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DR BRASS: I would like to begin --

actual ly, do you know t he soccer score?

DR CANTI LENA:  No.

DR BRASS: Ckay. Thank you. | would
like to begin by asking for a clarification from the
sponsor. You cited efficacy data from studies 171 and
183 as the basis for the efficacy conclusion. Coul d
you just clarify whether the endpoint cited were the
prospective primary endpoints of that study or were
t hey secondary endpoi nts of that study?

DR PEURA: The data that | presented on
the screen showed both the primary and the secondary.

The primary variable was conplete prevention of
heartburn on day one and our secondary variables were

t hose across the 14 days.

DR BRASS: Thank you. Second, | think
it's extrenely likely that if this drug is nade
available OIC there wll be pregnancy exposures

despite any warnings. Therefore, could you update us
on your experience wth pregnancy exposures from your
saf ety dat abase?

DR TRI EBWASSER: Certainly. VW are
relying on the data that we have submtted to the FDA
in which several Ilarge epidemologic studies have

failed to identify a signal anong wonen who were
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i nadvertently exposed to the product during first
trimester. This material 1is currently under FDA
review and we' ve had di scussions wi th FDA

DR BRASS: For the commttee's benefit,
could you give us an estimate of just the nmagnitude of
that experience? How many exposures are you talking
about to reach this safety concl usi on?

DR TRIEBWASSER. Sorry. W were able to
accunul ate data fromthree | arge epi dem ol ogi c studies
where approximately 1,400 wormen were exposed to the
drug and over 1,000 were exposed during the first
trimester. It's on the basis of that data that we
evaluated and failed to see any signal with regard to
fetal risk.

DR BRASS: Thank you. Then under your
proposed | abeling under warnings, you indicate that
one should notify your doctor if you had heartburn for
three nonths or |onger wthout talking to your doctor.

That would seem to capture 100 percent of the
i ntended target population. | was wondering what your
experience in the actual use study was conpliance with
that particul ar warning.

DR PEURA: W found that approxinmately 65
percent of the people that had previous heartburn for

greater than three nonths had seen their physician
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previ ously.

DR BRASS: About their heartburn?

DR PEURA: About their hear t burn
specifically.

DR BRASS. Thank you.

DR CANTI LENA: Dr. Camlleri, Dr. Fogel,
Dr. Uden, and others.

DR CAM LLERI: Thank you very nuch. I
would like to ask for sone further clarification
regarding the effectiveness of this therapy for the
proposed target population. | would like to refer you
to figures 62 and 63 in your dossier and also slide 25
which was the day-by-day 14-day efficacy which you
denonstr at ed.

On the one-day response you actually show
in your dossier that |less than 50 percent actually
achieve the desired no heartburn over 24 hours. That
is really quite acceptable because we know from the
phar macol ogi cal action of this drug it is going to
take three to five days to really kick in.

| think this slide in particular shows an
i mportant point which we should renmenber, and that
that 30 percent or nore of these patients do not
achieve relief. | keep that in mnd as | also note

from the 171 and 183 studies that 57 percent of the
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patients had frequent heartburn return at four weeks.

In the Bardhan study 68 percent of patients required
three or nore courses a year of the omeprazole at the
sane dose of 20 mlligrans.

The clarification | would like, if | may
ask this, is is this truly a benefit for this
particul ar population of patients who have what |
would regard as a quite significant |evel of
heartburn, nore than twice a week occurring over a
period of 30 days or nore which | think was the
conclusion criteria for your particular study.

What is the overall benefit for a patient
to receive treatnent for two weeks if the I|ikelihood
of needing yet another treatnent two or three tinmes in
that next year is going to be at |east 60 percent.
Also bearing in mnd that only 65 percent or so
actually respond to the treatnent. Thank you

DR BIERER Well, first | would just like
to say that for the people who are using OTC products
to prevent frequent heartburn, this is a very
consi derable benefit to those people because they
currently do not have products available to them in
the OTC environment that can achieve this kind of
synpt om preventi on. | think for those individuals it

is clearly a benefit.
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| think the question then of are there
addi tional benefits for those people if they use the
product over and over, certainly for those periods of
time that they use themthey will derive sone dramatic
benefit fromthose products.

DR ZORICH And | would just add that we
do not consider people who are unresponsive to therapy
after 14 days to actually be in the target audience
and that is why | think a 14-day direction clearly
advising themto seek additional physician interaction
di stingui shes them as what we consider to be the
appropriate target audi ence.

DR CANTI LENA: Go on, Dr. Fogel

DR FOGEL: | have a question about
potential unintended consequences on utilization of
physicians if this drug is approved. W all know that
over-the-counter H-receptor antagonists have |imted
efficacy in the treatnment of refl ux.

The <cost of the over-the-counter H-

receptor antagonists is sonewhere between 20 and 30

cents a pill depending on what you buy and the
guantity that you buy at any one tine. These costs
are not covered by insurers or rmanaged care

or gani zati ons.

The cost of oneprazole in the study that
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you did | believe was $12 for 14 pills. | f

individuals have to pay for the nedication out of
pocket, the odds are after using it once or tw ce they
will seek a doctor to try and reduce their expenses.

Do you have any insights or know edge
about whether insurers and nanaged care organi zations
will pay for an over-the-counter oneprazole? [If they
do, that would actually be a disincentive to see the
doctor because the cost of care would be covered by
your insurance and you would not have to have a co-
pay. You would not have to go through the disconfort
of seeing a physician. The question is is there any
sense as to whether insurers will pay for an over-the-
count er rmnedi cati on?

DR ZORI CH: | would say this is an area
in ternms of cost effectiveness in the general area of
distribution of our healthcare dollars is constantly
debated but at this time we don't have any -- we have
had no indication if people will be picking this up,
particul arly when generics will be on board.

DR CANTI LENA: Ckay. Dr. Uden. And
then, just in general, usually cost of out of bounds
for the Advisory Conmttee.

DR UDEN: I have questions about the

actual wuse studies and |abel conprehension studies.
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It relates to industry established standards and how
to interpret those. | saw information up there that
the literacy people 49 percent understood the |abel or
were able to self-select.

| think there was 70 -- understood the
| abel and 70 percent were able to self-select. The
general warning signs on the |abel were understood 81
percent of the tine. | see nunbers |ike 50 percent,
70 percent, 81 percent in terns of actual use and
| abel under st andi ng.

Has the industry established any standards
which would give us sone guidelines or use sone
guidelines as to what is reasonable for us to expect
for understanding |abels, being able to follow | abels,
or shall we just leave it to our imnaginations?

DR PEURA: | think as far as industry,
there are no set standards for what is desired on
| abel conprehension. | think it has to be determn ned
on a case-by-case basis depending upon what the
i ndi cation, the warning, and the statenent is.

Certainly for some indications you would
want a high level of conprehension. 1In other ones it
may not make that much difference and |I think we have
to look at the risk for each one of those.

DR UDEN: And where do you fall on
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onepr azol e then?

DR PEURA: On oneprazole | would say that
we have determined it is appropriate, that people do
use it appropriately, even the low literate group. |
would point out in the low literate group the nunber
they showed of 49 percent, these people were |ow
literate with frequent heartburn.

W presented this scenario to them or a
hypot het i cal guestion that sai d, " Now, i magi ne
yoursel f having infrequent heartburn and you woke up
at 3:00 in the norning and you had eaten pizza but you
hadn't taken the product for three days before that.
What woul d you do in this situation?”

It's very hypothetical but we found out
probably a truer reflection is when we |ook at the
actual use study of people with low literacy that
these people actually scored better and they had to
neet all six self-selection criteria, not just the one
| spoke earlier about infrequent heartburn. That' s
probably a nore real world realistic situation.

DR CANTI LENA: Ckay. W have Dr. Celler
and other hands, Cohen, Levine. Dr. Celler first,
pl ease.

DR CELLER | just would like to point

out how optimstic your reporting of the actual use
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data is. I'"'m beginning with slide 41. 886 patients

agreed to purchase the product. | imagine that means
they did purchase the product. But then you report on
only 758 of them because that is the nunber that
returned the diary. To begin wth, here you decrease
your population to 87 percent of those who purchased
t he product.

Then if you take 87 percent of the next
group of nunbers, then the conpliance goes down by
about 10 or 12 percent. You have al so here reported
on the individual conmpliance, the three conditions.
You have reported on only two of them and individually
not toget her.

Then your definition of conpliance on
slide 43 is quite broad. Then you get an over
estimate of the conpliance because you define
conpl i ance broadly. That reduces the 79 percent to
follow the labeling directions by about 10 percent.

Then if you look at slide 45 and talk
about the return of frequent heartburn four weeks
after the trial, well, now you are reporting on 83
percent of the 87 percent.

| guess it should be said that if you go
back to slide 41 the 758 patients who used the product

and returned the diary were nore Ilikely to 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

110

conpliant with dosing conditions than all of those

ot hers. Those 13 percent of patients that you | ost
are likely to be nonconpliant wth the dozing
di rections.

| think then you are reporting on 83
percent of the 87 percent and, therefore, the percents
t hat have no frequent heartburn are just a
m srepresentati on of what actually happened from those
who actually bought the product. | believe you are
reporting very optimstically.

Last, you didn't ask if the patients who
were in the actual use study used the product for
relief instead of prevention. | don't know if you
asked if they used antacids or other drugs to get
relief.

| al so have a question about the |abeling.

Il  would Ilike to know the difference between
prevention of the synptons of frequent heartburn and
preventi on of frequent heartburn.

DR PEURA: | think |I heard six questions.

Let nme start with the first one from this graph
From the 866 we did not get diaries back from 96
peopl e. W were actually looking at how did people
actually use the product in this situation so that's

where we cane to the nunber of the 758. We assune
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that those people since we didn't have a diary from
them you could assune that they --

DR CELLER | think you can assunme we are
nonconpl i ant .

DR PEURA: VWll, we can't really assune
that because | think we would -- | nean, you could
make a case that they were nonconpliant but | think I
could also nake a case that they could have been
conpliant with this. But we do know -- the best
nunber that we do know is from the 758 where we
actually do have diaries fromthose people.

If you can flip to the next slide. Next
slide, please, 42 -- 43, the one with the description.

Thi s description gave us a range of 80 to 100 percent
which | nentioned before is an epidem ol ogic standard
that people use for compliance with an Rx dosing
regi men.

The choosi ng between 11 to 14 doses for 11
to 17 days, well, that seens |like a wide range. There
is actually less than 1 percent of the people wthin
t hat range. Less than 1 percent of the people who
took 11 doses in 17 days.

Most of the people if they mssed a dose
took it on the 15th day, not on the -- they may have

t aken 14 consecuti ve. Sone woul d have m ssed a dose.
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If they mssed one dose, they would have taken it on

the 15 day so the range is very tight within that.

Onto the next slide, please, 44. In this
you had nentioned that the range of -- if | can
renmenber the question -- the range was 79 percent.
You thought -- the position was there were three

dosing instructions in that making sure they had the
right nunmber of tablets per dose, the right nunber of
tabl ets per day.

As the FDA did, multiply that times the
correction factor in this one. That would conme out to
pretty close to probably about 75 percent because
those were in the 90s that were there.

Also, as | did report earlier, if you |ook
at the people who took exactly 14 doses in 14 days,
they did exactly what was on the protocol, the nunber
is 63 percent. Not of the 79 but of the total pie.

There was one other question after that
before we get to the | abeling question.

DR CELLER There were three, | think.

DR PEURA: Pardon? Ckay.

DR CELLER It was on the percent with no
frequent heartburn that now invol ved 83 percent of the
87 percent of those who purchased the product. That

was the first one.
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DR PEURA: Ckay. It's the sane genera

thene. W are |ooking at people that we actually have
data upon to nmake a judgenent. | think the |abeling
guestion was in terns of between synptons of frequent

heartburn and why do we put the word synptons of

frequent heartburn on the label. That was really --
DR CELLER In fact, | did include the
word prevention because | think that ends up -- when

you say prevention of synptons, it seens to ne it kind
of introduces the possibility of taking it for relief.

