seeking to relieve sonme kind of synptons
when they go to purchase a product. No prescription
is needed and the consuner may or nmay not have the
benefit of sonebody to give them advice at the point
of purchase dependi ng upon whet her or not they buy the
pr oduct .

So clearly t he | abel i ng nmust be
under st andabl e enough for a consumer to understand
whi ch product they mght want to buy or choose to get
t he maxi num benefit that they may achieve which would

be the relief of their synptons for very little cost
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whi ch woul d be an adverse event.

Ve have al so hear d earlier t oday
descriptions  about the actual use and | abel
conprehension trials. These are conducted on nost
products that originally switch from the prescription
to the OTC world to be able to understand a little bit
about consuners behavi or for using these products.

These studies are ainmed at |ooking at the
consuner's ability to self-select, ability to use the
correct dosage for the specified time on the | abel
the ability to identify when to see a physician, the
ability to identify serious as well as any adverse
events, and the ability to avoid any interacting
dr ugs.

Wth that, | wuld now like to turn
slightly to the issue -- to change gears a little bit
and just try and talk a little bit about the issues
for the discussion before you.

As you'll see, this is a brief sunmary of
the questions that you have in your package. But
these are sone of the salient points again that we
want you to focus on.

The first would be as the sponsor
identified an appropriate target population? When

answering this question, we would like you to think
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about the synptomatic overlap with GERD. Wat happens

to consuners who have |ess than two episodes a week of
heartburn use the product. The issue of relative
contrai ndi cati ons.

The issue of recurrence of synptons after
di sconti nui ng therapy. The issue of chronicity of
therapy; that 1is, repeat dosings since the |abel
indicates that the treatnent is only for 14 days and
synptons nmay recur and consunmers nay need further
advi ce or may choose to use the product again.

And what to do about the acute synptons since people
may again have acute pain that they want to have
relieved.

Further, other issues that you wll be
asked to address woul d be has the sponsor denonstrated
that the consumer can adequately self-select to use
the product. Did consuners with recurrence understand
how to use the product. And has the sponsor proposed
an acceptable duration of therapy for OIC use
remenbering that the OTC proposed |abel is for 14 days
and the currently proposed -- the currently approved
prescription labeling is for 28 for treatnment of CGERD

Also for issue is part of the discussion
would be the short-term versus chronic intermttent

use of the product. The issues which we discussed
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earlier about delayed diagnosis of a potential serious
condition and concerns about rebound or recurrence
after discontinuing treatnent.

Finally, we wll ask you to address the
approvability. Has the sponsor provided sufficient
information to support the approval of OTC Prilosec 1
for the treatnent of frequent heartburn.

In answering this last question, if your
answer is yes, we would also like you to address the
possibility of if there is any additional informtion
that you mght feel mght be needed to give that
answer such as additional information from the
sponsor, a Phase IV commtnent, further |abeling,
nodi fications that would help you to arrive at that
deci si on.

If the answer is no, we would also I|ike
you to give very succinct reasoning as to why and what
kinds of things the sponsor mght do to be able to
eventually conbat or to be able to further deliberate
on this issue.

Wth that, | wuld like to turn the
neeting now back over to Dr. Cantilena to begin the
afternoon' s di scussi on.

DR CANTI LENA: Ckay. Thank you, Dr. Katz

for that excellent summary and | think sort of the
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begi nning to hel p us focus on our discussion.

Wiat | would like to do now is open the
sort of general discussion of the issues and we'll try
it just going in an open fashion. If it |ooks like
we're not getting anywhere, then we'll sort of go
i ssue by issue using Dr. Katz' handout. | would el ect
not to do that to potentially inhibit individuals if
we just start that way.

| would like to hear, for exanple, from
sone of the G nenbers about the issues that Dr. Katz
has just talked about, but there are other inportant
issues that can also be discussed. At this point
let's just open it for general discussion. Wul d
anyone |like to start?

Are we ready to answer the questions?
Just kidding. Dr. Johnson.

DR JOHNSON: As a non-gastroenterol ogi st
| would like to hear what the definition or the
difference is between frequent heartburn and CGERD.

DR. CANTI LENA: Are you a
gastroenterol ogi st, Dr. Brass?

DR BRASS. Yes. No, but | thought about
this question for two years in the context -- nonstop
-- in the context of this particular switch and have

concl uded that Dr. Johnson's question is theol ogic and
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that there s, in fact, no rmeani ngf ul answer,
differentiation, and that focusing on the question
becones a distracti on.

Cearly while our evolution in the past 15
years of understanding about upper G pathology has
led to both changes in our |abeling of individual
patients and our nanagenent of individual patients.
Fromthe patient's perspective nothing has changed.

They have this synptom of chronic
heartburn and they frankly don't care what you call
it. Also there is no doubt in nmy mnd that patients
who are in this cohort that we are tal king about now,
however, we |abel them are currently being treated
with OTC nedications. VW are not, in ny opinion,
openi ng up a vast new popul ati on.

W are shifting a population that is
currently being treated wth OIC and considering an
option of another OIC paradigm for that sane
popul ati on whatever you label them | don't think it
matters. Nor do | think it matters to a prinmary care
physi cian who has a patient conme in with these sets of
conpl ai nts. Again, they wll treat that without
differentiation.

DR CANTI LENA: Comments from ot her

menbers of the commttee? Dr. Cryer?
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DR CRYER | take a slightly different

view to the answer to that question. | think it is a
matter that is sonething nore than theologic. | think
it is, in fact, a very practical issue. | think it is
actually, in fact, the <crux of the issue being
di scussed.

That is if you look at the currently
reconmended treatnent guidelines for the nmanagenent of
the synptom of heartburn versus the treatnent of a
chronic disease such as GERD it is critical what we
are actually -- how we are actually categorizing
what's bei ng descri bed as frequent heartburn.

So it is an issue really in ny mnd of
semantics but looking at the actual data, and this
gets to the crux of the question that | asked earlier
what is the actual distribution of frequency of
heartburn that was experienced in the patients who
were evaluated in the trial.

W were provided data here. | guess this
was in Dr. Shetty's discussion. In this patient
population it looks like to ne that 50 percent of the
pati ent popul ation or greater was experiencing
heartburn four tinmes per week or greater. In fact, 40
percent of the people have heartburn six or seven days

a week. As a gastroenterologist | would call that
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| think if you look at the current
managenent guidelines as suggested, for exanple, by
prof essional associations such as the ACG that
dictates a specific treatnent course that is not one
that is episodic or that is associated with short-term
treat ment.

DR CANTI LENA: Bryron, | think sort of
the issue of duration of therapy is sonething that we
are asked to comment on specifically. ' m sure that
will be sonmething that is very inportant.

G her comments? Yes, Dr. LaMont.

DR LaMONT: ' m a gastroenterol ogi st and
| would like to side with the first speaker. [''m
sorry, | can't read your nane fromthis distance.

DR BRASS: Since you agree | wll

identify nyself as Eric Brass.

DR LaMONT: Excuse ne, FEric. | woul d
like to quote fromthe previous neeting that was held
her e. Dr. Sid Cohen was a nenber of the group that
del i berated on this. Perhaps that is where the idea
about religion cane in. He said, "Are you trying to
make a distinction between CGERD and heartburn?” I
don't see how you can do it. | don't know a

di fference.
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| think if you filled the room wth a
group of Talmudic scholars, they couldn't tell you
ei t her. There is no difference. | agree. | don't
think we should spend a lot of tinme trying to tease
this out because | don't think it's relevant to the
di scussi on.

DR CANTILENA: As you see it, is it sort
of just a question of severity in terns of the nunber
of epi sodes a week?

DR LaMONT: It's likely that the vast
majority, greater than 90 percent of patients that
have the synptom of heartburn, have refl ux. Then |
guess we're going to argue about the word "di sease.”
Is it a disease? Do they have end organ histologic
changes in the esophagus?

| don't think it matters because whether
or not they have erosions or not, or Barrett's or not,
or whatever it is, relies on control of acid and that
is precisely what the nedication does. | don't see it
as rel evant.

DR CANTI LENA:  Ckay.

DR CRYER If | may have a rebuttal to ny
coll eague's opinion. | agree that the definition, the
semantics, really are not relevant. | guess what ny

position is is that the course of treatnment really is
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dictated by the severity or the frequency of whatever
it is that we're describing.
For individuals who have nore frequent

di sease, that would likely require either nore potent,

nore aggressive therapy or | onger duration is
essentially the point that | think we actually agree
on.

DR CANTILENA: Dr. Fogel.

DR FOGEL: I think | agree with Dr.
LaMont, although after the comment conmes out you may
think that | disagree with him

The majority of patients who have refl ux
synptons who have heartburn have what 1is called
nonerosi ve reflux di sease where there is no structural
danage to the esophagus. Qur professional society
says that it is okay to treat people with synptons
actually for four to six weeks wthout doing any
i nvestigation. The concept of treating someone for
two weeks, or even four weeks with an over-the-counter
nmedi cation certainly is within the range of what is
accept abl e.

The concern that | have is that the use of
this drug may renove the physicians from the care of
patients wth esophageal reflux. If you have a

treatnent that is available over the counter that
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renoves your synptons, there is no need to see a
doct or. What we know is that a percentage of these
people will have Barrett's Esophagus.

A percentage of these people wll have
erosive esophagitis which requires nbre aggressive
treat ment. VW won't be able to identify and treat
them appropriately because of the fact that their
synptons will be controlled with this over-the-counter
medi cati on.

The greater concern to ne is not the two
weeks of treatnent which the sponsor has suggested but
what happens to the people who take the nedication
nore than tw ce. From the wuse data and the
conprehension data, it appears that is a significant
risk.

DR CANTI LENA: | have just a quick
question for the G doctors. A comment was nade at
the beginning of the sponsor talk about when you
normally start soneone on a PPl you go through sone
screeni ng questi ons.

| guess ny question to you as sone
specialist is will that interaction, will sort of the
information that you gain in that sort of history, can
that be substituted by the |abel? Are you confortable

with that substitution, the interaction that you have

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

220

version on the box on the shel f?

DR FOGEL: Mst of the patients who cone

to the people in our practice, and | guess for nost
gastroenterol ogy practices, are already on PPI. They
are already receiving nedication. These are drugs

that are prescribed by the primary care physicians. |
guess the question is whether the primary care doctors
ask those questi ons.

DR CANTI LENA: Any other coments from
G@? Then we'll go to prinmary care.

CGo ahead, Ed.

DR dLLI AM My question goes to the
actual wuse trial. It's at the three-nonth follow up
nore than 58 percent had their heartburn return but
only 20 percent went to their healthcare provider.
M/ question to our G folks is how much does that
concern them and do we need to have stronger | abeling
for followup if your heartburn returns.

DR CANTILENA: Dr. LaMont.

DR LaMONT: Yeah, | can start. W have
already discovered in discussions during the break
that there is a big range in how frequently or how
soon we decide to endoscope patients and |ook for
di sease.

There's one group that woul d say you don't
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have to start looking for Barrett's until you' ve had
heartburn for 10 years which is what a Ilot of
gastroenterol ogi sts do. That leaves a |lot of time for
starting and stoppi ng nedi cati ons.

QG hers feel, for exanple, Peter Karil osys,
a noted esophagologist, he says any patient who
requi res continuous mnai ntenance nedical therapy shoul d
undergo endoscopy to rule our Barrett's Esophagus.
You have a huge range here. | think the incidence of
Barrett's is | ow

The nunber of patients with Barrett's who
get cancer is very |ow indeed. It only conprises a
tiny wedge of the entire pie of adenocarci nomas of the
esophagus. | think the danger could be easily
overstated of delaying workup, if that's what your
guestion is.

DR G LLIAM So then you wouldn't have a
problemw th t hese peopl e who have heartburn that --

DR LaMONT: Don't get studied?

DR G LLIAM -- don't get followed up and
don't see their primary care provider, whoever that
is.

DR LaMONT: Unl ess they had sonme of the
danger signals that are listed on the | abel.

DR CANTI LENA: Dr. CColdstein and Dr.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

222

Br ass.

DR GANLEY: It occurs to nme in listening
to this discussion that just as easily one could
interpret the 14 days of therapy or even, let's say,
in a certain percentage of instances a second course

of therapy as a filter as those who are relieved,

well, of course, by definition get relieved. Those
who are not clearly will be directed -- apropos Dr.
Fogel's earlier comment, wll be directed not away

from the nedical establishnment but into it truly
needing it.

DR CANTILENA: Dr. Brass.

DR BRASS: Yeah. Again, | think it
helped ne to crystalize this problem in terns of
putting it into another context. That is, | truly do
w sh everybody who had chronic uncontrolled synptons
or mnimally controlled or required chronic therapy
would, in fact, go see a healthcare professional for
advi ce.

Al the data continues to say those
patients are already out there not getting advice.
Look at the entry cohort. The entry cohort into the
actual use study and other cohorts we've seen
presented here and a nunber of other studies. There

is no doubt in ny mnd these patients are out here.
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To say that just because they happen to
use this OIC product versus another, there is a
di fferent expectation. I don't think it's realistic.
The fact that we are directing a portion of the
cohort, though not as large a cohort, mght be
interpreted as sonme positive inmpact. | think again in
ny thinking the fact that these patients are out there
right now self-treating is really critical to
providing a context for what the inpact is going to
be.

DR CANTILENA: Dr. Camlleri.

