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P-ROGCGEEDI-NGS
(8:10 a. m)

DR CANTI LENA: This is a neeting of the
Nonprescription Drugs Advisory Conmttee. M/ nane is
Lou Cantilena, Chief of dinical Pharmacology at the
Uni formed Services University. "Il be chairing this
neeting of the NDAC. W're here to discuss the safety
issues related to aspirin and non-steroidal drugs.

W will start by going around the room and
i ntroduci ng the other nenbers of the panel and perhaps
we can start on this side with Dr. Rumack

DR RUVACK: Barry Rumack, the University
of Colorado and the Rocky Muntain Poison Center in
Denver .

DR CRAWFORD: Stephanie Crawford, the
University of Illinois College of Pharnacy.

DR. CUSH: Jack Cush, Presbyterian
Hospital, Dall as.

DR ELASHOFF: Janet El ashof f,
bi ostatistics, Cedars Sinai and UC L. A

DR WATKI NS: Paul Watkins, University of
North Carolina in Chapel H I, hepatol ogist.

DR BRASS: Eric Brass, Harbor-U C L.A
Medi cal Center.

DR DAVI DOFF: Frank Davidoff, Eneritus

Editor of the Annals of Internal Medicine.
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5
DR LAM Francis Lam Departnent of

Pharmacology, U T. Health Science Center in San
Ant oni o.

DR CRYER: Byron Cyer,
gastroenterologist from the University of Texas
Sout hwestern in Dall as.

DR LAl NE: Loren Lai ne,
gastroenterol ogi st, University of Southern California,
Los Angel es.

DR D AGCSTI NO Ral ph D Agosti no,
bi ostatistician, Boston University in the Fram ngham
St udy.

DR ALFANO M ke Alfano from New York
University, and I'"'mthe ILR

DR CLAPP: Leslie O app, pediatrician,
Main Pediatrics, Buffal o, New York.

DR TITUS: Sandy Titus, CDER the
Executive Secretary for NDAC.

DR KATZ: Nat hani el Kat z. I'm a
neurol ogist specializing in pain nmanagenent wth
Harvard Medi cal School in Boston.

DR JOHNSON: I'm Julie Johnson. I'm a
clinical pharmacist fromUniversity of Florida.

DR UDEN ["m Don Uden, University of
M nnesota, Coll ege of Pharnacy.

DR WLLI AVE: Henry Wllianms, famly
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practice, Howard University, Washington, D.C

DR NEILL: I'm Richard Neill, a famly
physician fromthe University of Pennsyl vani a.

DR PATTEN: I''m Sonia Patten. ['"m an
anthropologist and on the faculty of Macalister
College in St. Paul, M nnesota.

DR WOOD I'm Aastair Wod from
Vanderbilt University in Nashville, Tennessee.

DR DAY: Ruth Day, Cognitive Science,
Duke University.

DR COHEN: I'm Mke Cohen from the
Institute for Safe Medication Practices. W work with
the USP's nedication errors reporting program

DR CRIFFIN. Marie Giffin, internist and
epi dem ol ogi st from Vanderbilt University.

DR Bl ETZ: Julie Bietz, D rector,
D vision of Drug R sk Evaluation in CDER, FDA

DR GANLEY: Charlie Ganley, D rector of
Over -t he- Count er Drugs, FDA

DR BULL: Jonca Bull, Ofice of New
Drugs, Ofice of Drug Evaluation 5

DR JENKI NS: John Jenkins, D rector of
the Ofice of New Drugs, FDA

DR, CANTI LENA: Ckay, thank you everyone.

W'll now hear the conflict of interest statenent by

Dr. Titus.

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

7

DR TITUS: The followi ng announcenent
addresses the issue of conflict of interest wth
respect to this neeting and is made a part of the
record to preclude even the appearance of such at this
nmeeti ng

The Food and Drug Adnministration has
granted waivers to the follow ng special governnent
enpl oyees which permts themto participate in today's
di scussi ons. They i ncl ude: Byron Cryer, John Cush,
Sonia Patten, Eric Brass, Ralph D Agostino, Ralph Day
and Paul Wat ki ns.