DR PEURA: Ckay. Let ne cone back to you
asked about how do we know that the people took it for
preventi on. | believe that was one of the questions
in there. The people that took it for the 14-day
period, the 79 percent of the people were taking it
over a reginen of therapy. They were maybe m ssing
one day within that over the tine.

These people were probably not taking it
in response to a synptom because they would have to
have it every day. They were nost likely taking it
for prevention since they were taking it on a reginen
basi s.

The reason that we included the words
"prevention of the synptons of frequent heartburn” is

that we did not want to inply that we are preventing
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frequent heartburn, preventing it was ever reoccurring
what soever. It's not promsing the cure. W're
trying to define to the consumers the prevention of
the synptons which is nore a consuner term

DR LEVI NE Synptons is nore OIC
Synptomatic relief or synptomatic prevention is what
this is about.

DR CGELLER | guess | just don't know
what heartburn is if it's not a synptom

DR PEURA: It is. Perhaps we are being a
bit redundant with it but we wanted to get the nmessage
across to the consunmer that we are not preventing
heartburn from ever reoccurring again. It is
synptomatic treatnent of heartburn. Prevention of
synpt omati ¢ heart burn.

DR CELLER  The two questions you m ssed
were | asked if you asked in the actual use study if
anybody used the -- if people used the product for
relief. The other question was did you ask about
concurrent use of other drugs for ¢treating these
synpt ons.

DR PEURA: kay. Thank you for rem nding
ne. If I could go back to the pie chart again. The
pie chart before this, please. 44, please.

DR CELLER 45, | think, you want.
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DR PEURA: The full pie. Asked if

anybody had used it for synptomatic relief. | think
the best answer we can give you is that probably the
people in this pie chart here between the 9 percent
and the 9 percent |ooked as if they were using it not
on a regi nen basis.

O that 3 percent of these people took
only four doses of the product and then stopped. |
we take those out, perhaps as nmuch as 15 percent woul d
be the nmax that probably we are wusing as a
sporadically or for a PRN type basis. And accordingly

DR CELLER  Once again, that's of the 83
percent of the 87 percent.

DR PEURA: Inportantly they didn't use it
beyond the 14 days. The |ast question was?

DR GELLER | see the data on -- oh, no.

Did you ask if subjects also used other products at
t he sanme tinme?

DR PEURA: W did collect it in the diary
whether they used other antacids or H-RAs.
Unfortunately the way the information was collected in
the diary, if the person said they were on an
H-RA, it was counted throughout the whole range. W

didn't record on a day-by-day basis so we really
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cannot answer that question.

DR CANTI LENA:  Thank you. Ms. Cohen.

M5. COHEN: | have a lot of questions. W
have 44 mllion Amrericans --

DR CANTI LENA: How about if | suggest
that you ask themsort of one at a tine.

M5. COHEN. Al right. W have -- | wll
try the best | can because | suffer from GERDs and
esophageal rings so I'm a good person to know about
diet. The word diet has not been nentioned at all.
Could we ook at the label? The last tinme | asked for
a copy of the label and the packaging. D d anyone
think to bring one today? This is |arge. " m sure
this is much larger than is going to go on the box.
Ri ght ?

DR PEURA: Correct.

M5. COHEN: W really don't know the size
of the print or if people can read it.

DR PEURA: W do know that people can
read the print since we did |abel conprehension
studi es and actual use studies and we used the actua
box that we woul d market.

M5. COHEN Thank you. Wen you | ook at
the label it says "uses." It seens to nme you could

add, "Not for infrequent cases,” |ike they say on page
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21 in this report.

Dr. Bill nentioned three nonths al ong that

sone of these suffered from angina or sonething else.

Three nonths is a long tinme to tell people not to see
their doctor. "Do not wuse if heartburn continues
after 14 days. See a physician,"” for those people
that can afford to see a physician. Then we have 44
mllion Amrericans who can't.

| think it's very inportant that sone
foods can cause heartburn and you should check with a
nutritionist or a physician or a library because a | ot
of foods can be elimnated that will stop people from
getting heartburn which is a lot |ess expensive than
havi ng to buy drugs.

| don't see anywhere here the inportance
of diet like tomato sauce or red wwne. A |lot of foods
cause heartburn and we can prevent that w th people.
| think the label, | would really like to see the size
of the label howit is.

In reading the report that was put out, ny
gquestion is it apparently says that a substantial
portion of subjects experience no heartburn on day one
or day 14 in the placebo group. Now, what was given
to the placebo group?

DR PEURA: Ckay. Let nme try and answer
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your questions in order. The first one you asked
about diet and diet restrictions. W do have a
package insert with this product where we talk about
tips for managing heartburn which includes diet,
certain foods not to eat, elevating the bed, not
eating dinner late at night and before |ying down.

This is the |[abel. Take the |abel off,
pl ease. Actually, we do contain that on the package
insert. There is too nmuch information that we cannot
put on the back |abel of the package. W have
di scussed this with the agency. In the back it's
called, "Tips for managi ng heartburn,” down here which
is what one would want to do. [It's a prinmary one.

Second, you had said that sone people may
have chest pain or angina. W do clearly say in the
| abel under "do not use" to ask a doctor before use if
you have <chest pain wth shortness of Dbreath,
sweating, pain spreading to the arm etc., things that
could be confused with potential heart attack.

That we have included and believe it is
inportant to include that on the | abel. In fact, it
probably ought to be included on the |abel for all
hear t burn nedi cati ons OIC

The | ast one was -- | have forgotten your

| ast questi on.
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M5, COHEN: |l was interested in the

pl acebos. | f people were give just over-the-counter
ant aci ds.

DR PEURA: They were given the placebo
call ed the matched pl acebo, everything that was in the
active pill with the exception of the oneprazole, the
active ingredient.

M5. COHEN: Well, they said that there was
a 40 percent treatnent failure rate after 14 days in
subj ects with high-frequency heartburn.

DR LEVINE: Forty percent.

DR PEURA: Ri ght. For sone people
pl acebos do work well for heartburn. As Dr. Wintraub
once told us, a glass of water works fairly well for
sone people. For this the failure rate in oneprazole
does not work in every patient. There is a
t herapeutic range in which it works. The failure rate
is the 30 percent of people at the top of that graph.

M5, COHEN: Your statistics all involve
people in the study itself. That is already a specia
class of people and it's not the typical and average
consunmer who woul d use the product. These people are
al ready nore conscious. They are in a study and they
shoul d be doing things that are expected of them How

does that represent the average and typi cal consuner?
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DR PEURA: In our actual use study we

actually ask people how they evaluated the product.
W asked them in terns of their gl obal understanding
was this product good, very good, excellent, poor. W
found that 90 percent of the people rated the product
good, very good, or excellent.

M5. COHEN: And these are the people in
t he study?

DR PEURA: They are people in the actua
use st udy.

M5. COHEN:. So this is not the person who
would go in and buy it?

DR PEURA: It is the person who would go
buy it.

M5. COHEN: But these are the people that
knew about it because of the study you were doing.

DR PEURA: They were recruited froma | ow
intercept and asked, "Do you get heartburn?” They
were close to a purchase decision that people would
want to nmake in a drug store or outlet store.

M5. COHEN:  Thank you very nuch.

DR CANTI LENA: Dr. Levine.

DR LEVI NE "1l ask one question. In
reference to slide 77, you nentioned that the majority

of consuners in slide 78 won't be using oneprazole
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chronically. There is a subgroup, of course, who have
chronic heartburn, mainly patients wth gastrosophic
geo-refl ux disease.

In slide 77 you show Chiba' s work. I
believe that was with 20 mlligrans but nost of us
recogni ze that it's at |least 30 days or so where there
is conplete healing, much better healing, then what is
shown in this particular slide at four weeks versus
two weeks.

Wiile we will discuss that |ater about the
duration, as well as possibly dose of undertreatnent
popul ati ons, do you have any prospect of data in your
studies that go longer than the 14 days to give us an
idea, or other literature because the literature that
| am famliar with clearly shows a better response
rate between two and four weeks.

DR ZORICH Yes. | think that -- | don't
nmean in anyway to inply that this data should be taken
very literally that there is a flattening here. I
think it's nore than fair to consider that if you
snmooth this line out that there is, indeed, a benefit.

But if you take into account the fact that
there is also benefit that accrues with placebo, you
can see that while there is a benefit, it is not as

much of a benefit as you m ght antici pate.
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But | think nore inportantly than sinply t

his data which is, as | said, a nedianalysis of 43
studies, we could |ook at each one of the individual
studies and each one would support that there is an
increnental benefit as you go | onger.

More inportantly, we are not seeking to
treat people with erosive esophagitis with this. Ve
believe that those people should remain within the
medical care system getting their nedication from
their physician. That is even nore reason why people
who are not responding to 14 days should be directed
to their healthcare professional for eval uation.

| think 14 days in the OIC environment is
a very logical place to say if you are not responding
by 14 days, you may very well indeed have higher
grades of erosive esophagitis best managed with the
advi ce of your physician.

DR LEVI NE: Thank vyou. W'l | discuss
that later, | think.

DR CANTI LENA:  Yes, we wll.

Dr. Alfano and then Dr. Cryer.

DR ALFANO Yes. The reference is at
slide 37. On slide 37 you list 385 people who el ected
not to participate. As | recall, you said sone of

them el ected not to participate because they wanted to
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check with their physician first. How many of the 385

wanted to check with their physician first?

DR PEURA: About a third of these people.

DR ALFANO And yet that was excluded
from your analysis. |In other words, these are people
who said the product was appropriate for them but
sel ected out before they ever hit your database.

DR PEURA: Correct. VW excluded them
from our anal yses.

DR ALFANO  The second question is slide
57. Dr. Levine states that the increased incidence of
adenocarci noma beginning in the '70s is not related to
acid reducers. This is related to a question | had on
sonething Dr. WlIlfe showed us where he showed the
epi dem ol ogi cal trend, which coincidentally ended, at
least in his slide, before oneprazole was |aunched in
this country.

M/ question is what is the basis, Dr.
Levine, that you say that this change is not related
to acid reducers?

DR TRI EBWASSER Actual ly, several |ines
of evidence. First, the superficial look at the tine
relationship to this cancer and use of products isn't
sufficient to really draw any correlation. In fact,

the rising incidents of this cancer predated the

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

124

introduction of the H, blockers. The H, blockers, as
|'m sure you can appreciate, were introduced initially
for treatnent of peptic ulcer disease and GERD.

In addition, the initial introduction of
oneprazole is the first PPl that was conservatively
i ntroduced for i ndi vi dual s with hyper secretory
conditions like Zollander Allison syndrone and fully
responsive in peptic ulcer disease. There was
probably several years, in fact, of this rising
i nci dence that bears no relationship from an
epi dem ol ogi ¢ perspective to the use of these drugs.

In addition, there have been careful
epidemol ogic studies that have, in fact, |ooked at
the relationship of this type of cancer and acid
reducers and the acid reducers basically seem to go
along with the underlying condition which does
increase the risk which is chronic persistent
heart bur n.

DR ALFANO Wuld it then also be true
that these drugs bear no relationship to the decline
in squama cell CA

DR TR EBWASSER | have no evidence to
even suggest that, no.

DR CRYER I'd like to get back to a

comment that Dr. Camlleri nade a little earlier which
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was that in his opinion that heartburn of frequency of
greater than two times per week is considerable
heartburn and | would agree. I guess one of the
things that has really been ostensibly absent from
this discussion is a description of frequent heartburn
as being GERD, gastro esophageal reflux disease.

As a gastroenterologist |I'm having a
difficult time wunderstanding the differentiation
bet ween frequent heartburn and what we really call the
treatnent of GERD.

The specific guestion is in your
popul ation of individuals who had frequent heartburn
of nore than twice a weekly, do we know how nmany, what
was the distribution of those individuals with regard
to their actual frequency? Specifically how nany had
it three tines, four tinmes, five tinmes a week?

DR ZORI CH: | would say that wthin our
actual use trial which observed people for a three-
nonth w ndow, what we found is that at the three-nonth
contact that 43 percent of them said they were not
having frequent heartburn. Here is a group of
individuals who stated they weren't having frequent
hear t bur n. The vast majority of them then took 14
days of oneprazole and when contacted at three nonths

said they no | onger had frequent heartburn.
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Right there you see alnost half of the
popul ation saying they are not having frequent
hear t bur n. If you extrapolate that group, even if
they were to then the next day after you called them
have another bout of frequent heartburn and this went
on, that would be perhaps four tines a year.