DR CAM LLER: Just to expand on that
point but to give it a slightly different twst, |
bel i eve marketing studies have been done with regard
to the prescription practices for PPIs. It certainly
appears that at |east 50 percent from ny recollection
-- and the sponsor's nmay have a nore accurate
assessnment -- at least 50 percent of prescribed PPls
is still for the synptons of heartburn and CGERD.

To dismss this as a nondoctor oriented
issue that is dealt with entirely in the comunity
with over-the-counter preparations | think would also
be an error.

DR CANTILENA: That's a very good point.

O her gener al conment s or specific
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comments? Yes.

DR NEI LL: Richard Neill. I'ma famly
doctor at the University of Pennsylvania. | sat
through the neeting two years ago when we were
presented data about the 10 and 20 mlligram dose and
| appreciate the work that the sponsor has done to
address sone of the concerns that were raised then.

M/ renenbrance is not as clear as the
transcript in our book, but to summarize ny nenory
this conbined group felt that the 20 mlligram dose
was safe and effective, the patients could self-
select. W asked for an indication that would fit.

It seens |ike you have conme up with that
in this frequent or recurrent heartburn. | think it's
appropriate if we discuss sone of the concerns about
whether or not allowing a nedication |like this over-
the-counter is going to result in patients who never
cone in to see the physician or a healthcare provider,
and yet it's clear those patients are already there.

They are already taking other nedicines.
There are also obviously other contributors to
Barrett's Esophagus and norbidities that face those
pati ents which have never been discussed by the group
and probably aren't the proper topic for us, but

which, | think, put the risk of Prilosec in tiny, tiny
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perspective given the risks that they bring to the
t abl e.

| guess what |I'm doing is building up to
an overall conclusion of the things that |'ve heard.
It certainly seens to nme |ike sonething that ought to
be approvabl e. | guess | would like to get on to
answering the specific questions about the advice that
FDA staff is |looking at since nuch of the discussion
that we're having now seens to remnd ne of what we
tal ked about two years ago.

| don't think we're talking about safety
and efficacy today. W did that two years ago. I
think we're talking about patient selection for this
indication and labeling and |abel conprehension for
this indication.

DR CANTI LENA: | think that is exactly
what we're tal king about. W have to nake sure that
everyone is on the same page and everyone s
confortable with having an understanding so we can go
f orward.

Any ot her general coments before we start
to address the questions? One nore. Dr. Cryer.

DR CRYER Actually 1'Il followup on a
point actually that was raised by both Dr. Coldstein

and Dr. Brass. | guess it's the issue of how we see,
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or how maybe we m ght discuss the differences between
kind of the acid reduction therapies, the currently
avai | abl e H-bl ockers and how would that differ wth
respect to OTC use and kind of ny viewon it.

| agree entirely with you. W're talking
about a very safe and effective class of nedication,
specifically the PPIs. I think the major difference
with respect to the consuner and OIC use is selecting
out severity of synptons or selecting out severity of
di sease, however we call it.

Wth the H-blockers clearly there is
going to be a population of individuals who are not
effectively treated by H-blockers. In many instances
that would likely drive themto further eval uation.

In contrast with a proton punp inhibitor,
for exanple, providing free access, open access to a
consunmer, there would likely be a greater popul ation
of individuals who would be nore effectively treated
and, therefore, we are selecting out nore severe
di sease that mght have otherw se have gone on for
medi cal attention.

| guess one discussion point, at |east for
consideration, is what would be the consequence of
having selected out t hat nore severe disease

popul ation by having treated themw th the proton punp
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inhibitor in an OTC fashion and are those consequences
significant clinically with respect to other down-the-
road consequences of not having involved a healthcare
provider for nore severe disease.

DR CANTI LENA: I think that is a very
good point. Also the fact that these individuals wll
probably recurrently treat thenselves inadequately
possi bly and what are the consequences of that which
hasn't been studied obviously. W have to sort of
estimate that with our experti se.

Dr. Brass and then Dr. Celler.

DR BRASS. Yes. | think the proposition
posed is a very fair one. | think it is part of the
crux of the issue. Agai n, having thought about it,
where | cane out is that to sone degree it's the

ability of the individual consumer to replicate the
enpiric therapy that would be done as a first round
therapy for a healthcare provider setting.

Though the duration mght be different in
a heal thcare provider recommendation, that an enpiric
treatnent with PPl would be done and if synptomatic
benefit was taken over a period of time people would
be happy and no further evaluation would be done. |If
t hat enpiric therapy was i neffective, further

evaluation would be done and that is certainly the
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intent of the |abeling. Form a first-round decision
' mvery confortable.

The concern is whether or not the warning
will be conpletely ignored and you'll get large
percentages sinply going on continuous OTC therapy and
m ssing a cohort of unknown size both in terns of what
percentage of patients wll do that and what
percentage of the cohort is at risk if they do that
and what your judgenent is on that relative size. I
guess ny bias is currently that is not a |arge product
if you look at the two different groups.

DR CANTI LENA: W have Dr. GCeller and
then Dr. Levine.

DR CELLER A second concern aside from
the continuous administration that | have is how to
wite the label clearly for distinguishing between
relief and prevention. | don't think that the conpany
has succeeded in that and | don't know howto do it.

DR CANTI LENA: Dr. Levine and then Dr.

LaMont .

DR LEVI NE I'd like to nmake the point
that in my experience | have a lot of confidence in
patients with chronic heartburn. They know their
di sease. They can alnpbst tease out and tell the
physi ci an when they cone in, "I tried Hs. | tried one
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and | tried two pills, etc., of the pill you gave ne."

One of the interesting things is the day-
con score or the daily average consunption scores that
peopl e who take Prilosec for chronic disease. Sone 27
mllion Amrericans have nocturnal classical reflux. O
that group a large proportion have classical GERD.
Maybe erosive or nonerosive gastritis.

The average score was 1.6 for PPl so they

are actually taking nore than one a day. | do suspect
realistically patients will decide if they have nore
severe synptons they will try to relieve it with nore
than one pill a day necessarily.

| think we ought to give a little nore
confidence to the people out there wth chronic
heart burn because they do know their disease. Mst of
them -- many of them have been to doctors before.

| agree entirely with Dr. LaMont. | think
the physician has to get into the loop but |I'm not
sure the physician has to get into the |oop soon and
with the advice and counsel of the patient we can
probably do a pretty good j ob.

DR CANTI LENA:  Thank you.

Dr. LaMont.
DR LaMONT: | would just like to extend
that a little bit. In fact, there is some data from
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the Bardhan study that was reviewed this norning that
about half of the patients would have sone kind of
recurrence so it's a big nunber

What happens when patients recur if they
go to a healthcare provider be it a primary care
physician or a specialist they would probably be put
on onmeprazole. In fact, the people that I would worry
nore about are those that don't respond. Maybe they
have sonet hi ng el se.

Maybe it's really gallstone disease or
angi pectis or sonmething else. | don't think a lot is
going to be lost by patients continuing this
nmedi cation for a period of tine because it's precisely
what we're going to do anyway in the vast majority

wi t hout a bi g workup

DR CANTI LENA: Ckay. | would like to
move -- if there are no strenuous objections | would
like to nmove to the questions. W will not read the
big preanble under background and we'll junp to

subject area No. 1 which is popul ation.

The first question is, "Is it acceptable
that sone patients with GERD plus or mnus erosive
esophagitis self-treat with OIC nedication?" \Wat |
would like to do is first get a show of hands and then

we'll go around and have you explain the circunstances
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t hat it's either acceptable or not accept abl e
dependi ng on your vote.

Let's say all in favor -- all in agreenent
that it is acceptable to self-treat with Prilosec --
excuse ne, with an OIC nedication for this problem
rai se your hand. Al in favor? Al opposed? Any
abst enti ons?

Cay. The vote was 16 to 2 with the

negative votes comng from Dr. Cyer and M. Cohen.

If I can actually ask Dr. Cyer to conment on why he
said no and then we'll ask everyone el se.

DR CRYER There are two principle
concerns. | guess part of it has to do with the

duration of the therapy that is required for, and the
guestion is specific, GERD plus or mnus erosive
esophagi ti s.

W've seen that and we know from
experience that while the PPIs are very effective, the
duration of therapy that would be required in an OIC
setting is likely to be nore than 14 days,
particularly for someone who has erosive esophagitis.

Once these individuals conme off of this
t herapy, the efficacy studies indicate that there wll
be a 75 percent recurrence of synptons of frequent

heartburn wthin three days after cessation of
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t her apy.

So it's not so much the initiation of
therapy but the expectation that there wll be a
durable response wth only short-term and the
conti nued requirenent for prol onged therapy.

Look at the popul ation overall of the mean
results than sone aspects of the presentations today
dependi ng on whose presentation you listen to, either
the FDA's or the sponsor's. For the group overall it
| ooks |i ke nmany people are able -- not all are able to
self-medi cate. That definitely changes in 10 percent
of the population that was low |literacy.

The thing that just sticks out in ny mnd
is that there was a 50 percent response rate in terns
of the label conprehension for individuals who fell
into that category. I think from a public health
perspective and a public health concern, |I'm just not
SO0 sure that even though we are potentially providing
greater access for them that that would be the
appropriate thing to do for that specific subsection

of the popul ation.

DR CANTI LENA: | agree with you on that
and we wll have an opportunity further down the
questions to talk about that. | think that is a very

inmportant point and | agree with you in that regard.
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Ms. Cohen, can | call on you to ask why

you vot ed no?

M5. COHEN. Dr. Cryer is very eloquent and
| have a feeling you' re tal king about people. W get
a little esoteric and we talk about all the people
seeing physicians. | would like to talk about all the
people who are not, the 44 mllion who don't have
heal t h i nsurance.

I'm  concerned about relief ver sus
preventi on. I'"m concerned that people have serious
probl ens and these mght take care tenporarily for 14
days, but they can't afford to go see a physician. |
am concerned about direct advertising to consumers.
Wiat's going to be said to then? How nuch infornmation
is going to be given to then? How nuch are they going
to know about relief or its periodic? | just feel
that the labeling is inadequate. I"'m just worried
that we have to think about the consumers out there.

Dr. Cyer, | have a feeling you deal wth
people and | work in sone areas in the comunity
It's not esoteric. |It's really people just being able
to manage and can't afford a lot of things. | want to
make sure that people can take | ess expensive products
that will take care of the problem

| ' m concerned about those who have seri ous
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problens. Not everybody knows what angina is or a |ot
of things. | don't think there's enough information
to hel p our consuners.

| repeat again | am very concerned about
direct advertising to consuners. VW have to educate
consuners about diet and prevention and rmaybe sone of
that will take care of needing to take any nedication.

DR CANTI LENA: Cay. Thank you very
much. Thank you for your coments.

The next question that we're asked to deal
with is in the category of self-selection. The
guestion is, "Has the sponsor denonstrated that

consuners with heartburn can adequately self-select

use of Prilosec 1?" | think with this question we'l]l
also do simlar style of voting. W'Il vote by a show
of hands and then we'll go around to get individua

opi nions if needed.

Let me call for the vote. The vote is all
who agree that the sponsor has denonstrated that
consuners can adequately self-select for the use of
this product, please raise your hand.

Al who feel that the sponsors have not
adequately denonstrated that consumers with heartburn
can adequately self-select for the use of the product,

pl ease rai se your hand.
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Ckay. Any abstentions? Anyone abstain?

Dr. Fogel, | think we m ssed your hand.

DR FOGEL: | thought that they had shown.

DR CANTI LENA: Ckay. So he was a yes.
So the final vote was three yes, 15 no. I think in
this case maybe if we go around the table and just ask
for individual opinions.

DR TITUS: I want to enter into the
record the three yes votes were Drs. Brass, Levine,
and Fogel . The remai ning votes are obvious from the
record then.

DR CANTI LENA: Ckay. Thank you. Wy
don't we start on this side of the table with Dr.
Davi dof f . | f you could, explain your answer or your
vote, please.

DR DAVI DOFF: There are a couple of
levels. One is that the actual use study was based on
peopl e who had actually read the | abel. But we also
know from a nunber of pieces of information, sone of
which you' ve gotten today, that a very sizable
proportion of people don't even read the l|abel to
start wth which changes the denom nator very
substantial ly.

On top of which, although there is sone

argunent about interpreting the data, it does |ook
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like a very substantial proportion of people select
t hensel ves inappropriately no matter how you | ook at
t he actual data of people who have read the | abel.

DR CANTILENA: Dr. LalMont.

DR LaMONT: Yes. M concern is about how
many times they mght use it in a year and it may not
be appropriate for this particular question of self-
sel ecti on. My concern is how many times it can be
used over a period of tine. | don't think the [ abel
tells us about that.

DR CANTILENA: Dr. Patten.

DR PATTEN Yes. My understanding is
that 24 percent of the self-selection population
incorrectly self-selected thenselves. To ne that's a
hi gh percent age, unacceptably high.

DR CANTI LENA:  Thank you.

Dr. Lam

DR LAM | have the sanme concern as Dr.
Patten that some of the data provided did not actually
provide sufficient evidence that the consuner can
adequately sel f-sel ect the product.

DR CANTI LENA:  Thank you.

Dr. Levine.