A copy of the waiver statenments may be
obtained by submtting a witten request to the
agency's Freedom of Information O fice, Room 12A30 of
t he Par kl awn Bui | di ng.

The topics of today's neeting are issues
of Dbroad applicability. Unlike 1issues before a
conmttee in which a particular produce is discussed,
i ssues of br oader applicability i nvol ve many
industrial sponsors and academ c institutions. The
commttee nenbers, consultants and invited guests have
been screened for their financial interests as they
may apply to the general topic at hand.

Because general topics inpact so rmany
institutions, it is not prudent to recite all

potential conflicts of interest as they apply to each
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partici pant.

W would also like to note for the record
that Dr. Mchael Afano is participating in this
neeting as an industrial representative, acting on
behal f of regulated industry. As such, he has not
been screened for any conflicts of interest. FDA
acknow edges that there nmay be potential conflicts of
interest but, because of the general nature of the
di scussion before the commttee, these potential
conflicts are mtigated.

In the event that the discussion involves
any other products or firnms not already on the agenda
for which FDA participants have a financial interest,
the participants involved and their exclusions will be
noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address any
current or previous financial involvement wth any
firmwhose product they may wi sh to conment upon

Thank you.

DR CANTI LENA: Thank you, Dr. Titus.
VW'll now hear from Drs. Ganley and Gl bertson from
the FDA who will open the issues for this norning.

DR GANLEY: There are three things I'm
going to touch on this norning to introduce the

di scussion for today. Some of it will be a repetition
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of what was di scussed yest erday.

First, |I'm going to give a briefer
overview of how over-the-counter drug products are
regulated and a brief history of the OIC Drug Revi ew.

Second, | want to nake sonme specific coments about
internal analgesic drugs. And last, | wll make sone
brief comrents on today's topic for discussion:
gastroi ntesti nal bl eedi ng and r enal toxicity
associated with use of aspirin and OTC non-steroida
anti-inflanmmatory drug products.

As | noted vyesterday, over-the-counter
drug products can be nmarketed under two regulatory
mechani sns, either through drug nonographs under the
OIC Drug Review or under new drug applications. The
drug nonographs are categorized by indications,
phar macol ogi ¢ effect and body system affected. When
mar keting under a drug nonograph, the manufacturer
follows the conditions of wuse provided for in the
nonogr aph. When drugs are narketed OTC under new drug
applications, they follow the sanme regulations that
apply to prescription products.

There is one other subtle point that also
differentiates the two paths individual products that
are marketed under NDAs receive FDA approval; for
those marketed under nonographs, the individual

products are not approved, but are generally

S A G CORP.
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10

recogni zed as safe and effective if they follow the
conditions outlined in the nonograph.

The OIC Drug Review was initiated in the
1970s to review the efficacy and safety of the OIC
drug products marketed at that tine. Rat her than
revi ew each product individually, a review process was
set up to review categories of products. This is a
public rul e-making process that includes data
collection, a review of the data by an independent
drug review panel, publication in the Federal Register
of a panel report with opportunity for public coment,
the publication of a proposed rule wth the
opportunity for public comment and it concludes wth
the publication of the final rule.

After the final nonograph is published and
the effective date is specified, only ingredients that
are found to be generally recognized as safe and
effective can continue to be marketed for the
conditions of use described by the nonograph.

Today, we are going to discuss issues
related to aspirin and the non-steroidal anti -
i nfl anmat ory drugs. Aspirin is marketed under the
internal anal gesic nonograph; non-steroidal anti -
inflanmatory drugs are rmarketed wunder new drug
appl i cati ons.