That's why | thought it was very inportant
to bring in data that is nore specific to vyour
question like the publication by Bardhan which | ooked
specifically at people who had a diagnosis of GERD.

They did have screening endoscopy at the
entrance to the study. Only Grade 1V was excluded
from participation on the grounds of ethical reasons
that these people need healing, to your point, Dr.
Levine. Wat you saw there was that 75 percent of the
people actually did well using intermttent.

That brings us to the question that you
asked first, are we mnmmaking a distinction between
frequent heartburn and GERD. | think inportantly it
undoubtedly reflects the same bias that limts our
ability to look broadly in the data.

Most of the clinical trials have | ooked at
mai ntenance of remssion and really maintenance
therapies dealing with erosive esophagitis. There's

only a few trials |ike Bardhan -- and there's another
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by Lindh -- that really allows people to elect to take
treatment on the basis of synptom occurrence. The
Li ndh study is another one | didn't show but it shows
very simlar results.

Wat you see there is there are a
popul ation, and it turns out to be the mmjority of
peopl e, who have episodes -- well, that's not a good
word in this setting because it neans sonething el se,
but they have periods of tine when their frequent
heartburn is acting up and then is goes into a quiet
phase and it may act up again in the future. Only
about 25 percent of the people seem to be requiring
nore chronic therapy.

| think it's this 25 percent of the people
who are those that end up in the clinical trials and
the ones who are chronically seeking physician care
for further intervention who have rel apsi ng synptons.

W're not targeting the therapy to them
but it's a perfectly acceptable therapy for them if
they are wusing it wth their physician being
knowl edgeabl e about it.

DR CRYER Ckay. So as you were
responding, Dr. Camlleri actually pointed ne, I
guess, to the briefing docunent that was provided by

the sponsor. From the efficacy trials the nean
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reported baseline of heartburn frequency was five days
per week. Wuld that be an accurate statenent?

DR PEURA: In our efficacy trials 171 and
183 the average days of heartburn was about 75 percent
of the days which would be five out of seven days.
The severity was mld to noderate on a three point
scal e.

You had al so asked about the population in
our actual use study as well as the people. Dd you
ask that question?

DR CRYER No, | didn't have the question
but I would be happy to hear the answer.

DR PEURA: It's simlar population range
within that. Less than 1 percent of the people
actually had infrequent heartburn less than one day a
week and about a third of the people had it tw to
three days a week. The other third had it five to
seven days a week.

DR CRYER If | mght, just to follow up
on the population and the actual use study. | believe
you said a little earlier that the population in your
actual use study is as close as you can get to a
popul ati on that woul d be maki ng a purchase deci sion at
a pharmacy or a drug outlet store.

Gven that you actual use population is
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fairly reflective of the actual population, | really
want to get back to this issue of your lowliterate
popul ati on. Under lowliterature population, if |
understand it correctly, there was a 50 percent
response rate in terns of |abel conprehension.

You've told us -- you' ve suggested that
when the actual conpliance over 14 days that their
conpliance was sonmewhat better. I think the
description then was 50 percent but | never heard a
guantification of how nmuch better than 50 percent was
their actual conpliance over 14 days.

DR PEURA: Over the 14 days the
conpliance was only 2 to 3 percent different than the
“"literate" popul ation. This is in conpliance for
using the product appropriately, the one dose per day,
one tablet per dose, and also over the 14-day dosing
regi men peri od.

Wien we | ook at correct self-selection of
those criteria, there was about a 10 percent
difference. There was 70 percent for the lowliterate

group conpared to 81 percent for the average group.

DR CANTI LENA: Ckay. Thank you. | think
we'll have sonme time as well this afternoon to ask
nore questions. I just have one which involves the

actual use study. At what point in the study did you
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obtain infornmed consent?

DR PEURA W obtained inforned consent
after the people nmade the purchase decision to buy the
pr oduct .

DR CANTI LENA:  Ckay. | was wondering if
you had a copy of the informed consent docunent with
you?

DR PEURA: W don't have it with us.

DR CANTI LENA:  Ckay.

DR PEURA: W cam probably get you a copy
if you would like to see it.

DR CANTI LENA: Ckay. If you could have

that for after lunch, that would be great. What |
would like to do now is -- we are just a little bit
over -- take a 20-m nute break. Cone back at just

after 11: 00 a. m

(Whereupon, at 10:45 a.m off the record
until 11:06 p.m)

DR CANTI LENA: Wiile we're waiting for
peopl e to conme back, the final score Germany 1, USA O.

But it was a great run.

Qur first speaker for the FDA is Dr. Mark
Avi gan.

DR AVI GAN Thank you. I'm a board

certified gastroenterol ogist. Before comng to the
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FDA | served on the faculty at Georgetown University.
There's been a longstanding interest by a nunber of
sponsors to meke treatnments for the nanagenent of
heartburn synptons directly available to consuner in
the OIC arena.

On the occasion of the first Joint
Advi sory Conmittee that discussed oneprazol e nmagnesi um
on Cctober 20, 2000, Dr. Larry Goldkind and I
presented an overview of efficacy and safety issues
related to the use of this product in an OTC setting.

At that tinme the sponsor was seeking
approval for the follow ng indications. First, the
relief of heartburn, acid indigestion, sour stonmach.
Second, the prevention of these synptons brought on by
consum ng food and beverages or other inciting events.
Third, the prevention of synptons for 24 hours.

Both FDA reviewers and a majority of the
Advi sory Committee attendees concluded that results of
the studies perforned by the sponsor did not
denonstrate efficacy for the first tw listed
i ndi cati ons.

In the case of treatnment of episodic
heartburn as a synptom neither multi-center placebo
controlled trials 092 or 095 reveal ed superiority of a

single 20 mlligram dose of oneprazole magnesi um over
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pl acebo.

These studies contained over 600 subject
with a history of heartburn occurring at least two
days per week in each treatnment arm Al t hough four
hour prevention of neal-induced heartburn by single
dose of onmeprazole magnesium was denonstrated in a
1,200 subject multi-center double-blind placebo-
controll ed study. That study is 006.

This result was not replicated in a
separate study, study 005, which was virtually
identical in its design and execution. |In contrast to
the absence of efficacy in studies for the first two
indications, results of studies 171 and 183 supported
the third claim the prevention of synptons of 24
hour s.

It is these two studies that the sponsor
is now resubmtting for consideration of the newy
proposed indication, the prevention of synptons of
frequent heartburn for 24 hours.

Results of clinical studies of oneprazole
magnesi um provi ded by the sponsor can be tied to the
nmechani sm of action of all proton punp inhibitors
i ncludi ng oneprazole. Nornmally oneprazole has a short
half-l1ife in the circulation; that is, between one and

two hours, because the proton punp nol ecules, which
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are irreversibly targeted by oneprazole, nmay not all
be sinultaneously accessible to binding by the drug.

The dosing interval wth oneprazole is
only once per 24 hours and the degree of acid
suppression after a single dose is |ow In fact,
consecutive daily treatnent for a few days is required
to build up to a nmaxi mum PD response.

This characteristic can be contrasted with
that of antacids and H-receptor antagonists which
achi eve identical pharmacodynamc effects after each
dose including the first.

It is FDA's concern that oneprazole's
bui l dup effect of acid suppression over consecutive
daily doses may reinforce continuous unsupervised
usage by consumers seeking optimal relief of chronic
heart bur n.

In the remaining tine that | have | wll
touch on the follow ng areas. First, the safety
profile of oneprazole with regards to short-term and
| ong-term drug exposure.

Second, findings of previously submtted
studies which reflect on the potential for long-term
usage of this product in an OIC setting wthout
physi cian supervision. Third, the results of pivotal

studies 171 and 183 neasuring the effects of
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onepr azol e magnesi um on synpt ons.

Fourth, highlights of early synptom and
drug usage patterns of the actual wuse study 007.
Finally, sone of the outstanding issues surrounding
approval of the drug for OIC use that the advisory
conm ttee nust address.

An analysis of the safety record of the
drug is supplenmented by an array of clinical studies
in post-marketing surveillance data of the entire code
of prescription formulation.

Short-term admnistration of oneprazole
has been |inked to a nunber of serious adverse events.

Rarely these may be Ilife threatening and include
severe hypersensitivity reactions such as angi oedena
and anaphyl axi s, toxic epi der mal necrol ysi s,
agranul ocytosis, and clinically significant hepatic
dysfuncti on.

Al though the precise incidents of these
adverse events cannot be determned from a voluntary
post-marketing reporting system it appears that they
are quite rare and simlar to serious adverse event
rates associated wth sonme other OIC approved
products.

Orepr azol e magnesi um  has al so been

associated with nmechanisns that may lead to clinically
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signi ficant drug-drug interactions. Conpetitive
inhibition of CYP 2Cl19 netabolism and gastric acid
neutralization by the drug are each known to affect
phar macoki netic profiles of certain agents.

The potential for «critical oneprazole
i nduced increases in circulating levels of some drugs
such as warfarin, phenytoin, diazepam digoxin is
small but it can be further mnimzed by appropriate
consuner | abel i ng. Simlarly, the nore likely
di sruption of effective levels of antifungal such as
ket oconazol e can be mnimzed by |abeled instructions
t o consuners.

A separate series of safety concerns that
were raised during the first Joint Advisory Conmittee
neeting are relevant only to long-term continuous or
intermttent self-admnistration of omeprazole w thout
physi ci an supervi si on. These were discussed because
of the pharnacol ogical properties and potential for
such usage which | just nmentioned.

Safety concerns tied to long-term usage
include the followwng. First, there is a potential of
the drug to mass synptons associated with underlying
nmedi cal conditions that warrant early diagnosis and
adequat e treatnent.

These include severe forns of erosive
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esophagitis, Barrett's, netaplasia and dysplasia, or
cancer of the esophagus or stomach. In sone
individuals with these conditions, a significant del ay
and physician referral and patient evaluation may | ead
t o worse outcones.

A second safety issue related to long-term
unsupervi sed admnistration of the drug is absence of
prospective controlled trials to determne whether
such exposure confers an increase in the absolute risk
for the developnent of certain neoplasia in a large
popul ati on of users.

All pr ot on punp i nhibitors I nduce
increases in circulating gastrin concentrations which
have trophic effects on some nucosal cells. In
addi tion, these drugs may have genotoxic effects in a
variety of cell types when in an activated form

The concern about the potential for
significant nunbers of consuners to engage in |ong-
term self-admnistration of oneprazole nagnesi um
wi t hout physician supervision despite Ilabeling for
only short-term use was pronpted because of the
fol |l ow ng points.

First, the drug is intended to prevent
recurrent episodes of heartburn in individuals wth

frequent synptons rather than effectively treat
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epi sodi ¢ synpt ons.

Both in the clinical efficacy studies and
actual use studies based on clinical characteristics,
it was not possible to assert that many of the
enrolled individuals with frequent synptons did not
have gastro esophageal reflux disease referred to as
GERD which is a chronic and often | ong-term condition.

As described by Dr. Castel at the first
Advisory Commttee neeting, individuals wth |ong-
standing heartburn and the spectrum of conplications
of erosive CGERD and the severity of nucosal changes
cannot be consistently correlated wth synptom
severity or frequency.

Second, the recurrence rates of heartburn
in individuals with CGERD are high within a short
period of time after cessation of acid suppression
treatnent. Third, in a national usage study that was
presented at the first Advisory Conmttee neeting nore
than 60 percent of individuals wusing oneprazole
magnesi um for the prevention of heartburn exceeded 10
consecutive days of treatnment despite a |abeled
instruction not to treat beyond that point.