DR LEVI NE: My concern is that a |lot of

patients wll not look at that Iabel and we all
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recogni ze that whatever the |abel shows. The ot her
day | looked at the Pepcid AC |abel just because I
haven't seen an OIC |label and | was very inpressed
with bold print, red strips. | think that is very

i nportant when you get into |abeling.

| do think ny vote was yes wth the
provi sal and thought that there would have to be sone
type of educational canpaign at the level of the
pharmaci st, etc. | gave credit to the fact that there
is a group that won't even look at it but that we
absol utely need sonme type of educational canpaign.

DR CANTI LENA:  Thank you.

Dr. Glliam

DR G LLIAM My comments reflect Dr.
Davi dof f . | do want to conmend the sponsor on
especially the packaging which 1 think is actually
pretty good. It's just that we know that nost people
don't read the package inserts or, again, the cartons.

If we can do, again, nore education to get
people to actually read these and follow the
directions on the label, then | would be in favor of
it.

DR CANTILENA: Ms. Cohen.

M5. COHEN: If | may read, please. This

is on page 3. "Thirty-three percent took the drug for

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

238
| ess than 14 days. Only 48 percent of them had spoken

with their physician within the last year. Thirty-
five percent had not spoken to a healthcare provider
at all."

DR CANTILENA: Dr. Neill.

DR NEI LL: | actually had a hard tine
voting no because while | agree that the data suggest
from the actual use study that patients can't self-
select, of those that selected inappropriately, the
majority of those seemed to be patients who had
heartburn less than once per week and sinply are
taking a very effective nedicine for their not as
severe condi tion.

The remminder that fall into that group,
the majority of those appear to have conditions for
whi ch the consequences of incorrectly self-selecting
are meani ngl ess. Wiile | voted no, that they can't
self-select, it doesn't seemto matter rmuch.

None of the things that |1've heard so far
are different for this product and this |abeling than
what 1've heard related to other OIC products that
require patient self-diagnosis of a condition that nay
mask or represent other inportant problens. This is a
long way of saying while patients may not be able to

self-select perfectly, it's acceptable to ne.
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DR CANTI LENA: Ckay. Dr. d app.

DR CLAPP: | find the package | abeling
anbi guous and a little confusing. | can see room for
lots of error. First of all, notifying your doctor if

you've had heartburn for three nonths or |onger
without talking to vyour doctor seens a little
sequitis. |I'msure that's an area that can |eave lots
of question in terns of interpretation.

One of ny other problens is | don't see a
clearly stated relative contraindication of saying --
not contraindication but saying that there is no acute
synptomatic relief with this medication

Thirdly, | think that it should be stated
on the panel that there is no expectation that the
drug will work for you sooner than two or three days.

Wth those things in mnd, | don't think it helps the
popul ati on adequately select for this drug.

DR CANTILENA: Dr. Celler.

DR CGELLER | thought that there were two
i ssues that weren't addressed by the sponsors. One of
them is repeat use because their study is only about
using the drugs for 14 days. The other is whether
patients expected relief -- immediate relief rather
than just prevention. These were not addressed.

DR CANTI LENA: Dr. Uden.
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DR UDEN: | basically voted no on the

principle that the sponsor doesn't go into doing their
-- we haven't asked you do so that's why it's on
principle -- go into their |abel conprehension studies
with a benchmark that they are going to try to achieve
in all the populations that they are studying.

|"'mstill concerned about the low |iteracy
group in ternms of their wunderstanding the present
| abel at 50 percent. M final concern, and Dr. C app
touched on this, is that | think if we are concerned
about the individuals who have episodic heartburn |ess
than two episodes per week, that there has to be
somewhere in the |abel sone expectations for efficacy
of the product, that it's not going to work for a day
or two or three.

DR CANTILENA: Dr. WIIians.

DR WLLI AVE: M/ vote no was purely on
the basis that we know that people can identify

heartburn but specifically for Prilosec 1 there is an

indication for the prevention of heartburn. | think
too many people will look at the box and mss their
di agnosi s of prevention. | think that the sponsor

should provide a little bit nore caution as to it's
use, especially for prevention as its main focus.

DR CANTILENA: Dr. Fogel.
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DR FOCGEL: | voted yes for the sane

reasons that Dr. Neill voted no. O the 290 people, |
think it was 169 were taking the drug because they had
heartburn less than one day a week. They were just
wasting their noney.

Among those who had contraindi cated
synptons and contraindicated nedications it's not
really clear what the actual nedical risk is. | agree
with the other comments nade around the table that the
| abeling could be substantially inmproved but | think
that the sponsor is noving in the right direction.

DR CANTILENA: Dr. Camlleri.

DR CAM LLERI: Two points. One has
al ready been made. One in four patients got it wong
in the self-selection process. The second is | still
think that the deselection study is an inportant one
internms of risk managenent.

I think that the sanple size was
i nsufficient. Even probably the study setting in a
kiosk in a nmall probably didn't really address the
qguestion in the right study popul ation.

| don't think that this is a show stopper.

This is the sort of study that can be done in the
future in terns of making sure that risk can be

managed because it is a very snmall quantitative risk.
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DR CANTI LENA: Dr. Brass.

DR BRASS: | voted yes. Il was so
i npressed by the use of the word sepisodically that I
just had to vote yes.

DR CANTI LENA:  Thank you, Dr. Brass.

DR BRASS: W were forced to vote black
and white on a gray question. Clearly ny yes vote
does not reflect nmy opinion that the label is perfect
and there are not things that can be done to inprove
it.

Key to ny vote was the word "adequately."

The inplications of that word in terns of the
deci sion nmaking in this cohort. I think that we have
to be very careful about our expectations about actual
use studies and | abel conprehensi on studi es.

Those of you who have not |ooked at |ots
of these studies and understand the kind of protocols
and the nechanisns and the all-coners type of data, |
nean, to pretend that these nunbers have absolute
significance, | think, is really overextrapol ati ng.

My standard is always intinmately related
to an understanding of the consequences of getting it
wong. And as has been pointed out by several of ny
coll eagues, that in terns of the self-selection

criteria the errors would be of no clinical
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significance and would be auto-correcting in terns of
subsequent decisions based on the experience of the
incorrect selection and represent, therefore, no
incremental risk froma public health or an individual
subj ect perspective. Therefore, | voted yes.

DR CANTI LENA: You are sort of rolling
guestion five into question two basically.

DR BRASS. Everybody else was rolling the
| abel into it and redosing.

DR CANTI LENA: That's all right. You
don't have to apol ogi ze.

Dr. Cyer.

DR CRYER The reasons in support of ny
vote no have al ready been stat ed.

DR CANTI LENA: Dr. Johnson.

DR JOHNSON: | voted no but it was,
again, sort of a difficult no vote on a gray question.

| felt that strictly speaking they hadn't adequately

shown, but | agree with Dr. Neill and others that
t hose who selected incorrectly is probably clinically
irrelevant.

DR CANTI LENA: Comments from Dr. Alfano
and Dr. Col dstein.

DR ALFANO | would have voted yes on the

basis that people are already self-selecting products

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

244

over the counter to nmanage this condition de facto. |
t hought there was a reasonable job done to achieve
better education wth the |abel. | do Dbelieve,
t hough, as has been stated several tinmes, the |abel
coul d be i nproved.

DR GOLDSTEIN: | would have voted as well
yes, but | would |like to nake an observation to
address directly something that Dr. Levine said and
indirectly other nenbers of the panel and which the
sponsor cannot nake.

It is wdely acknowl edged wthin our
industry that they are probably the best at addressing
t he consuner. They have had |ong experience in a
variety of fields. And | think in ternms of education
the concern of Dr. Levine and, indeed, of all of us I
think they will develop the prograns and are certainly
able to and have done so in the past to address that
particul ar issue.

DR CANTI LENA: Thank you. W are on to
subj ect area nunber three.

DR PEURA: (Inaudible.)

DR CANTI LENA: I"m sorry? Is there a
conment you want to nake?

DR PEURA: A couple of comments that |

have heard repeatedly around the table that | really
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would like to just respond to. One is the comment
about 50 percent self-selection wthin the |ow
literate population in the |abel conprehension study.

DR HOUN: | just want to make sure from
the Advisory Commttee rules is this okay to have an
open discussion now? |Is it going to influence further
guestions? | just don't want to have --

DR CANTI LENA: | under st and. In fact,
why don't we just say if you have a specific comrent
that would correct sonething that has been stated
incorrectly, that would be good. Qher than that, we
have to go on wth the questions. If there was
sonething that was assuned that is not factually
correct that you have data for, sure, that's fine. |If
we are going off --

DR PEURA: Well, the statenent that | was
goi ng to addr ess 'S t hat t he 50 per cent
conprehensional lowlit in the |abel conprehension is
factually correct. | think we lose cite that in the
actual use study the lowlit nunbers were considerably
hi gher than that.

Also the question of whet her it's
effective on the first day or not. The drug does
begin to becone effective on the first day. The first

day is statistically significant. It's not like it
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doesn't work then.

DR CANTI LENA: Ckay. The point is that
the actual use data is a little bit different than the
conpr ehensi on st udy.

DR UDEN. | absolutely understand that it
starts working the first day. Wen do they appreciate
their synptom resolution, though? That was ny
concer n.

DR PEURA: W have data on synptom
resol ution on day one. They do appreciate it.

DR CANTI LENA: Ckay. Thank you. Let's
go ahead and get back to subject area three, actual
use. The specific question is, "D d consuners who had
a recurrence of heart burn synpt ons respond
appropriatel y?"

They want you to specifically comrent on
the likelihood that consumers will seek advice from a
heal thcare professional or the Ilikelihood of the
consuner using the product again w thout the advice of
a heal t hcare professional.

DR CELLER Could | address the quality
of the question?

DR CANTI LENA:  Actually --

DR CELLER I don't think the studies

wer e designed to answer this question.
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DR CANTI LENA: | think here they are

actually asking for advice based on your experience,
your specialty and expertise. The questions have been
revi sed, edited, thought about, and we are just going

totry to answer the questions as witten.

In the comments that | wll solicit from
everyone, you are certainly free to say, "If you had
asked me X, | would have said Y." | think for the

purposes of the commttee, why don't we just stick
with the programas they say.

DR LEVINE: M. Chairman.

DR CANTI LENA: W is tal king?

DR LEVINE: Dr. Levine here.

DR CANTI LENA:  Ckay.

DR LEVINE: Could you possibly since this
| eads into nunber four, | think, directly, could you
conbine three and four? Sone of our answers would
conpl ete be dependent on the duration of therapy.

DR CANTI LENA: | understand that but
there is a specific reason why they want to separate
these out internally with the divisions. V' ve had
this conversation. That was ny first suggestion as
wel | and then the explanation, I t hi nk, was
satisfactory. It will take a little bit nore tinme but

we are significantly ahead of schedul e.
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DR FOCGEL: M. Chairman, | also have a

guestion. There is a great variation in treatnment of
peopl e who have recurrent synptons. What exactly is
the appropriate treatnment that they shoul d have done?

DR CANTI LENA: | actually think that
would be in your mnd what you think they should have
done. VW would ask you to explain that as we go
around the table because you are exactly right.
Really sort of depending on your specific views, that
certainly can change. There is no gold standard that
i s accept ed.
| agree it's a difficult question but there are a |ot
of reasons why we will answer the question so we wll
answer the question.

kay. So as you are thinking about this,
have in mnd sort of the specific data that you are
referring to. Let nme pose the question to the
comm ttee. Al those who believe that the consuners
did respond appropriately when they had a recurrence
of heartburn synptons, please indicate 1in the
affirmati ve by raising your hand.

Al those who feel that consunmers did not
respond appropriately, please raise your hand and kept
themup for a mnute. Sandy is straining.

Cay. Can we have the nos vote again,
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pl ease. Al those who feel the consuners did not,
pl ease rai se your hand.

DR CELLER I"'m having a little trouble
finding exactly the data that 1'm | ooking for here.

DR CANTI LENA: Ckay. The recurrence data
in the actual use study.

DR PEURA: Dr. Cantilena, would you like
the slide?

DR CANTILENA:  Actually, | think we have

your slides. Correct?

DR PEURA: Yes. Slide 45.
DR CANTILENA: Slide 45.
DR CELLER That really doesn't tell us

what they did.

DR CANTI LENA:  \Wat about the FDA slide?

DR CELLER Then there is --

DR CANTI LENA: 27 on Shetty's slide.

DR CELLER  Thank you.

DR CANTILENA: Qur nunbers did not add up
so what we'll do is we'll revote here in just one

m nut e. Slide No. 27 of Dr. Shetty's presentation
It lists exactly what people did when they had their
heartburn return by percentage.

The question to the commttee is, "In your

opinion is that an appropriate response based on that
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study?" Wiat we'll do is Dr. Titus will read the no
votes and see if we m ssed anybody.

DR TITUS: The nos are Dr. Camlleri, Dr.
Cryer, Dr. O app, Davidoff, and Ms. Cohen.

Dr. Uden, are you a no?

DR UDEN. [|'ma yes.

DR TITUS: kay. So there are five nos.
That neans everybody el se voted yes.

DR CANTILENA: Hold it. There's -- okay.
There's one abstenti on.

Wiat's the final?

DR HOUN. Sandy, you should just do this
again. Yes, no, abstentions.

DR CANTILENA: Start fromthe top. Take
it from the top. Al who believe that the consumers
acted appropriately wth a recurrence of their
heart burn synptons, please raise your hand indicating
yes, that they acted appropriately. Keep your hands
up, please.

kay. Al you feel that the consuners did
not respond appropriately, please raise your hand and
keep them up. Ckay. Al who have abstai ned. Ckay.
So we have 12 yes, five no.