Once again, | want to nake sone inportant

S A G CORP.
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points regarding the internal analgesic products.
Consuners can self-diagnose and treat intermttent,
m nor aches and pain without the need for a health
care provider. Serious adverse events are rare or
uncommon; the majority of consuners use these products
safely. The benefit of these therapies outweigh the
ri sk associated with their use.

The availability of these ingredients in
the OTC drug products is not an issue. The Agency
bel i eves that these products should remain avail able
as over-the-counter drug products.

The subject for discussion today is
gastroi ntesti nal bl eedi ng and r enal toxicity
associated with NSAIDs and aspirin. The risk for both
of t hese adver se events is recogni zed with
prescription dosing of NSAIDs and included in their
prescription labeling; the sane can be said for the
prof essional use of aspirin. The issue for today's
di scussion is an assessnent of the risk for use at OTC
dosi ng.

What is sonewhat unique for an OIC drug
product is the existence of professional |abeling.
Aspirin pr of essi onal | abel i ng provi des for
cardi ovascul ar and rheurmatol ogic indications. It also
provides warnings for gastrointestinal bleeding and

renal toxicity and various other adverse events. This

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

12

information is not provided to consuners; the consuner
nmust depend on the physician or health provider to
provide information for these adverse events.

The proposed rule to include ibuprofen in
the internal anal gesic nonograph was published in the
Federal Register on August 21, 2002. Conpared to the
| abeling of the current ibuprofen products, this
proposal included additional warnings.

It Is inportant to understand that
manufacturers are not required to include these
warnings in their products wuntil the FDA nakes a
decision in the final rule. The data and comments
submtted to the proposed rule and the recommendati ons
from this Committee wll influence what additional
warnings, if any, are included in that final rule.

As part of the deliberations today, the
Commttee will consider the follow ng issues: What
are the risks for @ and renal toxicity associated
with OIC doses of NSAIDs and aspirin? Should there be
| abeling or other risk-nmanagenent neasures to decrease
risk and norbidity? And finally, identify areas where
interventions or research nmay prevent events or
decrease the severity of events.

And with that, | conclude ny presentation
and I'mgoing to introduce Dr. Bill G bertson.

DR G LBERTSON: Good norning. Today |I'm

S A G CORP.
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13
going to briefly discuss aspirin in the OIC Drug

Review and, again, 1'll be comenting from sel ected
statements that appear in the Federal Regi st er
docunent that are pertinent to today's discussion.

Now, aspirin is probably the nost
extensively witten drug in the OIC Drug Review | f
you ever |ook at the Federal Register, there's just
pages and pages and pages on aspirin. And what | did
was to look specifically at those warnings or
statenents that dealt with the G tract and the renal
ar ea.

The Panel concluded, back in the 1977
report, that aspirin was safe and that it had been
well established in the majority of the popul ation and
the risk/benefit ratio fromits use is very low And
that risks can be identified and | abeling provided for
safe OTC use. lronically, there's about eight areas B
pregnancy, hypersensitivity, the G, and so forth B
but they felt that these could be handled through
proper warni ngs and | abel i ng.

The dosing schedule provided there 1is
identical to that for acetam nophen that | discussed
yest er day. And again, | nmust remnd you, that the
data that the Panel reviewed was the data of the 1960s
and early 1970s.

The aspirin discussion is very extensive,

S A G CORP.
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as | said. The Panel, in the case of the 4,
concl uded that aspirin has several adverse effects on
the @ tract, ranging fromrelatively mld to severe.
MIld gastric distress, superficial nmucosal irritation
and mnor occult bleeding, serious nucosal erosion,
ul ceration or life-threatening, massive G bleeding is
di scussed. They did say that massive bleeding is
relatively rare and unpredictabl e.

The Panel also said that there is
irritation or exasperation of stomach ulcers, stomach
irritation and intestinal inflammation, which can
occur in a significant nunber of individuals that take
aspirin. And in their opinion, individuals wth a
history of synptons of G bleeding were especially at
risk.