This is not surprising since |large
percentages of individuals who have self-selected for

OIC treatnent wth onmeprazole mnmagnesium in those
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actual use studies have had histories of |ong-standing
heartburn that are consistent with the diagnosis of
GERD

It should be noted that at the first
Advi sory neeting the panel was split on the question
of whether chronic heartburn or GERD is an acceptable
OrC indication. The panel decided that sufficient
evidence had not been provided to support either a
favorabl e benefit risk assessnment or approval for any
of the three possible indications of acute synptomatic
heart bur n, prevention of episodic heartburn, or
chroni ¢ heartburn.

In the current subm ssion the sponsor has
proposed an indication for prevention of synptons of
frequent heartburn for 24 hours and only for those who
suffer heartburn two or nore days a week.

Studies 171 and 183 were double-blind
pl acebo-controll ed two-week treatment studies which
cont ai ned approximately 500 subjects in each treatnent
arm Inclusion criteria included the presence of
heartburn at least two days per week for one nonth
prior to enrollnent.

Al though the primary efficacy variable was
no heartburn over 24 hours between the first and

second daily dose follow ng random zation, heartburn
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free 24-hour periods over each subsequent treatnent
day and during the single-blind placebo follow up
phase were al so nmeasur ed.

These studies were associated with the
following findings. First, there was a substanti al
proportion of studied subjects who experienced no
heartburn despite treating with placebo both on day
one of treatnent, 32 percent, and on day 14, 43
per cent .

Second, al t hough statistically
significant, the therapeutic gain of oneprazole
magnesium 20 mlligrans versus placebo was only 16
percent on day one but increased to 29 percent on day
four confirmng that the naximal pharnacodynam c
benefit of treatnment relies in consecutive daily
dosi ng.

Finally, even after 14 days of treatnent
with the 20 mlligram doses, alnost 30 percent of
subj ects experienced break-through heart burn.

It is significant that the frequency of
heartburn  synptons prior to treatnent had a
substantial inpact on the rates of response to
onepr azol e magnesi um and pl acebo.

In subjects with pretreatnment heartburn

that occurred less than half the days, 50 percent of
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the days, the difference between drug and placebo
response rates referred to as the therapeutic gain was
only 4 percent on day one of treatnent.

This small difference was due to a pl acebo
response rate that was over 65 percent. Even by day
14 of treatnment the therapeutic gain in this group of
subjects did not rise above 11 percent since the
pl acebo response rate was over 70 percent.

In contrast, subjects wth daily heartburn
prior to t r eat ment denonstrat ed nor e r obust
differences between drug and placebo in response
rates. These differences reflected substantially
| oner response rates to placebo when conpared to the
group with less frequent heartburn. In the daily
heartburn group on day one of treatnent, t he
t herapeutic gain was 18 percent and by day 14 it rose
to 39 percent.

The conclusion that can be drawn are
consistent with oneprazole's function as a potent
inhibitor of gastric acid secretion and the inportant
role that it can play in the managenent of severe
forms of gastric esophageal reflux wth associated
frequent synptons.

These conclusions can be summarized as

fol | ows: First, in subjects wth Iow frequency
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heartburn at baseline the therapeutic gain from drug
was small because of a high placebo response rate.
Second, the therapeutic gain was greatest in subjects
with daily heartburn because only a snall percent
responded to pl acebo.

Nonet hel ess, despite t he hi gher
therapeutic gain in these subjects there was a 40
percent break-thru rate of heartburn on the |ast day
of treatnment with the drug.

The American College of Gastroenterol ogy
has issued published guidelines for the diagnosis and
treatnment of GERD. These include the follow ng: GERD
is characterized by chronic synptons or nucosal damage
produced by the abnormal reflux of gastric contents
into the esophagus. Furthernore, many, perhaps nost
patients, wth CERD require long-term possibly life-
| ong t her apy.

Based on the distribution of frequency of
heartburn prior to treatnment in the sponsor studies,
it is likely that many of the study subjects had GERD.
Therefore, it is not surprising that in both studies
after cessation of treatment with oneprazol e magnesi um
the recurrence of heartburn was rapid. Wthin three
days the apparent therapeutic gain conpared to placebo

di sappeared and the daily percentage of subjects wth
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heartburn over 24 hours rose to approximately 55
percent .

In addition to three |abel conprehension
studies, the actual usage studies 007 that neasured
characteristics of individuals who chose to purchase
this product and their wusage of the product of a
duration of eight to 12 weeks has been provi ded.

Most patients who self-selected for OIC
treatnent in that study who had GERD is supported by
the follow ng observations. First, anong the treated
popul ati on nore than 90 experienced heartburn for nore
than one year and alnost 50 percent for |onger than
five years.

Second, 57 percent of these subjects
experienced heartburn four or nore days per week.
Third, a substantial percentage of subjects used other
products or prescription nedications to relieve
heartburn when synptons recurred after conpletion of
the 14-day course of treatnment wth oneprazole
magnesi um

It should be enphasized that the actual
use study did not neasure the potential for long-term
intermttent usage of the product. Mre details about
results of study 007 will be described by Dr. daiva

Shetty.
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In summary, oneprazole magnesium wll be
used by substantial nunber of individuals with GERD
In the proposed |abeling the consunmers were warned to
"notify your doctor if you have had heartburn for
three nonths or Jlonger wthout talking to vyour
doctor," and instructed to "stop use and a doctor if
heartburn continues or returns after wusing this
product everyday for 14 days." The consuner is also
instructed, "Do not continue beyond 14 days unless
directed by a doctor."

The advisory conmttee nust address the
follow ng issues. First, whether a single two-week
treatnment course of oneprazole magnesium in an OIC
setting neets the short-term and |ong-term needs for
acid suppression of individuals who purchase this
pr oduct .

Second, whether occasional courses of
t r eat ment in an OIC setting wthout physi ci an
consultation are consistent with the sponsor's
pr oposal . Finally, whether limtation of usage to a
single 14-day treatnent course is an inportant feature
to protect the safety of consuners.

If so, it nust then be determ ned whether
the sponsor has provided adequate information about

the potential for long-term continuous or intermttent
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use of this product wthout physician supervision to
ensure a favorable benefit risk assessnent.

Thank you. Now | want to introduce Dr.
Karen Lechter from CDER s FDA's Ofice of Drug Safety
who wi |l discuss | abel conprehension studies.

DR LECHTER I'"'m going to talk to you
briefly about the purpose of |abel conprehension
studies. I'lIl then discuss the two standard Pril osec
| abel conprehensi on studi es.

Excuse ne. This nouse is not working.
"Il have to use -- I'Il just use the button. Thank
you.

"Il focus primarily on the issues about
which we have concerns where there is clear evidence
of problens and where there is an adequate evidence to
draw concl usi ons. "1l then discuss the inplications
of the results for the | abel.

The regul ations state that OIC | abel s nust
be likely to be read and understood by the ordinary
i ndi vi dual , i ncl udi ng i ndi vi dual s of | ow
conpr ehensi on, under customary conditions of purchase
and use.

As one way to satisfy this requirenent
sponsors conduct |abel conprehension studies to test

how wel | their proposed |abel communicates. Sonetines
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this i done as an iterative series of studies with the
| abel changes being nmade after the study and then the
| abel being retested.

In sonme cases this goes on for several
rounds. For the Prilosec OIC product the sponsor
conducted two standard |abel conprehension studies.
The first was study 02255. There were 684 persons in
this study, 43 percent nmale. There were five cohorts.

297 were in a general popul ation.

Two cohorts were frequent heart burn
sufferers. One was low literate which was 8th grade
reading level or lower of which there were 162
menbers. Another was high literate and there were 155
in this group.

Frequent heartburn suffers were those who
had heartburn two or nore times a week or who were
taking a prescription nedicine for heartburn. The
fourth cohort were 96 heartburn sufferers taking drugs
listed on the | abel as requiring physician advice.

The fifth cohort was 42 pregnant or
nursing heartburn suffers. These participants
examned the l|abel and answered questions about it
with the | abel available for reference.

When asked about the product purpose, 39

percent of the general population were conpletely
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correct. They said "prevent frequent heartburn.” The
two literacy groups had simlar percentages of
conpl etely correct responses.

As this was an open-ended question, we're
not as concerned about getting a conplete response as
we would be for other types of questions. However ,
t hese responses may reflect problens in understanding
all the aspects of the indication and we need to | ook
at questions in which the [abel information is applied
to learn if there is a problem understanding the
i ndi cati on.

Al of the hypothetical scenario questions
about use for episodic relief or prevention should
have been answered that the product is inappropriate.

However, only about half of the responses were
correct about episodic use. About half answered that
the product could be used for prevention or relief of
i ndi vi dual heartburn epi sodes.

For the three questions about episodic

relief, the correct scores in the general population

ranged from 48 percent to 55 percent. An exanple of
t hese questions was, "You ate chili for |unch, The
chili gave you heartburn. You have not had heartburn

before. You want to take something now to get rid of

this episode of heartburn. Based on the label, is
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this product intended to be used for this situation of
heartburn or not?"

For the +two questions about episodic
prevention in the general population, scores ranged
from 54 percent to 61 percent. An exanple of this
type of question is, "The food you brought for |unch
today usually gives you heartburn. You would like to
take sonething just for today before lunch so you
don't get heartburn. Based on the label, is this
product intended to be used for this situation of
heartburn or not?"

Partici pants were asked if the product was
intended for them personally to use. W call this the
sel f-sel ection question. Frequent heartburn suffers
with synptons |isted on the label as requiring
physician consultation before using the product were
correct only 41 percent of the tine. Fr equent
heartburn suffers taking nedications listed on the
| abel as requiring physician consultation before use
were correct only 50 percent of the tine.

This rose to 82 percent after they were
given a list of brand nanes that correspond to the
generic names on the |abel. However, we believe that
the 50 percent figure is nore valid because consuners

selecting OTC nedicines in the store would not have a
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[ist of brand names.

Overall 67 percent of those who shoul d not
use the product or should consult a doctor first were
correct in the self-selection question. The cohorts
of non-heartburn sufferers, i nfrequent sufferers,
those allergic to the product, and pregnant or nursing
heartburn sufferers responded correctly at the rate of
' 76 percent or greater.

However, we are concerned that the self-
selection responses suggest there is a problem in
applying the | abel to one's self when one has synptons
listed on the label or is taking nedications listed on
t he | abel .

On the other hand, scenario responses
based on hypothetical situations about use with |isted
medi cations  or medi cal conditions suggest good
understanding with correct responses generally in the
90s.

But the high positive results may be due
to an artifact of the study in which alnost all
gquestions required a response that the product should
not be used or a doctor should be consulted. Thi s
could have <created a nay-saying basis in which
responses are likely to be influenced by this artifact

rather than by knowl edge of the I abel.
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In conclusion, in study 02255, the tested
| abel failed to convey adequately that Prilosec 1 is
not for periodic use, that it is not for acute
synptons or for prevention of neal-induced heartburn.

This conclusion is supported by data |
presented earlier that only 48 to 55 percent correctly
said the product could not be used for relief and only
54 to 61 percent correctly said it should not be used
for episodic prevention.

Also it is not clear that people can apply
the label well to their own situation if they take any
of the nedicines listed on the |abel or have any of
the health conditions listed on the |abel as requiring
physi ci an consul tati on before using the product.

Further testing would help determne if
t he proposed | abel works better than the one tested in
this study. However, the proposed |abel does not
address the prevention and episodic issues any
differently than the tested I abel. | mprovenent on
t hese issues is not |ikely.

Study 12179 was designed to see if people
who should not use the product wthout a physician's
advi ce due to nedical conditions would understand that
fact and if they understood the indication and

understood the |abel information well enough to apply
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it to three hypothetical situations in which people
should <consult a doctor before wuse and in one
situation which consultation is not necessary.

There were 145 study participants, 41
percent male. Al had frequent heartburn. Al had at
least one condition nmentioned on the |abel as
requiring physician consultation. They were not
taking nedications listed on the |abel as needing
physi ci an consul tati on.

The |abel used was simlar to the final
proposed label but the tested label Ilisted six
medi cations requiring physician consultation rather
than the three that were on the final proposed | abel.

W analyzed the results of this study
differently than the sponsor did. W elimnated 40 of
the 145 participants. There were two participants
taking Prilosec but we were only to identify only one
of those so the others still are in our analysis. W
did renove the one that we could identify.