DR TITUS: The record needs to show that

Dr. Celler was an abstention. The remaining 12
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menbers on the commttee voted yes.

DR CANTI LENA: Ckay. Now what we woul d
like to do is to go around the table and this tine
we'll start on this side. W'Il start with the voting
menbers and then we'll cone back to Dr. Al fano and Dr.
Col dstein after we conplete the circle.

Dr. Johnson, if you could tell the FDA why
you voted the way you did.

DR JOHNSON: | voted yes. There are
several reasons for that. One, | think that the
responses of individuals probably wasn't perfect and
didn't follow necessarily the package instructions
because only 20 percent consulted a healthcare
pr of essi onal .

The majority did sonmething. Mst of them
sought other therapy, in sone cases prescription
t her apy. M/ sense is that many of them if this
product was avail abl e OIC woul d seek anot her course of
this therapy. I guess I'm not terribly concerned
about that because ny inpression is if they saw a
physician, the physician would probably give them a
course of this therapy.

DR CANTILENA:  Dr. GCyer.

DR CRYER | voted no. | agree wth

several of the comments that Dr. Johnson nade. The
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perspective | cone fromis | see the entire goal of
this is if the patients, the consuners are not
responsive to therapy, 1it's to get them to a
heal t hcare provider. That's been a recurring thene in
our di scussion today.

Looking specifically at the proposed
| abel, it states, "Do not continue beyond 14 days
unless directed by your doctor. If you frequent
heartburn continues or returns, it could be a sign of
a nore serious condition."

It's the specific statement with specific
instructions to the consunmer that recurrence could
indicate a serious condition but, nevertheless, only
20 percent of those individuals went to a healthcare
provider. | think, in ny opinion, that constitutes a
no.

DR CANTI LENA:  Thank you.

Dr. Brass.

DR BRASS. | voted yes because | rewote
the question in nmy own mnd and | posed it to nyself
as if the results of the actual use study were
replicated in the general population would you care?
No, would you mnd so | could vote yes. | won't mnd.

The point is, | don't care. It's fine.

DR CANTILENA: What did you vote anyway?
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| forget now.

DR BRASS: Because this profile if it
occurred in the general population would be okay wth
me. That apropos of Dr. Cyer's point, | would have
been very interested in the breakdown of a follow up
based on synptomatic relief during the primry
treat nent course.

In other words, did those 30 percent who
didn't respond, were they nore likely to have sought
nmedi cal attention whether or not they recurred quickly
after. In other words, how did the clinical response
predict the segregation in terns of behavi or s
afterwards, | think, would have been interesting data
to hel p address that point.

DR CANTILENA: Dr. Camlleri.

DR CAM LLERI: | voted no because |
| ooked at the actual use study as a trial run of what
woul d happen if and when this medication was approved
for the OTC market. The answer to me is unequivocally
that people did not respond appropriately in the
context of the study and the question that was being
asked.

The question that was being asked was,
"You go and see a doctor if you don't respond at the

end of these two weeks." That is the standard that we
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will need to maintain in the label in order to nake
sure that this can be wused safely in the OIC
situation. | voted no for that reason.

DR CANTI LENA:  Thank you.

Dr. Fogel .

DR FOCGEL: | voted yes. | think that for
peopl e who have a mndset of self-nedication, these
people did the right thing. It would be nice to have
a little bit nore patient information but the study
wasn't designed that way to tell us what was goi ng on,
severity of synptons, so on and so forth.

To ny way of thinking, it would be nice if
t hese people cane to doctors but a |ot of people don't
cone to the doctor for these synptons. The way they
treated thensel ves is appropriate.

It's an unrealistic expectation to expect
an over-the-counter drug to alter how people think
about heal thcare. You can't expect people to go to
t he doct or j ust because t he over -t he- count er
nmedi cati on caused them to have a recurrent -- because
they had a recurrence of their synptons when the drug
ef fect di sappear ed.

DR CANTI LENA:  Thank you.

Dr. WIlians.

DR WLLI AVE: I voted yes wth the
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understanding that at |east 20 percent of the
i ndividuals that received the product did cone to the
doctors and 20 percent that would have never gone

|''m nore optimstic about what |'m seeing than what is

negati ve.

DR CANTI LENA: Dr. Uden.

DR UDEN | voted yes because those who
didn't respond treated thenselves. | wish I could

have seen nore diet and exercise but this is Amrerica
and that's not going to happen. End of statenent.

DR CANTI LENA:  Thank you, Dr. Uden. Dr.
CGel ler.

DR CGELLER I think | should probably
change ny vote to no because | just realized that the
abstention is totally wasted so | think I"Il change ny
vote to no. | do that because 20 percent said they
consulted a healthcare provider but that nunber
probably has a bit of an overestinmate because if they
did read the label, then they would have known that
was what they were supposed to do but they may not
have done it and just said they did it.

| guess sone of the other issues raised
about questions not answered are very disturbing to
ne. In particular, at the three-nonth follow up

period there was no opportunity to go and get your
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Prilosec 1 again over the counter so | would like to
know i f patients woul d have gone back to have a second
trial of Prilosec 1. | guess I'mdistressed that none
of the studies the sponsor provides answers the
questi on about conpliance in that regard.

DR BRASS: No, the actual use study did
i nclude the opportunity to go back and buy nore.

DR CELLER But actually the period of
time is too short because over that three-nonth period
peopl e are com ng in.

DR BRASS: I"'m just correcting the
statenment that you said they didn't ook at it.

DR CELLER That was i nadequate because
peopl e coming in uniformy over the period.

DR CANTI LENA:  Thank you.

Dr. dapp, please.

DR CLAPP: As the question is posed, |
have to vote no because clearly 37 percent did not
respond as the package | abel panel instructed themto,
and that is to seek nedical advice if the treatnent
time of 14 days was not sufficient.

DR CANTILENA: Dr. Neill.

DR NEI LL: I voted yes |looking at slide
27 from Dr. Shetty's presentation and considering the

f act t hat we still haven' t settl ed what IS
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appropri ate. G ven that you are asking us to make a
deci sion about whether consuners are doing the
appropriate thing and none of us up here have reached
any consensus on what is appropriate, | trust that
staff is taking all of these coments with a |arge
grain of salt.

Having said that, of the things that they
did in the actual use study, all of those things
strike ne as being appropriate. |"ve got to tell you
| can't get 10 percent of ny patients to change their
lifestyle related to anything.

The question and the one concern that 1've
heard seens to be that not enough of these patients
have chosen to go back and see a healthcare provider
who in many instances is sinply going to tell themto
do one of the things that they have al ready done here.

One of the choices that a consuner does
not have but which nay be appropriate given the |arge
nunber that had heartburn for nore than five years is
doi ng an endoscopy.

Maybe that wll be a neeting sonetine in
the future when we have endoscopy suites in the nall
and patients can take a kit hone and they w Il check
their cholesterol on the way honme and endoscope

thenself with a little virtual endoscopy device or
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sonet hi ng.

DR CANTILENA: You'll probably be off the
conmttee by then though

DR NEILL: dadly.

DR CANTI LENA: M. Cohen, pl ease.

M5. COHEN: Dr. Neill, will you take the
endoscopy for nme? | would like to quote again because
it's the best way | can do it, the responses to the
foll owup question here, three nonths after the study
showed that 58 percent of the consunmers avail able for
the foll owup had their heartburn return.

Forty-six took an antacid heartburn
medi cati on. Twenty-seven took a prescription
heartburn nedication. 1I1t's here, 21 took an OIC acid
reducer and 20 of those contacted their healthcare
provider. There's nore.

What was the final result? They did it
but what was the final result? Dd they go to a
physi ci an? Dd they find that they had sonething
serious? | feel it's inadequate information. It
starts out and gives it but you don't know the end
results. Pardon ny Boston accent. | can't do any
better.

DR CANTI LENA:  Thank you.

Dr. Glliam
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DR G LLIAM | voted yes nostly for the
reasons Dr. Neill stated. Al so the comments that he
and Dr. Brass nade on the previous question. | really

changed by vote to the previous question in the way I
vote this tine.

DR CANTI LENA: Dr. Levine.

DR LEVI NE | voted yes mainly for the
reasons Dr. Johnson and Fogel pointed out and for ny
hope and confidence that with the next question when
we change it, possibly the duration of treatnent that
57 percent figure will plunmret to 25 or 30 percent.

DR CANTILENA: Dr. Lam

DR LAM | think the question can go
either way actually but | voted yes because, in ny
opinion, the patient did act appropriately by opting
for alternative treatnent.

DR CANTI LENA:  Dr. Patten.

DR PATTEN | voted yes based on the
information in Dr. Shetty's slide No. 27. As | take a
| ook at that, of the 57 percent who had a recurrence,
27 percent took a prescription nedication which says
to ne they are already under the care of a physician.
Then an additional 20 percent consulted a healthcare
pr of essi onal .

DR CAM LLER: Excuse ne. It's not
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addi tional .

DR PATTEN. Pardon?

DR CAM LLERI : Nowhere does it say that
it is additional.

M5. PECK: Ch, | see. kay.

DR CANTI LENA: It could be the same
person.

M5. PECK | see. Thank you for
correcting ne. At any rate, | would concur with Dr.
Neill that to have 20 percent of a population opt to

see a healthcare provider is rather inpressive.

| would |like to have seen a |onger period
of foll ow up. I"'m not sure when within that three
nonth wi ndow the recurrence occurred so | don't know
how close in time the recurrence was to a decision to
change lifestyles, see a healthcare professional, and
SO on. It's clear to nme that people are doing
sonet hi ng.

DR CANTILENA: Dr. LaMont.

DR LaMONT: Yes. | agree. In fact, |
was going to nmake the sane point that possibly nore
than 20 percent consulted a physician. | would al so
like to clarify that we don't do endoscopy on patients
who when they stop their PPl get heartburn. What we

do is put them back on the PPI. W're not |ooking to
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scope a whole bunch of patients and | ook for cancer
that have this conplaint. This would be, in nmy view,
i nappropriate use of a resource so | voted yes because
| think these behaviors are safe and appropriate.

DR CANTI LENA:  Thank you.

Dr. Davidoff.

DR DAVI DOFF: | voted no because | also
focused primarily on the issue of whether people went
to see a healthcare provider. My concerns there were
two. One is the nunber of 20 percent which | think is
a pretty squishy nunber for two reasons. One is there
was no conformation that they did as has been
nment i oned.

The other is that there is no confidence
interval so we don't have any idea what the behavior
mght be if this kind of behavior were generalized to
t he general population. This is in one small study.

But then the related question -- inportant
guestion is does it mtter whether they saw a
heal t hcare provider. | agree that very likely many
ti mes healthcare providers would have done many of the
sane things that are on this list. But the healthcare
providers m ght actually have taken a good history.

DR. CANTI LENA: Comments from Dr.

ol dstein and then Dr. Alfano and then, | think, Dr.
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Johnson had her hand up.

DR GOLDSTEIl N: The word "appropriate"
gave nme pause. It depends on how you want to
interpret the word "appropriate.” Appropriate for
whon? For traditional nedical orthodoxy or -- and |I'm
a physician -- or for thenselves? \Was the patient
acting in their own best interest? If it's nedical
ort hodoxy, then perhaps by our standards they did not
react appropriately, but if it's for thenselves, then
it's ny feeling that they acted very appropriately and
very nornal ly.

| should also point out and reinforce the
fact that as Dr. WIllians and others have pointed out,
the fact that 75 nore people were some how persuaded
to see their physician who had not is a good on the
whol e public health outcone. | would have voted
certainly yes under those circunstances.

DR CANTI LENA:  Thank you.

Dr. Alfano.

DR ALFANO |, too, thought it was a good
outcome because it was a better outcone than they had
before they entered the study in the sense that they
saw a healthcare provider or they <consulted a
heal t hcare provider at twice the rate that they did in

the prior year. Then it does look like there was a
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nodi cum of |ifestyle changes that occurred.

DR CANTI LENA:  Thank you

Dr. Johnson, did you have an additional
coment ?

DR JOHNSON: One additional coment |
wanted to make that | guess nakes ne optimstic is
that | think there is a potential in the real world
situation for this to be better. VWile | share nmany
of M. Cohen's concerns about direct-to-consuner
marketing, | think it can either be used sort of
i nappropriately or it <can be used in a very
educati onal way.

| think if the DIC marketing focuses on
reenforcing the inportance of followup, particularly
television advertising where there is a verba
nessage, followup with their physician, | think there
is the potential that there nmay be many, many nore
patients who eventually have care by their physician
than do at present.

DR CANTILENA:  Yes, Dr. Fogel. You have
an additi onal comment?

DR FOCGEL: Actually, can | ask a question
to the sponsor about the data?

DR CANTI LENA: About the data, yes,

pl ease.
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DR FOCEL: O the 57 percent that had

return of their heartburn, what was the -- do you have
any data about the response to these wvarious
treatnments? Wre they still synptomatic or did their
synptons go away with antacids, change in lifestyle,
etc.?

DR PEURA: W did not ask that question.
W only asked if it returned and what they were doing
about it.

DR CANTI LENA: Ckay. Thank you. Let us
now turn to the issue of the duration of therapy and
repeat use. The next question is, "Gven that the
treatnent for GERD with erosive esophagitis is a
m ni mum of 28 days, is the proposed 14-day duration of
t herapy acceptable for this popul ati on?"