The report included a separate section on
its interaction with alcohol, and the report included
and cited studies denonstrating a synergism between
al cohol and aspirin's ability to cause G bl eeding.
Aspirin may potentiate bleeding from G |esions even
t hough aspirin alone may not initiate the |esion. But
the Panel found insufficient evidence to include an
al cohol warning in their recomendati ons.

The warning that they did propose in 1977
was: "Caution: Do not take this product if you have

stomach distress, ulcers or bleeding problens except

S A G CORP.
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under the advice and supervision of a physician.”" And
they say this should equally apply to all other
salicylates in the review B the carb-aspirin and the
other non-aspirin salicylates, choline salicylate,
magnesi um sal i cyl ate and sodi um salicylate, which were
heavily marketed in the early "~70s and were part of
the revi ew

Now, keep in mnd that at this tine, when
this Panel report was published, the only warnings
that were required in the labeling of an aspirin
product was the warning not to use for nore than ten
days and so forth and to keep out of reach of
children

Now t he Panel also reviewed the effects of
aspirin on the kidney and they found that although
prolonged use of high doses of aspirin may produce
kidney disease in sone individuals, the risk 1is
insignificant in the recommended target population,
that is, nanmely, consumers using aspirin for genera
OIC use, and that a warning regarding aspirin causing
ki dney di sease is unwarranted for OIC use.

The Panel also reviewed subjects wth
renal disease and there's an extensive discussion in
the report. The evidence suggests that aspirin my
contribute to an exasperation of <chronic or acute

renal di sease other than anal gesic kidney disease. It

S A G CORP.
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is not clear whether aspirin contributes to renal
deterioration in individuals wth analgesic Kkidney
di sease and, again, the warning, they felt, was
premature as definitive studies were lacking. So the
report contained no renal warnings for aspirin, but a
general G warning anong ot hers.

In the tentative final publication, that
is of 1988, the Agency proposed the dosing schedul e
that appears here, broadening it again for aspirin to
include a five hundred mlligram every three hours and
one thousand mlligrans every six hours. And it still
l[imted the daily dose to four granms a day.

Now we've received no coments on the
Panel's G warning, and there were no comments on a
statement of alcohol in or out of any warnings. So
the FDA concluded in that same report the follow ng
war ni ng which was sonmewhat broadened, but simlar to
the Panel's: "Do not take this product if you have
stomach problens -- heartburn, upset stomach, stomach
pain B that persist or reoccur, or if you have ulcers
or bleeding problens except under the advice and
supervi sion of a physician."

Now this warning has not been finalized as
yet; it's still a proposal, but some manufacturers
haven't included it in their |abeling.

Now | think a little tinmeline is in order
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for some of you to help us understand where we are
t oday. VW have the Panel report published in 1977
with this G reconmendati on. In 1984, as Dr. Ganley
poi nted out, ibuprofen was approved under the NDA
procedures for OTC use and it did not also include any
speci fic @ warning.

And then we have the 1988 tentative final
nonograph that | just described with this G proposed
warning. And in 1993 naproxen sodi um was approved for
OrC use, and that same year, in June, the Committee
consi dered the al cohol warning for acetam nophen that
we discussed yesterday. And in Septenber, we were
back to consider the alcohol warning for aspirin and
the other NSAIDs and, | might add, in 1995 ket oprofen
was approved for OIC use and it did have an al cohol
war ni ng.

Now the data reviewed by the Panel in
Septenber of that year B now we're |ooking at the
aspirin-type products, NSAIDs B was epidem ol ogical
data of the risk of upper-QA bleeding associated with
al cohol with aspirin, ibuprofen and naproxen sodi um
They did not consider ketoprofen at that tine.

The data on the added effects of these
ingredients wth alcohol, data on the alcohol's
ability to potentiate aspirin-prolonged bl eeding tines
and data on the effects of aspirin, on ethanol

S A G CORP.
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phar macoki netics, and they also included the Panel's
fi ndi ngs.