W renoved those who should not have been
in the study at all because they did not have a
condition that required physician consultation before
use according to the label. These included those with
infrequent chest pain or infrequent wheezing. The

| abel said those wth frequent chest pain or wheezing
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shoul d consult a physi ci an.

W analyzed the results for the 105
remaining who should not use the product wthout
consulting a physician. Al should have said they
woul d consult a physician before using the product.

The sponsor scored anyone who had ever
di scussed their condition listed on the |label with a
heal thcare professional as okay to use the product.
These conditions included frequent chest pain, chest
pain with other specified synptons, trouble swallow ng
food, frequent wheezing, and wheezing with heartburn
and unexpl ai ned wei ght | oss.

Unl i ke the sponsor we did not believe that
havi ng ever discussed a nonheartburn nedical condition
with a healthcare professional is a surrogate for
getting approval to use Prilosec 1. There is no
evidence that these participants ever got or would
have received approval to use Prilosec 1. Al of the
105 in our analysis should have said they should not
use a product or should consult a doctor first.

More than half of the participants in our
anal ysis answered incorrectly about whether they coul d
use the product based on the |abel. Forty-five
percent answered correctly. O these 26 percent said

they would ask a doctor and 19 percent said they woul d
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not use it.

Wien asked an open-ended question about
the  product pur pose, about one-third of t he
participants gave the conplete response "prevent
frequent heartburn.” A series of four questions asked
about whether people with certain medical conditions
could use the product, three of these conditions were
listed on the | abel as requiring nedical approval.

The other, headache, was not |[isted.
Scores for these questions were in the 90s. however,
one-third of participants said a doctor should be
consulted if the person has headache. Thi s suggest
partici pants were very conservative in their responses
and nmay not have been responding as they would in
normal use. It suggests that the scores for the other
condi tions may have been infl ated.

After these studies the |abel was not
changed to inprove comunication about nonepi sodic use
and use only for prevention. However, the list of
nmedi cations requiring a doctor's consultation was
shortened in the proposed | abel fromsix to three.

The list of nedical conditions in the
proposed l|abel is shorter and nore bulletted than in
the 02255 study and is the sane as in the 12179 study.

W do not have evidence that the proposed I abel
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communi cates the problem nessages any better than the
| abel s tested.

These studies suggest that participants
understand Prilosec 1 is for frequent heartburn. Do
not use Prilosec 1 if you do not have heartburn, have
i nfrequent heartburn, are allergic, or are pregnant r
nur si ng.

I mentioned in the beginning of ny
presentation | would focus on areas that concern us.
Therefore, | did not nmention that there was evidence
of good understanding of some other aspects of the
| abel information. This included that the product
should not be used if you have trouble swallow ng,
chest pain with other synptons, chronic cough, black
tarry stools, unexplained weight |oss, you are under
age 18, or you have heartburn that has becone worse
wi th nausea and vomting.

Despite sone of these good results, these
studi es do show that consuners believe Prilosec 1 can
be used episodically for relief of acute heartburn
synptons or to prevent neal-induced heartburn.
Further, it is not clear if consuners wth nedical
conditions listed on the | abel were taking nedications
listed on the |abel would understand they should seek

medi cal advice before use or decline to use the
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pr oduct .

The actual use study has simlar results.
Dr. Daiva Shetty from the OIC Division wll now
di scuss the actual use study.

DR SHETTY: M/ presentation briefly
covers sone highlights of the regulatory history of
over-the-counter Prilosec program the proposed | abel,
target population, and the results of the actual use
study 007.

As you have already heard Dr. Mark Avigan
expl ain sonme aspects of the regulatory history of OIC
onepr azol e. Il will summarize the differences between
the original and the resubmtted NDA

There were nultiple changes made to the
origi nal NDA The dose was increased from 10 to 20
mlligranms. The target population from anybody above
12 years of age with heartburn synptons was changed to
18 years and above with frequent heartburn synptons
two or nore days a week.

The initial proposal had relief as well as
prevention  of heartburn cl ai ns. The current
subm ssion has only the prevention of frequent
heart burn indicati on. The duration of treatnment was
extended from maxi mum of 10 days of intermttent use

to 14 continuous days.
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In support of the current subm ssion, the
sponsor has provided the results of one actual use
study, three |label conprehension studies, a new
proposed | abel, and a safety update.

The study 17859 called desel ection study
was classified as |abel conprehension study. Actually
it was a marketing study. Therefore, the data from
the study will not be presented.

Now | ' m going to tal k about a proposed OIC
| abel and the target popul ation. The |abel wused in
the actual use study was very close to the |abel
proposed for OIC nmarketing. The use section on the
| abel states that Prilosec wll prevent frequent
heartburn for 24 hours in people who experience
heartburn synptons two or nore days a week.

The directions also stated anyone who is
18 years or older should take this drug one tablet a
day every day for 14 continuous days and directs to
consult a doctor if synptons return after this 14-day
course of therapy.

There are multiple warnings listed on the

proposed | abel . | would like to draw your attention
to one of the warnings. |It's called heartburn warning
and it states, "Notify vyour doctor if you have

heartburn synptons for three nonths or |onger wthout
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talking to your doctor.”™ | will refer to this warning
once again when | discuss the findings of the actual
use st udy.

Now |I'm going to present the results of
actual wuse study 007. There are certain actual use
issues for OIC Prilosec. First of all, are consuners
able to self-select and deselect appropriately? Do
t hey understand what precludes them from the use of
Prilosec? Are consuners able to treat thenselves to
follow | abel use directions for duration of use and do
they follow directions when to seek advice from a
heal t hcare provider?

The actual use for the 007 was a three-
nmonth duration nulti-center open-label, all-comers
with mnimal inclusion and exclusion criteria. 1t was
intended to assess how consuners woul d use oneprazole
in naturalistic OIC conditions followi ng proposed
| abeling instructions. It did not address all the
i ssues that the agency is concerned about.

On the next few slides I will try to walk
you through the disposition of the study subject. A
total of 1,301 subjects participated in self-selection
interview. After |ooking at the package the nmajority
of them 1,251, stated that Prilosec is appropriate

for themto use.
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The pur poses of this presentation,
subjects who self-selected that the product s
appropriate for them to use wll be called self-
sel ection popul ati on. Unli ke the sponsor, we believe
that this population should have been the primary
popul ation for anal ysis of self-selection behavior.

| will later point out what the sponsor's
definition of the self-selection population was. o
those who self-selected that the drug is appropriate
for themto use, 683 chose to participate in the study
by agreeing to sign some consent to buy the drug, to
fill up a diary, and return for end of study follow up
visit. Three hundred and 84 subjects elected not to
participate in the study.

The reasons why 384 subjects stated that
it is an appropriate drug for their use but chose not
to participate are listed on the slide. One-third of
them stated that it is inconvenient for them to
participate in the study. More than a quarter of
them 104 subjects, stated that they would not try new
medi ci ne wi thout a physician's approval .

These groups actually <could wuse the
product if it were to beconme freely avail able over the
counter. O those 863 subjects who elected to

partici pate, 854 purchased the drug and received one
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or nore diaries. N ne subjects did not neet inclusion
criteria and were not allowed to enter the study.
Four of those nine did not provide the consent, one
was pregnant, and four previously participated in
simlar studies.

Seven hundred and 62 subjects conpleted
the study by returning one or nore diaries. N nety-
two subjects did not return diaries. Mijority of them
were lost to follow up. They were a mnimum of five
attenpts by phone and at |east one letter sent trying
to |l ocate these people.

O the 762 subjects who returned diaries
four returned blank diaries and 758 kept a record of
the study drug use. Those who had the record of
steady drug use will be called the treated popul ation.
Il will focus on it talking about conpliance with the
| abel use directions.

O the 758 treated subjects, 649 were
available for a three-nmonth follow up. This final
followup contact was done by phone and 109 subjects
coul d not be reached.

If we are going into the results of self-
selection behavior, | would like to show you the
difference between our and the sponsor's prinmary

popul ation for self-selection objectives.
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we believe that subjects who participated
in the initial self-selection interview and stated
that Prilosec is appropriate for their use, it's the
actual over-the-counter population that would not be
objected to further screening as it was done in the
st udy.

In this presentation the sponsor called
t hose subjects who decided to participate in the study
as their self-selection population. However, in the
background package to the agency, the sponsor's
definition of self-selection population included
treated subjects plus additional 12 subjects that were
excluded fromthe study by the investigator.

These subjects not only selected a drug

for their use but also had to sign a consent that they

agreed to purchase the drug, fill up a diary, and
return for a followup visit. Using sponsor's
popul ati on for sel f-sel ection obj ecti ves have

sufficiently increased correct self-selection rates.
Denogr aphi cal | y t he self-selection
popul ation was fairly representative of the overall
U.S. population with 59 percent being female. The age
of the participants range from16 to 91 with a nean of
48 vyears. The majority were caucasian, 65 percent,

and 18 percent were African Anerican. Lowliteracy
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group consisted of alnost 10 percent of the self-
sel ection popul ati on.

Looking at the heartburn study for follow
up with the self-selection population, you can see
that majority of them had I|ong-standing heartburn.
Over 90 percent of the self-selection population had
heartburn synptons for over a year and al nost half, 45
percent, over five years.

Most of them had frequent heartburn as
defined by the sponsor, two or nore days a week.
However, 14 percent of the self-selection population
had heartburn synptons one day or |less a week and,
therefore, failed correct self-selection.

Anal yzing self-selection behavior and
conpliance with the |abel used directions the sponsor
incorporated one variable, the consultation for
heartburn that the healthcare provides them

| would like to point out what the
sponsor's definition of the consultation wth the
heal t hcare provider was. It included advice from a
physician or any healthcare professional, or the use
of any prescription heartburn medication anytinme in
t he past.

This contact was not verified by the study

per sonnel . Therefore, we don't know what particulars
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were discussed or what advice was given by the
heal t hcare provi der

As you recall, the | abel states to talk to
your doctor if you have had heartburn synptons for
three nonths or |onger. This pie chart shows that
less than half of the self-selected population
consulted healthcare provider for their heartburn
within a year.

Addi tionally, 17 persons consulted a
heal thcare provider nore than a year prior to the
st udy. Thirty-seven percent did not speak to their
heal t hcare provi der about their heartburn at all.

There was a simlar ratio of these subgroups for the
treated popul ation, those who purchased and used the
dr ug.

The correct subsel ection was based on the
sponsor's predefined criteria. The subject had to be
18 years or older with heartburn synptons at |east two
days a week, not pregnant, not allergic to omeprazol e,
not having certain contraindi cated conditions, and not
taki ng contraindi cated drugs listed on the | abel.

The correct self-selection was 76 percent
for the self-selection population which included, as I
mentioned, subjects who stated that Prilosec is

appropriate for them to use. Two hundred and 90
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subjects failed correct self-selection for t he
foll ow ng reason, 169 experienced heartburn one day or
| ess a week.

There wer e certain relative
contraindications listed on the label, yet sone
consuners with those conditions are taking the |ist of
drug-sel ected Prilosec for their use.

One hundred and thirty-four were having
certain contraindicated synptons that were listed on
the | abel. Fifteen were wusing contraindicated
nmedi cations. Three were |less than 18 years of age and
one was pregnant.

O those 854 subjects who purchased the
product the najority purchased only one carton of 14
tabl et s. There were a few that purchased nore than
one carton. Even though the subjects were allowed to
purchase up to four cartons, the I[imt of 14 tablets
in the package have inpacted their pattern of use.

Over all conpliance with the |abel wuse
directions was achieved by 63 percent of the treated
popul ation. Those were the subjects who purchased the
drug and used the drug and returned diaries with the
record of use.

Unlike the sponsor, we believe that

conpl i ance subjects had to follow all three |abel use
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directions, take one table a dose, one dose a day for
full course of therapy.

The conpl i ance rate i ncreased
significantly from 63 to 79 percent when the sponsor
changes the criteria for the conpliance wth 14-day
regi men. The sponsor considered conpliant dose who
took 11 to 14 doses in an 11 to 17-day period. Ve
bel i eve that such an anal ysis increases the conpliance
rate.