Then | guess if you answer no, we'll ask
you in the comment period should the treatnent be
| onger. Does everyone understand the question?

Dr. Johnson.

DR JOHNSON:. Wuld it be possible for us
to have sone discussion on this? | frankly am not
confortable voting on this w thout some di scussion and
hearing from the gastroenterol ogists, their feelings
on this point.

DR CANTI LENA: Sur e. If you would Iike
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to open the discussion, go ahead and then we can ask
for their input.

DR JOHNSON. Ckay. | would like to hear
the opinions of the gastroenterol ogists. And Dr.
Brass, of course.

DR CANTI LENA: Are you going to set the
board exam soon?

DR BRASS: I think, again, in ny mnd
here is how | thought about this. I have no doubt
fromreading the literature as well as sponsor's data
that if you treat these patients for a 14-day course
of treatnent with oneprazole at 20 mlligrans per day,
a percentage of that cohort wll be synptom free for
sone followup period afterwards. And that if you did
endoscopy there would be endoscopic inprovenent in a
subset of that popul ation. Those would both be
significantly different than pl acebo.

| also have no doubt that if you treated
for four weeks those nunbers would both be higher. If
you did it for eight weeks, they would be higher
still. | have no doubt that at two weeks there is
benefit in terns of both a period of conplete synptom
relief and endoscopi ¢ healing.

At the sane tinme, | am also aware of this

bei ng a phil osophical shift in trying to get consuners
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to use an OIC product for a daily basis during which
they are not synptomatic but need to conplete the
period to get benefit. W have all raised concerns
about maski ng  synpt ons, appropriate conpliance,
patient's decision making.

That is only with a two-week course. It
is unclear in the absence of data whether goi ng behind
two weeks would, in fact, be associated with the kind
of inprovenent that has been observed in clinical
trials and whether that would be offset by further
deterioration in parameters that the conmttee has
already expressed concerns about wth respect to
conpl i ance, etc.

DR CANTILENA: | just have one comment in
that regard, and that is really you have to bal ance
sort of that issue with the fact that you would be
approvi ng and basically endorsing substandard therapy.

If the standard therapy is 28 days for this

indication, then you are saying it's okay to treat

half as long knowing that the failure rate wll be
hi gher.

DR BRASS: W are dealing wth a
different cohort. Again, renenber the cohort we
recruited in those studies all had endoscopic

inclusion criteria, or at l|east many of the studies
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had endoscopic inclusion criteria so the cohorts are
not identical so that whether it's substandard care or
whether a different care option for a popul ation that
selects it is open on the risk to benefit. I'Il |eave
it at that.

DR CANTI LENA: Just one nore point and
then 1'"m just going to ask Dr. Ganley one question.
If you | ook at the actual use and you have really nore
than half the people wth recurrent synptons, ny
guestion is what would that have been if we treated
for 28 days? That is sort of the first issue in the
back of ny m nd.

Then the question for Dr. Ganley's group
is what are the data? |Is the Rx |abel for GERD 28
days? That is the first question. If so, are there
data where they |ooked at shorter courses for
efficacy?

DR GANLEY: The Rx labelling for GERD
wi t hout erosive esophagitis i ndicates that --
recormends a dose of 20 mlligranms up to four weeks of
t her apy. For erosive esophagitis the recommended
duration of therapy is four to ei ght weeks.

DR CANTI LENA: Ckay. And is there any
information if you treat for shorter periods of tine?

DR GANLEY: VWll, | believe the sponsor
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may have a coment. I"'m going to -- |'m sorry.
Repeat the question, please.

DR CANTI LENA: Yeah. I was just asking
if you have any efficacy data and if the treatnent
period is half of that tinme for 14 days other than the
actual use study here where we have 57 percent
recurrence.

DR RACZKOWEKI : W have seen that data
but also with the original approval of the product
there was sone nore data, yes.

DR PEURA: Dr. Cantilena.

DR CANTI LENA:  Yes.

DR PEURA: | believe we do have data that
speaks to shorter duration, two weeks.

DR CANTILENA: 1've seen the efficacy but
are there larger studies, | guess, is the question.
Are there larger studies that would add our confidence
or increase our confidence?

DR PEURA Yes, there's the databases
published by Bardhan that tal ks about period of tine.

There's the Castell study, 14 versus 28.

DR CANTILENA: So if you treat for 28 is
the recurrence rate significantly | ower.

DR ZORICH | believe |I can address that.

May | use this? Thank you very nuch. I would Iike
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to specifically address this because the Bardhan study
really adds sone interesting perspective to this
because when you look at the clinical trial data, of
course, and even as | showed as healing, and Dr. Brass
menti oned going |onger is always better.

Wth the question relative to what
actually you need for consumers who are electing to
use this product, what the bardhan study actually
showed was that the strongest indicator of a good
outcome was synptom control at two weeks. In fact,
that was nore inportant interestingly enough that
negrade of esophagitis at entry, duration of synptons,
body mass index, gender, or age.

So what Bardhan allowed to do, and |
didn't really spend a Ilot of tine during ny
presentation, but for those people who did not respond
at 14 days, they immediately were given another 14
days. In that group of individuals, all it really
poi nted was that you have identified a group of people
who will go on to need nore chronic therapy. That is
the enriched population who ends up being dosed on a
nore mai nt enance basi s.

It does not, in fact, stopping at 14 days
you do not, in fact, have a lesser affect in the

majority of the people. |In fact, what you' re doing by
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letting those people go for another 14 days is just
identifying the people who would be better served we
think being directed to their physician after 14 days.

DR PEURA: Dr. Cantilena, the other point
here | think just to be very clear on this from the
sponsor's point of viewis that the indication that we
are seeking to switch is for prevention of frequent
hear t bur n. Al t hough we understand there nmay be sone
CGERD people within that population, we're not asking
for that indication to be swtched.

The second point | would nmake is that when
you |l ook at synptomatic relief 14 days is essentially
as good as 28 days for synptomatic relief in this
popul ation. You get 90 percent of the synptom relief
in 14 days so you don't need to keep going any | onger
than that.

The other thing | think I would say is
that in noving this product into the OIC setting, one
of the reasons that we |ooked at a 14-day I abel
instead of the 28-day Rx label is that we think it's
actually nore prudent in noving this product into the
OrC setting to give people instructions for shorter
duration of therapy because we think overall that is a
better course of therapy for the overall target

popul ation as opposed to trying to seek to treat sone
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subset of that population just to be clear.

DR CANTI LENA: Ckay. Thank you.

Dr. Geller.

DR GELLER | just wanted to say that |
woul d hope the commttee would not vote to change the
nunber of days to 28 because we haven't seen any data
in this population and it would be, | think, very
unfortunate if we would nmake a decision based on what
we surmse to be the case.

| think we have seen plenty of data on 14
days and | think there would have to be many
additional studies in this population if they wanted
to go to 28 days.

DR CANTILENA: Dr. Neill.

DR NEI LL: | still haven't heard any of
t he gastroenterol ogists on the panel speak and I would
i ke to.

DR CANTI LENA: Dr. Levine, Dr. LaMnt,
and then Dr. Cryer, and Dr. Fogel.

DR LEVINE: A comment by the sponsor |eft
me a little fuzzy because our organizations clearly
show, as shown right up there, that 28 days of
treatment be it intermttent versus mai ntenance.

Twenty-ei ght days of treatnent with a PP

will markedly increase the healing of a subpopul ation
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who will be taking this drug because of frequent
heart bur n. That is the group with GERD and that is
particularly the group wth either nonerosive or
erosi ve esophagitis, etc.

If you, in fact, take this drug for 28
days, the population that will be effectively treated,
the percentages will go down significantly. Per haps
20, 25 percent. At that point if these patients do
not have relief, it is much nore significant -- albeit
there are sonme exceptions -- it's nmuch nore
significant to have a referral and subsequent follow
up by the individual physician, general physician, or
speci al i zed physi ci an.

To ne to negate the 20 percent, 25 percent
patients who could use this drug makes no sense. I
think it's so hard wth synptons to tell this
het er ogenous popul ation that we have to treat all the
patients with frequent heartburn. That is why | think
28 days is preferable and alnost mandatory than 14
days.

DR CANTI LENA: Yes. There's a comment
fromthe FDA first.

DR RACZKOMBKI: | would like to give Dr.
Hugo Gallo Torrez, who is our nedical team |leader in

the Gastrointestinal Division an opportunity to
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address sone of his issues. Thank you.

DR GALLO TORREZ: This is a quick conmment
in support of 28 days and in support of what Dr.
Levine has specifically just nentioned. According to
the | abeling erosive esophagitis is healing.

The healing at four weeks wth 20
mlligranms is 39 percent only, | should add. At two
weeks it has to be in the late 20s, early 30s. There
will be significant inprovenent in the healing if one
adm ni sters the nedication for 28 days rather than 14
days.

The early data from the |l|abeling from
Prilosec will be 74 percent healing in eight weeks.
This is fromthe | abeling.

M5. COHEN: For how long? How far has

that been carried out to see how long that l|asts, the

efficacy?

DR GALLO TORREZ: Oh, eight weeks
treatnent 74 percent. Four week treatnment, 39
per cent .

M5. COHEN: But were those people foll owed
afterwards? It was 74 percent at that time but did

t hat conti nue?
DR CGALLO TORREZ: After the eight weeks?

M5. COHEN:  Yes.
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DR GALLO TORREZ: I don't know.

DR CANTI LENA: She's asking about the
recurrence rate of synptons.

M5. COHEN:  Thank you.

DR CANTI LENA: Dr. LaMont, you had a
guesti on?

DR LaMONT: Just a comment about in
response to the request for G input. | think 14 days
is the right duration of treatnment because it strikes
a bal ance between what the ideal treatnent would be at
the hands of a gastroenterol ogist which mght be six
weeks or even longer and what we could expect wth
over-the-counter self-treatnent. These are patients
that are self-treating.

The goal here isn't to heal esophagitis
because we don't know whet her they have esophagitis or
not. It's to heal a sinple synmptom of heartburn. It
seenms like if after 14 days that hasn't heal ed, then
t hese ot her things woul d happen.

Notice that in this table on Dr. Shetty's
data on slide 27 only six percent of the people that
had frequent heartburn return did nothing. That neans
all the rest did sonething. They either took nore
nmedi ci ne, which would help healing, or they went to a

doctor or both.
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| think 14 days is right because if we are
worried about masking synptons, and |'ve heard a | ot
of that, masking other diseases with this treatnent,
then this would be a good bal ance between efficacy for
a sinple synptom and avoi dance of mnaski ng.

DR CANTI LENA: Dr. Cyer and then Dr.
Fogel .

DR CRYER So | agree with Dr. LaMont's
conment s. It's clearly -- if we are speaking about
CGERD and erosive esophagitis, the data are very, very
clear that 14 days would be inadequate for the
treatnent of CGERD and erosive esophagitis. Thi nki ng
about applying that ©patient population to this
potential OTC setting, ny overriding goal is to get
these people to a doctor for the ones that have severe
di sease

So if it is an accurate statenent, and it
is definitely an accurate statenent, that erosive
esophagitis will clearly take 28 days of treatnent,
and the proposed duration is only for 14, what we are
doing then is kind of selecting out the people who
wi Il have severe synptonms and get then potentially to
a healthcare provider earlier even though it may only
be 20 percent of those.

Al so another comment | would like to make
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kind of in defense of a previous coment that Dr.
comment that Dr. Triebwasser nmade is that | don't know
that this is the appropriate question to ask of
conparing this patient population of what we are
considering to be frequent heartburn to those who have
erosive esophagitis because the population under
guestion is not necessarily -- wll not 100 percent
have erosive esophagitis.

| have kind of conme around a little bit on
this. | was |ooking at the actual use popul ation.
Looking at the data from two of the efficacy trials,
after 14 days here, if I'mreading it correctly, 75
percent had recurrence of their synptons within five
days. dearly for 75 percent of the people 14 days of
t herapy was i nadequate. That would likely be the
people hopefully who would be pushing to the
heal t hcare provider for 25 percent it was adequate.

DR CANTI LENA:  Thank you.

Dr. Fogel .

DR FOCGEL: The Bardhan data and a comment
made by Dr. Coldstein previously used the term that
this is a filter. A subset of people with heartburn
will get better with a 14-day course of treatnment. |
think that we should accept that. W are not | ooking

to treat reflux disease or chronic heartburn or
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erosive esophagitis. W just want to treat the
synpt om

For those people who renmain synptomatic
since the drug is going to be over the counter, they
may choose on their own to take a second two-week
course or they nmay choose to see a doctor. They have
a choice as to what they want to do. They can use
ot her over-the-counter nedications.

| think if we go towards a 28-day
treatnment reginmen, | believe Dr. Geller's conments are
correct that we have no data about it. W are going
to change the locus of care fromthe physician to the

patient with all the risks that are associated wth

t hat .

DR CANTILENA: Dr. Camlleri.

DR CAM LLER : Vell, you asked the
qguestion, M. Chairnman. If you extend this to four

weeks of treatnent, what woul d be the recurrence rate?
| would venture to suggest from clinical experience
that if you take people with an average of five days
of heartburn a week and you treat them for four weeks,
you will keep them in remssion a little |onger but
ultimately all will recur within 12 nonths.

DR CANTI LENA: Ckay. Thank you.