The majority of nonconpliant subjects took
the drug less than 14 days. Ni ne percent took nore
than one dose per day. Four percent took nore than
one tablet per dose. three percent exceeded 14
consecutive days.

The response to the three-nonth follow up
questionnaire showed that nore than half, 57 percent
of the subjects available for followup, had their
heartburn synptons return. When these subjects were
asked what they did after their heartburn returned, 20
percent stated that they talked to a healthcare
provider or nade an appointnent to see one in the
future.

Forty-six percent started using antacids,
27  percent switched to prescription heartburn

medi cation, and 21 percent used over-the-counter acid
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reducer. This suggest that subjects who used Pril osec
already had access to over-the-counter as well as
prescription heartburn nedications.

The study had several limtations. It was
a relatively short duration total of three nonths. It
did not address a question if Prilosec is likely to be
used intermttently, a few courses over a year, and
what the consequences of such a use woul d be.

It did not address the concom tant use of
ot her heartburn medi cati ons. The rmet hodol ogy of the
study did not allow us to assess if consuners
understand that this drug is for relief of acute -- is
not for relief of acute heartburn synptons and what
consurmers would do if Prilosec does not relieve their
synpt ons.

Overal |l conclusions that can be drawn from
this study of who and how woul d use over-the-counter
Prilosec woul d be summari zed as foll ows:

Most of the consunmers who self-selected to
use Prilosec had a long history of frequent heartburn.
Even though the label stated to see a healthcare
provider prior to the use of Prilosec nore than a
third of those subjects did not do so.

More than half of the treated popul ation

available for followup had their heartburn synptons
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return. The mgjority of them switched to other
prescription or over -t he- count er heart burn
medi cati ons. Twenty percent decided to seek advice

froma heal thcare provider.

It is unclear how the interaction wth the
heal thcare provider prior to or after the use of
Prilosec would have influenced consuner behavior. The
study also showed that Prilosec is likely to be used
by consunmers wth contraindicated synptons and is
likely to be wused by consunmers wth infrequent
heart bur n.

Thi s concludes ny presentation and overall
FDA presentations. Thank you.

DR CANTILENA: Ckay. Thank, Dr. Shetty.
| would ask that Dr. Avigan and Dr. Lechter join Dr.
Shetty for questions fromthe commttee. W wll now
open the discussion, Brass, Johnson, and CGoldstein to
start.

DR BRASS: I have three related
guesti ons. The first has to do with the issue of
recognition of contraindicated nedications on the
| abel . This is certainly an issue the commttee has
struggled with tine and time again. The issue of
brand versus generic nanes is not wunique to this

particular NDA and is also an issue that has been
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di scussed.

But as was alluded to in discussion
earlier today, the wevaluation of these questions
really has to be linked to the consequences of not
accepting the information or not processing the
i nformation properly.

| would Ilike kind of an integrated
assessnent from the review team as to whether
concomtant use of oneprazole at this dose with any of
the nmedications listed would pose a serious safety
pr obl em

DR ALFANO Vell, let me try to shed a
nore clinical perspective on that. There are two ways
of looking at that problem You can |look at a whole
popul ation and ask what is the incidence of a bad
untoward drug-drug interaction and find that it is a
| ow nunber. O you can ask who mght be in the
popul ati on susceptible to such an interaction. It
really is the second type of approach where there are
some concerns.

An exanple would be in the class of PPIs
there's a known interaction as | alluded to wth
warfarin. Usually that is an interaction which is not
clinically very inportant but there are already sone

known postnmarketing reports for various nmenbers of the
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class of i ndividuals who m ght have devel oped
increases in prothronbin time that have warranted
reporting to the agency with the pages on chronic
warfarin who then started a PPI

In one or two cases, actually devel oped
clinically significant bl eeding. If you are asking a
frequency question, the answer is generally these
drug-drug interactions are not common for the group.

DR BRASS: Yeah, but, again, has the
clinical significance of the interaction between
oneprazole 20 mlligrans and warfarin been studi ed and
what was the concl usion of such studies?

DR ALFANG It has been studied. Perhaps
we mght get some other comments on this but there
have been studies in individuals where they have been
chall enged with single doses or who have been on one
drug and then have been essentially tested with the
ot her. Reassuringly in a small population of tested
individuals there were no dramatic effects either on
prot hronbin timne.

But the problemw th that is the potentia
again in nunbers of marketed -- if you market this to

| arge nunber of people are the outliers and the
confounding effects of new facts such as is the

patient not only someone who is on these drugs but
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per haps has also a problem wi th metabolism because of
sonething else, an isoform difference. | think this
is where it is very chall enging.

DR BRASS: Ckay. A simlar thene
guestion has to do with the contrasting of the two
di fference definitions of conpliance in the actual use
study, the rigorous everyday 14 versus the range.

M/ question is given what we know about
t he pharnmacodynam cs and the tinme course of action of
this specific drug, do you believe those differences
in definition wuld translate into neaningful
differences in risk benefit assessnent?

DR SHETTY: Probably not. W just took
the nore conservative approach to see how people
followed all three directions on the |abel.

DR ALFANC Again, just a clinical
perspective. | think it was already noted by a nenber
of the panel that one of the criteria for conpliance
that was not a criteria for conpliance but is on the
labeling is if you' ve had heartburn for three nonths
go see your doctor first. That was excluded fromthe
criteria.

DR BRASS: Yeah, | asked that question
before because | think that's an exanple, quite

frankly, of a warning that is not very neaningful
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because 100 percent of the population is going to
qualify for it and already has not seen their doctor.

Finally, a question for Dr. Lechter. You
identify quite appropriately a nunber of concerns and
limtations in the | abel conprehension study.

M/ question to you is after seeing the
actual use study and the difference in the results,
and given all the nmethologic differences in those two
trials whether you personally have any reassurance
that your concerns from the |abel conprehension
context are in anyway mtigated by the actual use
cont ext .

DR LECHTER | think in general we get
better information from actual use studies but this
study did have sonme limtations and we need to take
that into account. W still have concerns about
whet her people understand the episodic use. Sone
things were not studied in this use study.

DR CANTI LENA: Ckay. Dr. Johnson.

DR JOHNSON I have two questions that
are directed towards Dr. Lechter.

You indicated that with respect to the
contraindicated drugs that there was 50 percent
conprehension with generics but it went to 82 percent

when brand nanme was given. You suggested or inplied
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that the 50 percent is the meaningful nunber
i ndicating that brand nanes can't be put on the |abel.
I"m wondering if that's what you nmean and, if that's
the case, why? Wiy can we not put brand nanes on the
| abel ?

DR LECHTER I"m not sure. That may be
an FDA policy which | can answer. | think typically
we don't put brand names on OTC products but perhaps
soneone el se coul d answer that.

DR CANTILENA: Dr. Ganley, do you want to
take a shot at that?

DR GANLEY: Sur e. In the OTC |abeling
rule -- it's not in regulation but in the preanble
they had not wanted to put in brand nanes into the
drug facts |abeling. I don't think it really
addressed the issue of contra indicated nedications
and putting actually the generic and brand nane in.

| think Doug Bierer may have noted earlier
that they wanted to have sone discussions with us
based on this results where there is a dramatic
i nprovenent in conprehension if you actually put in
the brand nane. From ny viewpoint, | think that is
sonething that could be a consideration. | don't
think there is a regulation that says that we cannot

do it.
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DR JOHNSON: | think those data are not

at all surprising and frankly | am surprised that 50
percent recogni ze generic names. | would have thought
it would have been [ ower than 50 percent.

My second question relates to the drugs
that are on the list. | can't renmenber whose section
of the FDA packet this was in but there were data on
itraconazole which had significant interaction. Not
quite as significant as ketoconazole but |'m wondering
-- | wanted to ask this question of the sponsor and
didn't get a chance -- why itraconazole isn't on the
[ist or why you were not recommending itraconazole to
be on the |ist.

DR ALFANO R ght. | think there are two
approaches again. One is to have a conprehensive |ist
and fit it in, as we heard before, in a relatively
small service area and add another word because in
reality -- | think your point is well taken -- there
is an effect where the gastric acid neutralization has
an effect on all those related antifungal conmpounds.
To be conprehensive and conplete one would then -- if
that was the attack that one was taking, one would
have to have a conplete -- wite a conplete |ist.

DR HOUN. | think we can ask the sponsor

your question relating to the itraconazole. W could
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al so ask them the other questions about the nunber of
patients they fornmally studied on these various
contraindi cated drugs and the data they have on that.
That woul d be inportant, too.

DR CANTILENA: Yes. If you have that on
a slide, that would be actually the nost hel pful.

DR PEURA Let nme first address the
i traconazol e question. Itraconazole is listed as a
drug-drug interaction in the Rx data package on that.

However, for ketoconazole it is not listed on the Rx

data package for that. Ve felt it was inportant to
include ketoconazole in our | abeling but not
i traconazol e.

DR CANTI LENA: Hold on just a second.
Both drugs interact one slightly nore positively than
the other but now we're going to have on the Rx side
one drug and on the OIC we're going to have another?

DR  ZORI CH It should be nmentioned
sonmewher e.

DR CANTI LENA: One or the other or both.

DR ZORICH  Well, the inportant thing is
conmuni cation to the patient. Since itraconazol e does
conmuni cate it, they would be aware that they should
not be taking oneprazole. Wien they were prescribed

that, it is in that |labeling. The question should be
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whet her ketoconazole does, too, but it does not.
Since it does not, we felt an obligation to include it
on our | abel.

DR CANTI LENA: As opposed to having
i traconazol e and ket oconazol e on the OIC | abel ?

DR ZORI CH To ensure that sonmewhere
there is appropriate comunication to the person who
m ght be using bot h.

DR CANTI LENA: But the OIC is sort of a
st and- al one.

DR ZORICH  Yes.

DR CANTILENA: On the shelf all by itself
wi t hout -- okay.

Dr. Johnson, do you have another follow

up?

DR JOHNSON. Yes. | guess | just have a
conment . | understand there is |limted space to put
drugs. | guess ny inpression would be that it's much

nore likely you would have a clinically significant
interaction with itraconazole and this drug than wth,
for example, warfarin and this drug.

If you feel there is only room for three
drugs, | think there has to be a really critical
assessnent of what are the three nost clinically

significant drug interactions because |'m not sure
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those three are the three that are on the |ist.

DR CANTI LENA: How about if we do this?
As we're going around with the questions, if sonmeone
has the actual slides that show the data for warfarin,
ket oconazol e, phenytoin, for exanple, that would be
hel pful for us to actually see that. If you don't

have it handy, then we can start wth that after

| unch.

Dr. ol dstein.

DR GOLDSTEI N | don't have a question
per se but | have a passing observation that | would
like to nmake. The presentation on conmunication

contained in it both a touch of irony and a touch of
perhaps unfairness in the sense that the irony being
the sponsor nmaking a good faith effort to include
various diseases for this heartburn nedication on the
| abel .

The unfairness perhaps is that it is the
only one of this group, or any heartburn group.
Neither the antacids nor the H-RA antagonists have
been required to include the series of diseases to the
best of ny know edge. | think that needs to be taken
into consideration by the panel.

DR CANTILENA: Ckay. Dr. Celler and Dr.

Cryer.
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DR CGELLER | have two questions about

| abeling. The first is in all the references to your
doctor here. The verbs are "ask, discuss, and notify"
and "see" is not used. | would think "see" is much
stronger. | guess ny question to the FDA is do you
have a distinction about how strong the recomendati on
to contact the physician should be.

M/ second question --

DR CANTI LENA: How about if we hold on
there and then we'll ask the second one after we hear
t hat .

DR ALFANO Wll, this in a sense
highlights the <clinical problem of nanagenent of
patients with chronic heartburn generally and what the
purpose of the labeling is. It really ends up being a
rhetorical question for discussion.

Part of the context of that question
really has to do with what is the optiml nanagenent
for CGERD and chronic heartburn. As perhaps wll be
raised later, there is in this algorithm many
physicians do enpirically treat individuals with a
history prior to undertaking if they don't have alert
synptons and so on for a period of time prior to
undert aki ng di agnosti c studi es.

| think that question should be to sone
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extent asked to the sponsor what their intention is
with regard to that wording. Is it to simulate
managenent of patients who otherwi se m ght have seen a
physician? O is the intention as a prinmer to get
into the heal thcare systen?

DR CANTILENA:  Wyuld the sponsor want to
coment on this?

DR PEURA: | think the purpose of the
|abeling is really to try to provide as clear a
direction as possible to the consuner who mght be
using this product. In that regard, we do have
testing that shows that the word "notify" is actually
a nore action provoking verb than the word "see."
Wien you show those words to consumers, "notify" gets
themto do nore.

Since our intent here is to be sure that
people who use this product understand that it is
inmportant to keep their doctor in the loop for this
condition, that would be our choice of wording
pr obabl y.

DR CGELLER My other question concerns
the process of deciding on what a |abel should say in
an OIC setting. It seenms to ne that there should be
an iterative process if you don't get it right the

first tine.
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When you change the label, it seens to ne
you should satisfy -- attenpt to satisfy all the

conditions or questions that have been raised and then

go and test it again. It mght take nore than two
attenpts. The |abel change, as | understand it,
hasn't been tested again. Is my assessnent of the

process correct and ny assessnent of what's happened
here correct?

DR SHETTY: Usually it's not tested if we
approve the drug. Now we know the |abel conprehension
and actual use study and the proposal for marketing
| abel s are already close. They are very simlar so we
know that these people wll use the drug that's used
in actual use study.

If the decision will be to approve this
drug for over-the-counter marketing, unl ess the
commttee feels that we need to do another study or do
li ke Phase IV conmmtnent to test the new | evel before
approval, we can request the sponsor to do that study.

DR CELLER So you're saying it's not
usual ly an iterative procedure?

DR SHETTY: No.

DR CELLER Ckay. Thank you.

DR LECHTER  Very frequently the sponsor

will do a series of tests and change the |abel and
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retest. They don't always do that. In this case the
| ast | abel used in the |abel conprehension study was,
as Dr. Shetty nentioned, tested to sonme extent. '

Well, actually it wasn't the last | abel
used. It was kind of a cross between the |ast |abel
used and the |abel conprehension study and the new
proposed | abel was used in the actual use study.

ldeally if there are concerns after the
actual use study, perhaps the |abel should be | ooked
at again, changed, and retested but that is an ideal
situation. It isn't often done.

DR CANTI LENA: Dr. Cvyer and then Dr.
Uden.

DR CRYER So the data that Dr. Avigan
reviewed for us were data that were directed towards
the initially proposed indication for OIC oneprazole.
I"mtrying to place that data in the context of newy
requested proposed indication which has changed since
t he previous review.

The question is how do your conclusions
change in |light of the revised proposed |abeled
i ndi cation?

DR ALFANO | don't think that -- | nean,
you can discuss these slight nuisances in the proposed

changing of wording, the for-24-hours insertion. I
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think that there are different ways of understanding
what for 24 hours neans and that becones a point of
| anguage.

| think that the prevention concept in the
study is applicable. Basically the difference between
the first and the second neeting is that we have
excised out the first two indications and we have cone
back with a focus on the third. | think that, in ny
view, it follows.

DR UDEN: | would like to get back and

follow up just a little bit on what Dr. Celler started

her e. |"m going to follow up on ny question that |
asked the sponsor earlier on. | was not conpletely
satisfied by the answer that | received in terns of
endpoi nt s.

| don't know if this is the tine to talk
about it, and maybe we should talk nore about it
later, but | think the FDA or the sponsors need to set
out sone definable endpoints in ternms of what is
under st andabl e.

Wen the FDA started their presentation,
it started that labeling is likely to be read and
understood. What does understood nean? Does it nmnean
understood by 80 percent of the people, 90 percent of

the people, 40 or 50 percent of the illiterate people
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and 90 percent of other people?

I think if sponsors  went in wth
predefined, "This is what we want. W want 80 percent
of the people to understand the |abel of all people,"”
then we would be able to get back and design a | abel
and only 50 percent don't understand it. You design
another |label and you change the wording. W're
tal king about these are mnor words and these are not
m nor words.

| would argue that notify your physician
is not understandable to sonebody who has |ow
literacy. Notify is not a great word for that group
of people. Probably not. | think we may need to talk
alittle bit nore about that |ater on.

One other comments here. Wen sponsor put
up -- | don't see it in the |abel but when sponsor put
up the supplenental educational materials they had
three circles up there and conparing oneprazole with
antacids and H-receptor antagonists and basically a

mar keting pi ece which antacids work for an hour or two

and H-receptors wll work for 12 hours. This drug
will work for 24. Nowhere do | see in the |abel any
statement that you will not see this medication work

for one to two days.

There is nothing in there to tell people
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that if you take this for a day and you are expecting
a response in six hours or 12 hours you' re not going
to see a response. | would like at some point in tine
us to discuss about the addition of what they should
expect fromthis drug.

DR CANTI LENA:  Thank you. |'m sure that
will come up this afternoon in our discussions.

Dr. Alfano, do you have a question for the
commttee -- | nmean, for the FDA? Not the commttee.

DR ALFANO Yes. It's a question for Dr.
Shetty. At one point, Dr. Shetty, you criticized the
actual wuse study because the sponsor didn't contact
physicians to confirm that, in fact, they had been
contacted by the participants. | guess ny question is
if it's an all-coner study, how would you do that and
not infringe on the doctor-patient confidentiality and
violate H PA and things |ike that.

DR SHETTY: W' ve seen studies in the
past when they wanted to check whether people really
went to the physician. They asked who is their
primary physician and asked permssion to contact
their physician to ask whether really that patient saw
t hat physician and whether the physician approved of
what was the decision made. Here there was no -- they

didn't have to go to see their particular physician
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t hose subj ects.

They could have asked anybody who is a
heal thcare professional, a friend or a relative, "I'm
taking this nedicine for ny heartburn. |Is it okay?"
They woul d say okay and that was considered that they
consul ted a heal thcare provider.

DR ALFANO So then you' re suggesting

that rel eases would be sent to whonever?

DR SHETTY: | don't know the particular -
DR ALFANO -- contacted on an all-coners
basi s? | guess ny point is it seens to be an

unrealistic requirenent.

DR SHETTY: Maybe it's wunrealistic but
that would be perfect or realistic to know whether
really physician approved that nedication for that
patient to use. It could be done at the end of the
study after the study is conpleted and contact nade to
t he physi ci an.

DR CANTI LENA: Sone sponsors have
actually handled that in a different way on other
appl i cations.

Any ot her questions? Dr. Davidoff.

DR DAVI DOFF: Yes. I have a question

primarily for Dr. Lechter. It has to do with the
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wording of the label. It says, "Do not use with other
acid reducers.” | wondered if that statenment is clear
to you? Whet her the meaning of that statement is
clear to you? It's not clear to ne because | think
the intent is directed at H-receptor antagonists.

On the other hand, we've heard that the
data either are mssing on whether there is a reaction
or that, in fact, H-RA errors are, in fact, make a
di fference because they dimnish the efficacy of this
dr ug.

W've also heard that people apparently
took both H-RA antagonists and antacids during the
course of the trial, although that -- well, | don't
know about during the course of the trial because that
wasn't asked for but that has apparently been true in
sone of the other data that was presented.

It seens Ilike this 1is an anbiguous
statement not just to ne but perhaps to others. Do
you have any notion of how clear that meaning is?

DR LECHTER  That particular issue is not

tested in the materials that | have received.
However, | might note that | believe, and the OIC
Division can correct ne if I'm wong, that all the

over-the-counter products that are acid reducers wll

say acid reducer on the drug facts | abel.
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If they are not an acid reducer, they
m ght be called something different. |Is that correct?
So that if consunmers |ook at the drug facts |abel for
the other products they are taking it wll say acid
reducer if that is what it is. | agree in general the
termis probably not clear to the |lay people.

DR DAVIDOFF: That is hel pful because if
it does say that on the HRA package, that is fine. |If
you just ask 100 people what they understand what is
an acid reducer, | don't think that would be a highly
germane poi nt because not everybody reads the package
of the H-RA

DR CANTI LENA: Ckay. Thank you. One
nore question, Dr. Camlleri.

DR CAM LLERI : I would like to ask Dr.
Shetty her advice with regard to the correct self-
selection. | see fromthe table you have provided us
that 134 of these 1,251 patients had contraindicated
synpt ons.

In the context of risk managenent, | woul d
have thought that a rmuch |arger study woul d be hel pful
to understand whether people wth contraindicated
synptons  would desel ect the option of usi ng
onepr azol e.

| guess from a design perspective or from
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the nunbers that we have, is this a sufficient nunber
to reassure us that deselection is going to occur
appropriatel y?

DR SHETTY: Well, | don't know. W don't
have any endpoints for what is acceptable or not
acceptable failure on those subjectives. W know that
sone people deselected in this study also those who
had contraindicated conditions and didn't buy the
product or refused to participate for that reason.

This was around 10 percent of that
popul ation that had those contraindicated conditions.

W can discuss about that nore whether it is
acceptable or not. Certain conditions are nore
serious than the others if they are not reported to
t he physi ci an.

DR CANTILENA: Ckay. Dr. Zorich, did you
want to nmake a comment? Either that or you have to
| eave the room

DR ZORICH Wll, maybe. Considering how
confusing this is becom ng, nmaybe |eaving the roomis
good.

The reason you saw nme kind of junp up is
that this is an area that is confusing to me just how
the sponsor should handle appropriately. These

contraindi cated synptons have really nothing to do
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with oneprazole. They have to do wth people
m sconstrui ng heartburn for sonething el se.

Whet her it's frequent hear t burn or
episodic heartburn, it's really -- | don't think that
it's gernmane because if we are tal king about people
having anginal |ike synptons, then the fact that is
happening to them at that point when they are making a
purchase decision at a Walgreens, it has nothing to do
with the purchase decision of oneprazole or an acid
reducer or an antacid.

W were trying -- now | see sonetines that
no good deed goes unpuni shed. VW were trying in a
very responsible way to communicate to people that
anytime you have heartburn, there should be this other
constilation of synptons that you are considering in
maki ng a purchase deci sion.

| would like to clarify that | do not
believe that they are uniquely related to a purchase
deci si on about oneprazol e. They are instead the ACC
warning signs which could be -- sonebody could be
experienci ng whether or not they are having a frequent
or infrequent heartburn.

DR CANTILENA: Right. | understand your
point but if it happens on your study, then you have
it.
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Wy don't we -- actually, | would just
like to go over sort of the honework assignnent. I
woul d propose that right after lunch just before the
charge to the conmmttee by Dr. Katz if we can get a
copy of the I1CD

Then we would want to see the actual
phar macoki neti c i nteraction dat a for war f arin,
ket oconazol e, and then the drug-food interaction data
because that was a question that canme up earlier this
norning. These can just be slides with the curves to
show us the effects. Does anyone else on the

conmttee want to see any ot her pharnacoki netic data?

Dr. Brass, did | |eave anything out?
DR BRASS: No. I think you covered it
but I'm sure when we see it there will be questions

about its limtations.
DR CANTILENA: Very good. Let's pause and
we will actually start on time this afternoon at 1:30.
The conmmittee is rem nded during lunch not to discuss
issues that are before the commttee. Talk about the
soccer gane and see if you can catch a repl ay.
(Whereupon, at 12:26 p.m off the record

for lunch to reconvene at 1:30 p.m)
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AFT-EERNOON SESSI-ON

(1:35 p.m)

DR CANTILENA: | will start the afternoon
with some followup itens that we listed just before
t he break. ["Il turn it over to Dr. Triebwasser from
Procter and @Gnble. Can | have your attention,
pl ease? Thank you.

DR TRl EBWASSER W're going to present
now the data, |ooking at the drug-drug interaction,
the specific data on warfarin.

W're not on? Do | have it turned on? |
have it turned on. Let's try it again. There we go.

Al right.

W're going to p resent now sone data on
the drug-drug interaction questions regarding warfarin
and also the food interaction studies which were asked
for earlier. Dr. Levine from AstraZeneca w Il present
t hi s dat a.