Dr. Johnson, have you had enough i nput
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from the gastroenterologists? Ckay. Very good. Ve
will proceed to question area four. The question will
be answered as foll ows:

Al those who believe that a 14-day
duration of therapy is acceptable for this popul ation,
pl ease raise your hand. Al those who feel it is not
accept abl e, pl ease rai se your hand.

DR TITUS: I want to enter into the
record that, if | watched hands correctly, there was
one no which was by Dr. Levine. Everyone el se voted
yes. That neans there were 17 yeses and one no.

DR CANTILENA: Dr. Levine, would you like
to add anything to the comments that you have already
made on this?

DR LEVINE Yes. M point was | think at
28 days you would also have the same recurrence rate
that you would have at 14 days. | think the w ndow of
getting the patient to sonebody is very inportant for
t he al arm synpt ons.

| think the alarm synptons of dysphasia
and weight loss, etc., are very inportant to be
explained to the patient in anyway that we can
educational ly. | don't think significant changes in
the long-term outconme will change from 14 to 28 days

if the alarm synptons would be |esser or greater by
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j ust maki ng that one change.

DR CANTI LENA: Ckay. Thank you. Wul d
anyone else like to conment? I"'m not going to go
around the table unless we have a burning desire. Not

heartburn but a burning desire.

Cay. Let's get onto the wultimate
guestion, question five, in the subject area of
approvability. Has the sponsor provided sufficient

information to support the approval of Prilosec 1 for
the prevention of frequent heartburn? Any discussion
required?

DR BRASS: darification.

DR CANTI LENA:  Yes.

DR BRASS: If we feel that the | abel
isn"t yet perfect but we thought it was probably
doabl e, how woul d you like us to vote?

DR CANTI LENA: | would prefer that in
that case you vote in the affirmative because
underneath that we are going to ask you about specific
t hi ngs that you want.

DR BRASS. Thank you

DR CANTI LENA: Dr. Ganley, is that
correct? GCkay. Any other clarifications?

DR CGELLER  Even if you think that there

should be another -- that the | abel should be
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significantly rewitten and there should be an
addi ti onal conprehension study with the new |abel,
then you still should vote yes?

DR CANTILENA: | think so. If you think
the condition is sonmething that can be treated that

the consuners can adequately self-select ultinmately

but it needs nore work, you'll have the opportunity to
specify what that work is. |Is that on track with the
FDA?

DR GANLEY: The third bullet under that
where it says, "Are there any additional |abeling or
mar keti ng suggestions.” W are trying to make it
really clear cut.

DR HOUN: | think if the panelists feel
strongly that sonething should be done prenarket, that
should be stated clearly. I[f you think it could be
done postnmarket, that should be stated clearly.

DR CELLER To clarify, if you think
sonet hing should be done premarket, should you still
vote? And you think it can be done.

DR HOUN: If you think ultimately it can

be approved but you want sonething done premnarket, you

can vote that it ultimately can be approved. It is
approvable but you would like to see X Y, or Z
premar ket . If you think that it should not be
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approved now at all, then you would be voting no. If
you think it can be approved but sone of the studies
can be done after market, you could state that.

DR CANTILENA: So really the question is
approvability and on your judgenent considering really
all the data that you' ve seen and all the discussions
t hat have taken pl ace.

Let ne pose the question to the commttee.

Al those who feel that the sponsor has provided
sufficient information to support the approval as
recently now clarified as an approvable condition and
proposal, please raise your hand in the affirmative.
Keep your hands up, please.

Al l those who feel like it's not
approvabl e, raise your hand. Ms. Cohen and Dr.
Davi doff negative. Any abstentions?

Dd the math check out?

Ckay. For this part what | would like to
do is as we go around the table, for those of you who
recormended approval, we'll ask you to comment on each
one of the areas that are listed under the section if
the committee recommends approval so that we capture
your comments right here and now.

For those two who recommended that it

should not be approved, please specify in your
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coments  what addi ti onal information should be
provided to ultimately support the approval

W are due to start over on this slide
with Dr. Davidoff. You were in the negative so if you
can start, please.

DR DAVI DOFF: Yeah. This is a really
difficult vote for ne to decide on because | realize
that there are potentially sone very substanti al
potential benefits. They are, however, in ny view
noder at e. The nunber needed to treat in terns of
efficacy is in the range of five to 15 which is pretty
good but not fantastic.

The gain would be if people actually read
and followed the label, the availability of a single
course of 14 days of treatnment before they went to see
a physician and dealt with the issue in another way.
This woul d get nore people to physicians, | agree.

On the other hand, the risks, it seemto
me, would be a sudden nmgjor increase in essentially
unsupervi sed exposure to a drug for which there are,
in ny view, a nunber of very mjor unanswered
guesti ons.

The one that concerns nme particularly for
which | feel there is not evidence that at |east |

have seen or that | have not seen as being convincing
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is the issue of potential oncotgenecity. W are not
tal ki ng about exposure of small nunbers of people. W
are tal king about the exposure of mllions of people
over long periods of time potentially.

| feel, therefore, it's prenmature to
approve this for over-the-counter use when, in fact,
patients can continue to get the drug by going to see
their doctor but they are doing it under a sonmewhat
nmore supervised, followed, and nonitored Kkind of
si tuati on.

Finally, | agree there are sone |abeling
issues. | think those probably can be dealt with but
they are substantial.

DR CANTI LENA:  Thank you.

Dr. LaMont.

DR LaMONT: Yes. I think the
repeatability is the issue that | am nost concerned
about regarding the |abeling. | would suggest that

wording to the effect that if the synptons of
heartburn recur within four nonths of finishing the
course of Prilosec 1 or however it's going to be
identified, that you should contact your physician.
That woul d allow them by strict definition
a person could take this two or three tinmes a year

which | think would be safe. That is, could take 14
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days of this nmedication two or three tinmes a year.

DR CANTI LENA: Cay. So the nunber of
courses then should really be no nore than three per
year and you are confortable with the 14 days. Are
there specific issues wth the |abel other than for
t he nunber of courses that you would |ike addressed?

DR LaMONT:  No.

DR CANTI LENA: Ckay. Dr. Patten. I''m
sorry, Dr. Katz had a question.

DR KATZ: Yes. When people are giving
their answers, can you also ask if the answers are
things that need to be done prior to or after so where
it would Ilie in ternms of additional information
requests.

DR CANTI LENA:  Thank you.

Dr. LaMont, would you like to go back over
t hat ?

DR LaMONT: This would be a |abeling
thing so it should be done pre.

DR CANTI LENA: So everything that Dr.
LaMont had said would be prior to nmarketing.

Dr. Patten.

DR PATTEN Yes. I have a question
regarding the third bulleted point here, "Are there

any additional |l|abeling or marketing suggestions?"
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Does that translate into requirenent?

DR CANTI LENA:  Yes.

DR PATTEN.  Suggestion is a requirenent?

DR CANTI LENA:  Yes.

DR PATTEN. Ckay. I'll revisit this.

DR CANTI LENA: So you would like us to
cone back to you after we go through? Ckay. You'll
have, | think, probably plenty of time by the tine we
get around the table.

I'm going to just go out of order here
very briefly to Dr. Camlleri who has to |eave early
SO we're just going to skip over here to Dr. Camlleri
and then we'll go back.

DR CAM LLERI : Thank you very nuch, M.
Chairman. | conpletely agree with Dr. LaMont that the
issue of repeatability is of paranount inportance in
ny mnd. | had actually cone to the sanme concl usions
that about once every four nonths and two to three
courses of 14 days each per year woul d be appropriate.
Therefore, under bullet three the unsupervi sed use of
this nedication would be two to three courses per year
in m mnd.

Under bullet four in Phase IV conmtnents
| still think that the deselect study in patients with

alarm synptons, perhaps in a clinic, would be quite
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inportant to do just to nmake sure that the
conprehension is also at a very high level for the
package insert, for the labeling in the context of a
hi gh risk group. Thank you very nuch.

DR CANTI LENA: That would be sonething
that you would want after approval obviously, Phase
| V.

DR CAM LLERI: Yes. Thank you.

Al right. Let's go back here to Dr. Lam

DR LAM On the second bullet | actually
put down the Iimt on the nunber of calls to about two
so basically that is in agreenent with two of the G
specialists. As far as the tine period, it will be up
to about four nmonths or so.

| think actually there are a |lot of
| abeling that need to be worked on in ternms of
instruction and nmaking it clear to the consuner such
as prevention with relief of synptonms and some of the
information on the drug interaction. Do not use with
the other acid reducer that we have actually have
vi sited before.

Rat her than saying that it had to require
faithful commtnent, I'mthinking in terns of if we do
revise the label significantly, that the sponsor

should actually do a new |abel conprehension study
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before we actually approve it.

DR CANTI LENA: Ri ght . So your specific
comments are that we need to inprove the |abeling on
those areas that you nentioned. That shoul d be done
prior to approval. I"m sorry. Wat did you say for

t he nunber of courses?

DR LAM Two.

DR CANTI LENA:  Two courses per year?

DR LAM Yes.

DR CANTI LENA: Per vyear. Ckay. Very
good.

Dr. Levine.

DR LEVI NE I'"'m nore concerned about
alarm synptons nore than anything else. | think even
nore than Barrett's in the long run. | think somehow

the expertise of the OIC conmmittee and those who have
had experience with it to nake it headlines, bold, red
type, etc., | think that would be the nost reassuring
thing that | woul d recomend.

The other thing | wuld recommend is,
again, wth techniques |ike conmunication techniques,
educational ly-wise or on the print, t hat t he
heal t hcare provi der be contacted. | concur with two
or three recurrent episodes.

DR CANTI LENA:  Thank you
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Dr. Glliam
DR GLLIAM | would agree with the alert
synpt ons. It would be nice if they could -- on the

package insert they have, "Keep your doctor in the
|l oop," and if they could sonehow bring that out on the
carton | think would be good.

Then also bring out nore of the tips for

managing the heartburn, the Ilifestyle nodification
whi ch we know patients have trouble doing. It would
be good if that would be brought out nore. | would

agree with the two to three courses per year.

DR CANTI LENA:  Thank you.

Ms. Cohen.

M5. COHEN: | have a question for the FDA
If the advisory committee feels that further work
needs to be done in terns of labeling, is there a
requirenent that they have to do it within a specific
period of tinme?

DR GANLEY: It depends on whether we
think it's a prerequisite for them to get the drug
appr oved. They could get an approvable letter that
states that they have to fix the l|abeling and they
have to do a | abel conprehension study.

M5. COHEN: Wthin a certain period of
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DR GANLEY: Vel l, no. If they get an

approvable letter, they can't mark it until they do
the study so I"msure they would do it rather quickly.
The other option is that we would suggest |abeling
changes and then as a Phase IV commtnent. Now Phase
IV comitnment has a tinmeframe in it of when they have
to have that study conpleted and submtted to the
agency. In previous years that was not the case but

now that is a requirenent so they have to do that.

MB. COHEN: You can tell | cone from a
consuner protection background. | feel the followup
studies are not conplete by any neans. | think it's
premat ure. | don't know about repeatability | think
that the labeling is totally inadequate. | am very

concer ned about consumer advertising on television.

| think it has noderate efficacy and there
m ght be other things out in the market that will work
just as well for consuners. | certainly think we need
to give consunmers a |ot nore consuner education and
' mconcerned that people will not see a physician.

DR CANTI LENA:  Thank you.

Dr. Neill.

DR NEILL: | agree with Dr. GIlliamthat
on the package insert it would be nice to put, "Keep

the doctor in the |oop" on the outside. However, |'m

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

290

anxious to know what physician you ve ever been
involved with that allows you to say it never hurts to
make a phone call to the doctor. It hasn't been ny
office. Don't answer that question.

The other comment that | wanted to direct
to staff related to the package insert has to do with
the graph that is on the top that very clearly to ne
inplies that the advantage of this class of nedicine
-- this particular nedicine is going to be that it
begins to work and lasts for 24 hours and that you
ought to take this, not the other two.

It doesn't adequately convey that this
medi cine works differently than the other two. I
would hate to see direct consumer advertising that
used that same type of representation because | think
that it's m sl eading.

It's not that it's a bad nedicine. It's a
different medicine which in sone respects is better
for what it carries an indication for. That's the
only thing | would add there. | don't have any other
useful comments.

DR CANTI LENA: Thank you, Dr. Neill

Dr. d app.

DR CLAPP: | concur with Dr. Lam on his

opi nions on the duration of treatnent and frequency of
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four nonths and two courses per year, as well as the
concerns that he expressed about | abeling.

| really would like the labeling to
address in a very clearly stated manner that this is
not for acute relief of synptons. | think that is an
important use of disclainer to have on the | abel
packet . Also | think it would be useful to guide
consuners as to when to expect maximum relief of
synpt ons.

| think there is sone anbiguity wth
saying that it's the prevention of the synptons of
frequent heartburn for 24 hours which then inplies
that if you use it, within 24 hours you wll have
relief of synptons. As | am gqguided by the
phar macol ogi sts, it seens as if that is not the case.

DR CANTI LENA: So just to clarify then,
you would want the changes in the label and then

anot her conprehension test or just the changes in the

| abel ?

DR CLAPP: | think the conprehension test
is essential. | do have very great concern for |ow
literacy. | see that their studies inply that they

were not as conpetent at self-selection but they were
nore attentive to taking the nedication properly so

then we have a group of people who wll be then
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victins of circunstance because they don't understand
t he use. They will be nore likely to purchase and
t hen use unnecessarily.