DR LEVINE: Thank you. Can | have slide
58, please? W'l start with the data requested
regardi ng drug-drug interaction studies involving
oneprazol e and warfarin. This is fromny slide set,
pl ease. Thank you.

These are data that were shown at the

Cctober 2,000 advisory commttee neeting. I would
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like to refresh people' s nenory. Warfarin is a
racemate that includes two optical isonmers, the R and
S form It turns out that the anticoagul ant effect
delivered by the racemate is primarily through the S
i soner which does not share CYP-2Cl9 as the primary
nmet abol i ¢ pat hway wi th omeprazol e.

The R-isoner, which is netabolized through
2C19 does not contribute nearly as much of the
anti coagul ant effect. These are group data, two
studies, the first in healthy subjects. One can see
if one looks at the S-isoner, which is clinically nore
inmportant with regard to delivery of the anticoagul ant
effect, there is no change in serum concentration wth
a 20-mlligram dose of oneprazole after 14 days.
There is a very small clinically insignificant effect,

nmean effect, of about 12 percent.

|'m not going to use the pointer. Thank
you.

The bottom study was perfornmed in
anti coagul ated patients. "Il show you additional
data and a couple of additional slides. Simlar

effects were seen. Again, no changes in the S-isoner
concentration wth oneprazole, in this case 20
mlligranms over a 21-day period, whereas wth the R

i somer there was al nost a 10 percent change.
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e have dat a | ooki ng at t he

phar macoki netic effect which is of greater clinical

i mport ance. Wat | want to show you on the next
slide, which is slide 59, | need to walk you through
this.

This is a rather old study in which a
coagul ation test known as a thronbo test was used.
This was a study conducted in Sweden and this is not a
test that we have presentationality with so we don't
have data using prothronbin tines or |NRs. The TT
values were a clinically relevant neans of follow ng
anticoagul ation in patients treated with warfarin.

Wat you have on the X axis are the
initial run-in values with patients who are treated
with warfarin but they are not yet on oneprazole.
Just to give you a guide, the therapeutic range that
is ainmed for wusing this test is wth a value of
between five and about 18. If you |look carefully all
the way to the right, there is one outlier with regard
to, you know, just during the run-in whether or not
they were within therapeutic range.

Now, what we had the opportunity to do in
this study was have a couple of run-in values. \Wat
we have done on the Y axis is run-in value at week one

and run-in value week 2 and |ooked at the difference
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just to give you the neasurenent variability in
coagul ation function just on warfarin. You can see
that there is a very wide range. This has to do with
the variability and warfarin effects and neasurenents
of anticoagul ati on.

Now, keep this in mnd. You can see that
there's a range of plus or mnus at least five to six
points using the TT value but outliers that are even
greater than that.

Now, in the next slide what |I'm going to
show you is the actual study slide. W had data on 28
patients. This was a random zed placebo controlled
crossover study which in one period patients were
randomly allocated to receive placebo or then were
allocated to receive oneprazole obviously being
mai ntained on what was thought to be their stable
war farin dose based on the run-in val ues.

Here what we have again like in the
previous slide on the X axis below this is show ng
what the last run-in value was using the TT test. On
the Y axis what we have here is the difference.

These are i ndi vi dual patients, t he
differences in the TT value on oneprazole wth
warfarin or on placebo with warfarin. Again, you can

see that the nature of the variation is actually
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within neasurenent variability of the TT test if you
recal |l the previous slide.

The other point that | would sinply mnake
and, again, | apologize if this is confusing. The
lower the TT value the higher the -- the greater
length of tine it would take for coagul ation to occur
so there is a bit of an inverse val ue.

M/ point is if you were |ooking down
closer to the four to eight range, if oneprazole was
having significant interaction, you would be seeing

the differences trail up into the left and you do not

see this.

Qur interpretation of these individua
data are that, in fact, when you |ook at oneprazole
effects on war f arin, t he changes in t he

phar macodynam c effect of the drug is actually just
wi thin neasurenent variability as when you are | ooking
at warfarin al one.

Wuld you like ne to proceed through the

ot her drugs or take questions?

DR CANTI LENA: How about 1if you go
through the rest of the data and then we'll do it all
at once.

DR TR EBWASSER: Ckay. Next slide 55.
This is |looking at phenytoin. Again, | don't want to
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take too nmuch tine. This is a slide also shown at the
Cct ober 2000 Advisory Conmittee Meeting. Here we have
three studies with healthy subjects and a fourth study
in individuals wth epilepsy that required phenytoin
treat nent.

Wiat we showed with coadm nistration of
oneprazole in the healthy subject's doses of 40
mlligranms either at seven days or three days, or in
the epileptic patients 20 mlligrans of oneprazole for
21 days, we did not see any clinical significant
changes i n phenytoin |evels.

Now, on the final study in epileptic
patients there were eight patients. W  have
i ndi vidual point values that we can show you on slide
57. | apol ogi ze because this is nore raw data and a
little bit difficult to see but the patients are one
t hr ough ei ght down bel ow.

If you read across on the top, baseline
phenytoin | evels were obtained at week zero, week one,
and week two before oneprazole treatnent was
i nt roduced. Oneprazole was then added during weeks
three, four, and five, and then stopped. Then we have
washout val ues of f of oneprazole at week six or seven.

These are all phenytoin |evels. The

t herapeutic range for phenytoin was approximately 40
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to 80. Wiat one can look at is really no significant
noverment of individual values on oneprazole that are
clinically significant. "Il leave that up if you
would like to look at it carefully or we can nmake it
avai l able later in a hardcopy.

Sl i des of f j ust for a nonent.

Ket oconazol e, | apol ogi ze, we do not have data. The
data that were Jlooked at wth regard to the
interaction between ketoconazole and oneprazole were
actual ly not sponsor rel ated studies.

In the prescription |abel we indicate --
this is essentially a concession that because of the
known effects of acid, the requirenent for acid for
absorption of certain drugs, the prescriber is to take
that into advi senent.

Now, we are aware of published data where
oneprazole was given to individuals with ketoconazole
as part of the drug interaction study. The QUC | evels
of ketoconazol e actually declined by about 80 percent.

W think that it is very inportant from a
medi cal standpoint to know that if one is treated with

acid suppression, the therapeutic value of the

antibiotic, in this case, is not going to be very
hi gh. I'I'l defer to others to speak about the
| abeling contingencies for the OIC product. Ve
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recogni ze that oneprazole wll significantly decrease
t he absorption of antifungal agents |ike ketoconazol e.

Finally, you asked about food effects. |If
| could have slide 68, please. There are three curves
her e. This is a standard plasma concentration tine
curve for the wuse of onmeprazole tablet at 20
mlligrams in the dark squares and the oneprazole
tablet 20 mlligrans after food.

What is not relevant here is the third
curve which is the omneprazol e capsule. If one wants
to understand the food effect on the tablet, if one
| ooks at the very first curve on the left conpared to
the second curve, which is the fasted versus fed
adm nistration  of 200 milligrans  of oneprazol e
magnesi um one can see that the c-max declines at the
tinme the c-max extends. But the area under the curve
stays the sane. | can show you on a table, new slide
247.

Again, if we are looking at the nmean
values for AUC, c-max and t-nmax for either the MJPS
oneprazol e magnesium tablet admnistered in the fed
state versus the fasting state. On the right colum
there is the ratio. Wat we show is that if you
conpare areas under the curve there is unity.

There is a difference for c-max so based
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on the way bioequivalence is interpreted, this may not
be judged by equival ence. Qur position is that AUC is
a very good surrogate predictor of acid suppression
and the fact that one sees no difference in the area
under the curve. There is an elenent of equival ence
her e.

DR CANTI LENA: | just have one quick
guestion if you can just go back one slide, SBU 68.
The way in which the area under the curve renains the
sane is the slowing in the absorptive?

DR TRI EBWASSER That's correct. One

woul d reasonably predict that in the fed state digital

and gastric enpt yi ng by essentially t he
bi oavai lability based on AUC There are different
criteria that you are well aware of. Based on AUC

they are the sane.

DR CANTI LENA: Al right. And so the
title of your slide really is just referring to AUC
t hen?

DR TR EBWASSER Yes, but we also have
ot her data that shows that the AUC is a good predictor
of acid suppression.

DR CANTI LENA: Ri ght . But there is an
effect on c-max as well as t-nax.

Now, just from a scientific standpoint,
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can you tell us what you think is nost inportant in
terns of the ultimte pharnmacodynamc effect? Is it
c-max or is it area under the curve?

DR TRI EBWASSER W think that the nost
rel evant factor is the AUC based on the relationship
to acid suppression.

DR CANTI LENA: Ckay. O her questions?

M5. COHEN:  Yes.

DR CANTI LENA: Go ahead.

M5. COHEN. | see that you have to take it
in the norning. Now, what happens to people who don't
take breakfast or people who just have coffee or
peopl e who do have to eat after it, before it?

The other question | have along with it,
can you take it with, say, orange juice or grapefruit
juice or should it be taken wth water? I am
concerned about consuners, whether they take it
without having breakfast or they take it after
br eakfast or how they should take it because this only
says in the norning and that doesn't nean anyt hi ng.

DR TRIEBWASSER Not all the studies have
been done to specifically address each of the
conti ngencies that you addressed. Based on the bulk
information we don't think that there is really a |ot

of difference whether or not the drug is taken wth
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food or other beverages that you nentioned.

M5, COHEN Suppose someone doesn't eat
any breakfast at all and take it?

DR TRIEBWASSER. W think the drug woul d
still be effective.

M5. COHEN: What would it react with?

DR TRIEBWASSER | don't understand.

M5. COHEN: Isn't there sonething that --

DR CANTI LENA: I think on the slide the
answer to your question would be that you would be
| ooking at the fasting curve.

M5. COHEN: Fasting curve.

DR CANTI LENA: So he has t hat
i nformati on. It's a higher c-max but the area under
t he curve doesn't change.

M5. COHEN:  Thank you.

DR CANTI LENA: Dr. Brass.

DR BRASS: Yeah. | would like to return
to the focus of relating this information to the
guestion posed by the reviewer as to the adequacy of
the warning | abel and which of these drug
interactions, in fact, need to be conmmunicated
effectively to avoid a public health probl em

First, | would like to thank the sponsor

for providing the individual subject data to allow us
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to wunderstand the outliers as well as the nean
response which is quite helpful. It is clear in that
relatively small population that with warfarin there
wasn't any evidence of a clinically neaningful effect.
The question is how does that snall sanple effect
extrapolate to a large population and whether or not
there are at risk populations that are identifiable.

At the same tinme comng back to the point
that was raised, I'ma little bit concerned about over
extrapol ati ng spontaneous reports because we all know
that in any cohort followed on warfarin there will be
individuals who will go out of whack for no clear
reason at various timnes.

|f they happen to be on oneprazole and
happen to be reported, there may be a link. Wat |I'm
trying to gauge in terns of whether or not -- | do
believe any patient on warfarin should talk to their
doctor before they take any nedication.

In ternms of the standard of effectiveness
of the warfarin warning, is the review team
confortable that based on this data that this is not a
| arge popul ation concern or do they remain concerned
that there are specific subpopulations or stronger
data to suspect this is a risk.

DR. CANTI LENA: Charlie, does soneone from
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your teamwant to handle it?

DR GANLEY: Yes. | guess the point that
| would nake is that we've seen a pattern, a cluster
of such reports in the class, as | nentioned. |In some
cases sone of the reports actually indicated a
salutatory response to dechallenge so that basically
in sone cases not only is there a theoretica
interaction based on the CYP-2Cl19 netabolism but in
sonme cases enpirically there was inprovenent after
cessation of the proton punp inhibitor.

DR BRASS: I  mean, were there any
rechallenge in any of those in terns of doing fornal
st udy?

DR GANLEY: That | would have to go back
and |ook at that. There was enough concern to decide
to change the | abel i ng in t he prescription
formul ati on. By the way, again, | think the other
point is that we wouldn't necessarily in a small test
popul ation see it but for a variety of confounding

reasons you have outliers in a large population of

users.
DR BRASS.: No, | understand conpletely.

What about phenyt oi n? Do you still believe that

phenytoin requires a warning in the general

popul ati on?
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