DR CANTI LENA: Thank you.

Dr. Celler.

DR CGELLER | agree in large part wth
what Dr. Lam and Dr. Capp have said. | am very
concerned about the |abel as witten. | think it's

witten in poor English and it's redundant and needs
to be redone. It needs to be witten nore on a | evel

conprehensi bl e by a popul ation that doesn't read quite

so well. That includes use of the phrase "acid
reducers.” I"'m not so sure about wheezing. The
sentence, "Notify your doctor if you have had

heartburn for three nonths or |onger wthout talking
to your doctor." This is gobblety gook. " For
prevention of the synptons of frequent heartburn for
24 hours."™ This, too, needs to be rewitten so that a

normal person, or even one who is educated can

understand it. So the use of the word "frequent" in
the label is not good because it neans different
things to different people. "Not to expect a response

in a day,” and "Not to use it for synptomrelief," are
not clear.

| think that once the new label is witten
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there should be a conprehension study prior to
marketing this drug OTC. One thing the conpany shoul d
do is have benchmarks for what is acceptable |evels of
conpr ehensi on, preset |evels.

As far as a limt on the nunber of courses
a consuner should take over a period of tine, | think
it should say that we don't have -- data was not given
for taking it on nore than one occasion of a 14-day
period in this population. Rat her than extrapol ate
from other populations, | think it should be -- we
shoul d base our information on what has been shown to
us.

I guess regar di ng t he Phase |V
conmtnrments, | guess sone of the phrases used which
are informal phrases, "Keep your doctor in the |oop,"
| would like to see an educational canpaign that
assures that people are nore aware that this condition
may not be just a passing thing.

DR CANTI LENA: Dr. Celler, can you just
clarify on your comment about the nunber of courses
that you can take? Are you saying that it should just
be one course without subm ssion of new data?

DR CELLER Vell, 1'm saying that there
hasn't been any other data shown. Anything else is

extrapol ati on.
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DR CANTI LENA:  Ckay.

Dr. Uden.

DR CRYER I was wondering if | just
m ght nake a comment in response to Dr. Celler's
concerns. I was wondering whether or not the Bardhan
data mght actually help you in that assessnent. That
was a 12-nonth evaluation. In that evaluation 68
percent of the individuals requested three or fewer
recurrent treatnment reginmens with Prilosec. Courses |
shoul d say.

DR CGELLER | actually wouldn't feel
confortable using that as evidence w thout reading the
study. | was a little bit concerned about again this
slippage in the denom nator somehow. | noticed that
in the presentation but it wasn't anything to ask
about. I'mjust not famliar enough with that study.
| would need to be nore famliar with it to be able
to use that as evidence.

DR CANTI LENA: Dr. Uden.

DR UDEN I'm a recommender of two
treatnents within two nonths because if they need two
treatments within two nonths, they should see a
physician. I1'ma little different in that aspect for
ot hers.

Looking at the label | do like -- even
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t hough Dr. Zorich apologized for putting in, "Ask your

doctor if you have frequent chest pain," etc., | do
like that section of the |abel. I think it 1is
mandatory that it be kept.

| do believe that there have been nany
suggestions for inproving the |abel and again
including the one | would like to see that, "The
synptons will last for 24 hours. You may not see
synptom relief for six to eight,” or whatever nunber
you want to use that will be supported by literature
should be in there as an educational piece.

| do believe, Dr. Brass, that the rigor of
these studies can be designed and evaluated better
than, | think, what they are. Sonetimes | think the
information is presented to us not necessarily by this
sponsor but by sponsors that we wll give them
sonething and they wll approve it anyway. | don't
like to be in that position.

Lastly, | would like to offer to the
sponsors the Mall of America in Mnneapolis is a great
mall to do your next |abel conprehension study. Thank
you.

DR CANTI LENA: Dr. Uden, are you
conflictive with the Mall of America?

Dr. WIIlians.
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DR WLLI AVE: | endorse the Mall of
Aneri ca. |'ve been there. It's a great place. %Y
concern on voting yes is tw fold. | think that the
repetition of two cycles is adequate. No nore than

three in a year

The other concern that | have that's not
really been talked about is the delay in the onset of
action. | hear two things. One was that the product
shoul d be taken before breakfast on an enpty stomach
with a glass of water or any other beverage. | don't
know if that's been clarified.

The second thing is that the product has a
time delay of about one hour before it's useful. " m
concerned that those two things be evaluated as we go
to the marketing of this product and that the |abeling
that we tal ked about certainly be put in place.

DR CANTI LENA:  And then should that | abel

be tested prior to approval for marketing?

DR WLLI AVS: Yes, | agree. Prior to
mar ket i ng.

DR CANTI LENA: Ckay. Dr. Fogel.

DR FOCEL: | voted yes with regard to
subsequent courses of nedication. The literature
indicates that 80 percent of people wll have

recurrence of either erosive esophagitis or synptons
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wi thin a nunber of nonths.

| agree with the suggestion of two, three
courses a Yyear. | think that is fine but | think
there has to be an enphasis in the information that
goes with this drug that if synptons are not better
after two courses of if you require nore than three
courses of the drug in a year you should see a
physi ci an.

The ot her specific point I want to nmake is
that on the |abel where it says ask a doctor before
use if you have any of the following and it talks
about chest pain, wheezing, etc., that's really not
strong enough. The | abeling needs to say that, "The

followng synptons may be indicative of series

di seases other than heartburn. If you have the
following synptons, see your doctor. I think that
needs to be made nmuch strong. | think in general the

| abeling needs to be inproved substantially and |
think it should be retested before the drug is
rel eased,

The final point | wanted to nmake is |
think that the direct-to-consuner advertising that
goes with this drug needs to be scrutinized carefully.

This is a major change in how we treat people wth

esophageal refl ux. | think close supervision of the
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information that is dissemnated is very inportant.

DR CANTI LENA: | would certainly agree
with that. | just have one sort of followup question
for Dr. Ganley regarding chest pain warnings. |[|s that

on the other heartburn drugs that are out there now?
Why not ?

DR GANLEY: Did you want class |abeling
then for then?

DR CANTI LENA: Vell, | nmean, | think if

we are treating the sanme synptom we have the sane

concer ns. It should be on the other products.
O herwise, it's illogical
DR GANLEY: | think the -- you know, |

wasn't around when the other ones canme over and sone
of the folks here, Eric, | think, were. | don't know
if that was di scussed then.

| think this is sort of a different
situation where | don't think they envisioned the use
that would be occurring with these products that
occurs now which sonme people just take them all the
time. Clearly if that is the situation, it may be
sonething to consider. | know Eric may be able to add
sone historical --

DR BRASS: Vell, 1 won't rehash or even

attenpt to rehash. | think it's fair to say we are
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learning all the tine and we are |earning nore about
t he popul ation that use it.

It think early on one of the concerns were
whet her t hese nmessages coul d be effectively
communi cated to a degree that would justify taking
val uabl e | abel space. Again, every square centimneter
on a label is very, very valuable and you prioritize.

| think at that time there was concern about the
ef fecti veness of communi cating those nessages and what
the benefit woul d be.

DR CANTI LENA: Ckay. I think it's your
turn, Dr. Brass.

DR BRASS: Al ny comments are related to
the label and it would be ny preference if they were
addressed premarketing to the agency's satisfaction,
what ever that took whether that was another study or
your own w sdom

| have a mnor point that actually starts
at the very beginning. Under uses it reads, "For
prevention of the synptons of frequent heartburn for
24 hours." | found the phrase "for 24 hours" dangling
at the end of that to be very confusing how that woul d
be i nterpreted.

| would put that wunder the paradigm of

communi cating the expectations about when benefit

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

300

woul d occur nore clearly that you are really taking a
two-week course and how that overall nmessage gets
comuni cat ed.

As was nentioned, | agree that a whole | ot
of nore appropriate bolding and <coloring and
highlighting for the nore significant nessages woul d
be i nportant.

| already alluded to that |I'mnot sure the
message under warnings, "Notify your doctor if you' ve
had heartburn for three nonths or |onger wthout

tal king to your doctor,"” has any added benefit agai nst
this whole matri x.

| agree conpletely with the intent of that
nessage and if it's felt to contribute to patients
contacting their doctor, that's fine, but we've
actually not seen the inpact of that statenent
eval uated and, again, it takes up a | ot of space.

"Do not use with other acid reducers.”
Again, the conplete rationale for that wasn't entirely
whether it was because they were concerned it would
interfere with efficacy or that you would be using
redundant medi cations. |f so, whether or not you need
to nane nore specifically what mnedi cations.

Under the drug interactions, | would be in

favor of leaving warfarin even though there is not
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much data only because | Dbelieve any patients on

warfarin should talk to their doctor before they take

anything as a general rule. If putting a brand nane
next to that inproved that, | would be in favor of
t hat .

In contrast, I'mnot sure if phenytoin has

an adequate basis and would l|ean towards renoving
t hat . The differentiation between ketoconazole and
itraconazole | confess to have been totally confused
by the rationale, why one was on the Rx and the other
was on the OIC

Perhaps in that <class whether sone
phraseology like a prescription nedicine to treat a
f ungal infection or something |like that m ght
conmuni cate that whole group nore efficiently and nore
effectively than the generic nanmes which m ght not be
recogni zed.

Under, "Stop. Use a doctor if..." it
says, "Heartburn continues or returns after using this
product everyday for 14 days." That neans you coul d
have continued pain for the entire 14 days before you
woul d cal | sonebody.

I'm not sure if the curve of Dbenefit
suggest that is the optimal tine point if you are

still having synptons to call or whether an earlier
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time point mght be better.

| agree that the ||abel should contain
sonet hing about repeat courses but | actually don't
know how to do that. | think a nunber like three is
right but | don't think we have very nuch experience
in communicating. That is a relatively abstract
concept at the time of purchase to comunicate to a
consuner.

I"'m not sure we have any experience in
conmuni cating a nessage |ike that. That would be an
exanpl e where if that was felt to be inmportant for the
safe use of this drug over-the-counter sone serious
t hought about what synt ax woul d ef fectively
conmuni cate that concept woul d be required.

| also agree wth the coments about
st rengt heni ng t he "don't use" under vari ous
ci rcunstances should be nore dogmatically "don't use"
as opposed to down at the bottom "Notify your
doctor,"” or "Ask a doctor before wuse." To ny
perspective, and this is a general issue we've talked
about before in the labeling, "ask a doctor before you

use" as opposed to "don't use."
Sane with the pregnancy warning. It
inplies that it's probably going to be okay but just

check as opposed to "you should not do this unless
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instructed by." And whether the strengths or the

warnings for the warning synptons and the pregnhancy
can be nmade nore definitive with stronger |[|anguage
woul d be another concern | would have. Thank you.

DR CANTI LENA:  Thank you, Dr. Brass.

Dr. Cyer.

DR CRYER Sir, nmy principal two issues
with regard to OIC usage as well as labeling are
conprehension and getting the consuner to the
physician early in the event of inadequate synptom
relief. Gven that, | would agree with all of the
coments that have been stated that the | abel needs to
be rewitten in a way that is nore conprehensible at a
lower grade level along the lines of sone of the
speci fics that have been di scussed.

It's ny understanding that the label in
its current format actually has not been tested.
Gven that it was likely to be rewitten, | think it
woul d be very inportant to test conprehension of the
rewitten label prior to actual introduction to the
mar ket .

Wth regard to getting people to the
doctor earlier, we have here a conmment that says,
"Stop use and ask a doctor if your heartburn returns

after 14 days of this product,” which | think is
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appropri ate. | think you mght want to consider also
i ncluding that specifically under the directions.

It doesn't specifically state in the
directions box that you mght want to see your doctor
if the heartburn returns after 14 days. You m ght
want to either nmove it to that box or state it in two
pl aces.

Then with regard to this issue of these
drug-drug interactions, | actually agree wth the
conments that Dr. Brass nade. The inpressive data
that | saw was that the conprehension with respect to
the drug-drug interaction significantly increased from
50 percent to 80 percent when conparing a generic --
when specifically listing the generic versus the trade
nare.

This may be one instance in which you may
want to break vyour precedent with regard to the
i nclusion of trade nanes, specifically with respect to
this drug-drug interaction. | think that is actually
a public health benefit.

DR CANTI LENA: Thank you very nuch, Dr.
Cryer.

Dr. Johnson.

DR JOHNSON | probably won't say nuch

that hasn't already been said but with the thought
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t hat repeated nessages give strength, then |I'll repeat
t hem

| think two to three courses per year is
reasonabl e. In terns of labeling, again, | think
there are a |ot of changes needed. | find the "uses
for prevention” statement confusing as nany others
have. | find the "notify your doctor" statenment very
conf usi ng.

Under, "Do not use with acid reducers,"”
I'm not sure that if you ask a lot of health
professionals what exactly is an acid reducer --
that's not what we call them | think there needs to
be some way to make that nessage clearer to patients
what that actually neans.

| agree that the doctor statenents are
important and probably should be strengthened. As
sort of a sidebar in terns of class labeling, | think
one could nake an argunment that kind of labeling for
antacids and H-RAs is even nore inportant than it is
for this product because those products are used for
treatnent of acute synptons.

| f you consider that the thing that we are
probably nost concerned about being confused is acute
M and you |look at the data on acute M and how many

patients have taken an antacid prior to comng to the
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ER, | think the evidence is even nore conpelling that
it should be on those products. That is sort of a
si debar .

In terns of the drug interactions, |
really think it's critical that brand nanes are on
t here. I"m not sure why the policy is such that it
precludes that. | concur with Dr. Brass that warfarin
probably is justified to stay on and phenytoin may not
be. | think there is no logic to having ketoconazol e
but not itraconazol e.

I think the nessage needs to be
strengthened that this product is not for imed ate
relief of synptonms and is not for episodic use. I
think that's about it for the | abeling.

In terms of Phase 1V, in terns of an
assessnent |'m not sure | have a recommendation but |
f eel very strongly about the direct-to-consuner
marketing and feel that there really should be sone
mandat ory aspects in their di rect -t o- consuner
mar ket i ng.

| think it needs to encourage lifestyle
changes that would increase the response or decrease
the need for drugs. There needs to be a strong
nmessage in that marketing about referral to physicians

or when they need to see their physician.
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| think it may be also very inportant to
clarify in that nessage that they are different than
ot her heartburn nedications. | guess that could be a
selling point but specifically that they are not for
acute synptons so there is not confusion about use of
this product conpared to the other heartburn products.

DR CANTI LENA:  Thank you, Dr. Johnson.

Dr. Al fano.
DR ALFANO Yes. | also agree two to
three tinmes a year is appropriate. | think it should

be two to three because I think we all agree that it
is an enpirical decision as opposed to fixing a nunber
as what's appropri ate.

|'ve already commrented that | think there
shoul d be sone |abel changes along the lines of what
everyone has suggested here and | won't repeat that
other than to nake a coment that | thought Dr.
Johnson had a particularly cogent point about the
nunber of people who get an M and wll take an
ant aci d. The fact those other products are not
| abeled is actually a little disconcerting.

Also, | don't see a need for Phase IV
trial but would agree with sonme of the other paneli st
that suggest that the FDA ought to be able to nmake a

determnation as to how the labeling should be

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

308

nodi fied and whether or not it should be studied again
and how.

DR CANTILENA: Dr. Coldstein. | believe
| abeling always needs to be internally consistent and
menor abl e where possi bl e. In this case the caution,
warnings | should say, about if you ve had heartburn
for three nonths or longer mght well be linked to no
nore than two courses in a three-nonth period or three
courses in a year, three being the |ink

The other thing is |I've spent considerable
time looking at that "notify your doctor if you had
heartburn for three nonths or long without talking to
your doctor," and wonderi ng how you notify your doctor
wi thout talking to him

O course, there are internediaries.
Nonet hel ess, | truly believe that the sponsor and the
agency together will be able to with their resources
and their viewpoints work out appropriate |abeling
that wll rmake these conmttees and all of us
sati sfi ed.

As for Phase 1V requirenents, perhaps the
sponsor may have nore to say on that. [|'ll |eave that
to them

DR CANTI LENA: Ckay. Thank you. 1%

comment is not to restate what has al ready been stated
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but just in general to the agency that approval of
this would be significant new ground for the agency.
| think that you ve all heard fairly consistency that
the label needs a lot of help and revision and
val i dati on.

| think all that needs to be done prior to
approval . VW want to get this as close to right as
possi bl e. Then | think it would be helpful for a
limted focused Phase |V study to test t he
effectiveness of the label. It's sort of the ultimate
test but we have a ot of work to do on it for all the
reasons that have been nentioned. | see it as an

approvabl e proposition for the reasons stat ed.

Dr. Davidoff. |I'msorry, Dr. Bull.
DR BULL: One clarification on vyour
conment s. Do you see the I|abeling conprehension as

needing to be done before the drug is put on the
mar ket ?
DR CANTI LENA: Ch, absolutely.

DR BULL: Gkay. That would not be Phase

DR CANTILENA: Absolutely. The |abel as
presented is in great need. Significant changes have
to be nade. Then it has to be validated with a

conpr ehensi ve st udy. Al l t he coment s about
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subpopul ations that need to be tested, | think, are
i mport ant.

I'm sorry, Dr. Patten. | told you it

would be a while but it was so long | actually forgot.
My apol ogi es.

DR PATTEN: That's fine. Many of the
things that I had in m nd about |abel suggestions have
al ready been nmade but there are a couple of additional
points that | would like to nmnake. It's very clear
that this will be marketed as a preventive. | think
people will be looking for sonething that they m ght
do in addition to prevention to give them very quick
relief.

It's noted here that it is not to be used
with other acid reducers. I wonder if it mght be
wise to tell people what they can use for synptom
relief. If it can be used with an antacid, for
exanpl e, perhaps that shoul d be stated.

| think the matter of conprehensibility
when you are letting people know how many repetitions
they can do in a year is going to be a very serious
issue to be tested. I think that wll be very
challenging and very different than saying you can
take eight tablets in a 24-hour period. | think that

has to be attended to very carefully.
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| think that sonething should be said
about the relationship of the norning dose to food
i nt ake. Is there an optinmal |apse of tinme between
taking the tablet and eating your breakfast, for
exanpl e. | think people should be given sone
guidelines if that is at all possible.

Then finally just a very picky point under
"other information." Maybe this is even a theol ogi ca
issue. |Is this a carton or is this a package? W are
told, "Keep the carton and the package insert."

| gather that both of these terns refer to
the box that this is going to cone in. Just to be
consistent with the termnology, | think it would be
useful and would inprove conprehensibility to a
br oader spectrum of the population. That's it. Thank
you.

DR CANTI LENA: Thank you for those
conment s.

Are there any other issues? Dr. Davidoff
and then for the FDA

DR DAVIDOFF: Yes. Since | voted no, |
realized that | didn't meet ny obligation to say
anything about this question for those who did not
recommend approval, namely what additional information

needs to be provided.
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Actual ly, si nce It | ooks like the
recommendation is for approval, | should convert that
into what should the agency require as any Phase 1V
conm tnments because essentially |I think what | have in
mnd is the sane thing. The drug, as | understand it,
has been on the nmarket as a prescription drug for 13
years.

That's a pretty long tine, but it may not
be long enough to detect sone of the longer-term
effects that | raise as concerns. It mght take 15 or
18 or 20 or 25 years for substantial population-w de
effects both in terns of masking of neoplastic disease
or potentially induction to appear.

| would, therefore, strongly encourage
that particularly if the drug is approved for over the
counter sone form of continuing nonitoring, very close
| ooks at the data from a sophisticated epidem ol ogi ca
point of view | nean, it's one thing to hear about

-- it's inportant to hear about the experience of

i ndi vidual practices, but | don't think that answers
t he question. I would strongly encourage that that
happen.

On the issue of -- | also didn't comrent

on the label and I won't repeat what other people have

said but there are a couple of things that | thought
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m ght be useful to add.

One was that in terns of wording that
m ght hel p understand what the purpose of this drug
is, prevention of the return of synptons strikes ne as
a kind of wording that mght actually be nore hel pfu
t han prevention for 24 hours.

Whien you think about it, that is really
what it's ainmed to do. It's not to prevent -- it's
not to relieve what's happeni ng now. It's to prevent
it fromcomng back. The word return or recurrence or
sonet hi ng m ght be useful

My final comment on the l|abel has to do
with this issue of digoxin because that keeps slipping
off the table. | can't understand why because we've
heard two things about it. Ohe is that it's a very
smal | study, 22 patients with no confidence intervals
presented showed no difference. W have no idea how
negative that study was because we didn't see the
confidence intervals.

W also heard there was a 10 percent
increase in |evels. Digitalis is a dangerous toxic
drug and | would suggest either that there be nore
data collected -- that's what ideally I would like to
have happen -- before a decision is mnmade about

| abeling on digoxin. O, pending that, that the
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conservative thing would be to put sonme kind of
wordi ng that does at |east make a caution about people
on digoxin, particularly if they are in renal failure.

DR CANTI LENA: I think that is an
excel I ent point. Just a short of word for future
sponsors is that it's very helpful to the conmttee to
see individual data and/or confidence intervals as
opposed to just an average w thout anything. That' s
not very helpful and it probably does nore harm than
good.

Comments fromthe FDA? Dr. Houn.

DR HOUN. | just want to sunmmarize a | ot
of you gave |abelling suggestions. Sone of them very
extensive dealing with the indications, the warnings,
new information such as limted course two or three
times a year and no nore than maybe every four nonths
or so, new nessages.

Most of you except for, | guess, Dr. Brass
as voting nenbers are wanting to see them tested out
in ternms of their Ilevel of conprehension by a
naturalistic public setting prior to approving the
final label. |Is that a correct summary?

DR CANTILENA: | believe it is.

DR HOUN: Then | also heard this new

information about limting frequency to two to three
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courses in a year. |Is that sonmething you want tested
to show that, in fact, people are not taking this
continuously or are you saying this is nice to have on
the | abel but you don't need to have the data to show
that people are, in fact, conplying with that aspect?

DR CANTILENA: W didn't actually answer
that. | guess -- well, I'"mnot sure. How many of the
conmmttee would want to see that specific statenent
actually tested as opposed to just being there? A
in favor of seeing it actually tested?

DR BRASS: Tested on a conprehension
basis or a one-year longitudinal trial for use?

DR CANTI LENA: Tested in a conprehension.

Is that what you're asking?

DR HOUN: Vell, | would ask both. I''m
aski ng bot h.

DR CANTI LENA: Ckay. How nmany would |ike
to see the new l|abel including that specific nessage
tested in a one-year or |onger actual use study? All
in favor, raise your hand. One hand. | don't know if
you're recording this.

DR CGELLER Can | just justify that? |
guess | don't like the idea of putting nunber of doses
permtted or recommended on the l|abel wthout any

dat a. The alternative is to say that only one dose
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was tested.

| mean, people -- it's obvious from what
has been said here that we expect people to use it
nore than once. Perhaps sonme caution should be urged
but to say two or three tinmes is okay w thout data is,
| think, really an extrapolation that we shouldn't be
maki ng.

DR CANTI LENA: Ckay. | guess just to
follow through, how many would |ike to see that
nessage that you should not have nore than two or
three courses in a year tested in a |abel
conpr ehensi on setting? Hands? Ckay.

Sandy, do you have themall?

How nmany of you don't want to see that
tested at all or don't think it's required? Don' t
think it's required.

DR GOLDSTEIN. M. Chairnman.

DR CANTI LENA: Yes, sir.

DR GOLDSTEIl N: If I my, all of this,
two, three courses of presumably the original 14 days
has been in the last few mnutes talked about with the
background of 28 days over and over again. A little
while ago we heard that 28 days was nore effective.
To now limt it in this fashion may be not entirely

appropri ate.
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DR CANTI LENA: | just think that we're

asking if that nessage should be tested that we can
effectively translate that or comunicate that. I
think that is all we are saying. | think the job of
the Advisory Commttee is to advise the FDA on whet her
or not there should be a limt and, if so, what it
shoul d be. A lot of what we do we don't have the
specific study to answer the question. [If that study
exi sted, they probably wouldn't ask us the question
because they woul d have the answer.

Are there other issues from the FDA that

you would |ike addressed? Any issues -- |'m sorry.
Dr. dapp.

DR CLAPP: | have concerns about the
nmet hodol ogy of the testing. O course, all testing

has to be contrived to a degree, but in that the
participants were given a diary and the diary was
rather -- well, we didn't hear specifically what was
requested of the diary but it seenmed like a rather
nebul ous vehicle for putting your thoughts and
inpressions of the nedication rather than asking
specifics as to, "Wat did you take instead of the
medi ci ne when you mssed it?"

M/ other concern is that there was a great

deal of artificial incentive in that and witing in
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the diary would nake you nore likely to take your
nmedi cation just by the fact that you knew that was an
obligation for which you had to resubmt your diary to
get your 100 dollars and get the 20 dollars at the
onset of the study. | would see that there could be
ot her mechani sns by testing whether or not people were
conpliant that wouldn't involve such an inherent
i ncentive.

Perhaps having a nurse go to the hone at
the end of the 14 days and see how many blister packs
are left. There could be other nethods that would
increase the reliability of the data and not neke it
such an incentive driven solution.

DR CANTILENA: (Ckay. Qher questions or
comments from FDA? Do you have one?

DR HOUN: | hate to ask this. Are you
interested in seeing this again?

DR BRASS: No.

DR CANTI LENA: Does anyone else want to
cone back to Bethesda? | guess why don't we just vote
on it for whoever is left.

DR HOUN: O you could just leave it to
us.

DR CANTILENA: Wiy don't we -- yeah. If

it's an issue where it's a hard call, then it's
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obvi ously sonething you should |look at but | think al
the issues are addressed. | think we've probably
tal ked about it enough.

Are there any other issues from FDA? Any
i ssues from the sponsor? Thank you for your patience
in having us tal k about your drug all day.

DR PEURA: No, not at this tine. | want
to thank the commttee very nuch

DR CANTI LENA: Ckay. There are just two
announcenents fromDr. Titus and then we will close.

DR TITUS: Thank you all. There are
taxis downstairs going to National for those that are
| eaving i mediately. If you want your material
returned to you, put your nane tag on top of the
material and we wll mil it to you. O herwi se, we
will take care of it here. Thank you.

DR. CANTI LENA: Ckay. Thank you,
everyone. The neeting is adjourned.

(Whereupon, at 4:35 p.m the neeting was

adj our ned.)
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