Questions asked of the Septenber 1993
neeting were: Are the data sufficient to support an
al cohol warning for those ingredients? And what type
of information should an al cohol warning include? And
should it be organ-specific? And what information
shoul d appear in |abeling of conbination products that
contain both aspirin and acet am nophen?

The Panel concl uded that these ingredients
increase the risk of wupper G Dbleeding in heavy
al cohol users or abusers and a warning is warranted.
However, in this case, there was no consensus on an
organ-specific warning. And just a few nonths earlier
for the acetam nophen, there was a consensus to have
the |iver danmage warning. And they also concluded
that there was no data to support a warning for non-
aspirin salicylates. And they felt that there was no
need to specify a level of alcohol consunption in the
| abel i ng.

The FDA concluded in the 1997 proposed
rule that we discussed yesterday that the history of
heavy al cohol use or abuse may increase the risk of
adverse @ effects, including serious @ bleeding and
a warning is needed also for aspirin and the NSAI Ds.

And that specific warnings are nore effective and
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shoul d include organ-specific information. Product s
with no warnings may |ead consuners to conclude that
they are safer for use with al cohol

Therefore, the non-aspirin salicylates,
the choline salicylates and so forth, should al so bear
an al cohol warning, because they have a simlar safety
profile and, without that warning, it would be inplied
that they were safer for use.

Now these conclusions were included in
that 1997 proposal. Again, the coments were m xed
and the Agency ended up with this alcohol rule. And
the final rule has a |abeling, alcohol warning: |
you consune three or nore alcoholic drinks every day,
ask your doctor whether you should take aspirin, or
what ever the NSAID is, or other pain relievers, fever
reducers, because aspirin may cause stomach bl eedi ng.

Now all OTFC products containing these
ingredients are required to include this warning
whet her marketed under the nonograph system or under
an NDA. And | think it's worth point out, as Dr.
Jenkins nentioned yesterday, this warning is not
telling you that you cannot use it; it's telling you
to seek advice of a doctor before using. And it
doesn't say "alcoholic warning." It's an alcohol
warning; it doesn't specifically relate to sonebody

that m ght be an al coholi c.
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It was hard to deal wth this warning
because if you had no nunber of drinks, then it would
imply, you know, any alcohol, and we know people use
it, wne, for the heart and so forth.

Now I n 1998, we al so publ i shed
professional labeling that Dr. Ganley pointed to this
nor ni ng. Now this is labeling intended for health
pr of essi onal s. It does not appear in OTC | abeling,
but obviously it's publicly avail able. You can | ook
in the Code of Federal Regulations and you can find
it.

In essence, it's a codified package insert
for |owdose aspirin. And it contains nunerous
sections including sections dealing with warnings to
the G and warnings to the renal. And what |'ve done
is just highlight sone of these things in terns of the
| ayman. It isn't professional labeling, doesn't
necessarily occur in OIC labeling. And we also had
adverse reactions that have been reported in the
l[iterature listed, and there's a whole, whole,
extensive review and |I'm sure many of you have seen
t hat .

And lastly, as Dr. Ganley pointed out, in
August we proposed to include ibuprofen in the
nonogr aph system It's been used since 1984 and we

felt that these ternms and such could be, should be
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included in its particular |abeling. And what's
inmportant to note here that there are new terns that
haven't appeared in OIC |abeling, at least that I'm
not aware of, for these products, I|ike high blood
pressure, heart or kidney disease, taking a diuretic
or using over 65 years of age.

So today we have aspirin and NSAI Ds which
i nclude that alcohol warning. W have NDA products
that contain sone stomach warnings; they're not
consi stent at the nonent. And we have aspirin and
ot her nonograph ingredients that are not required but
do, in sonme cases, include the 1988 tentative final

proposed war ni ng.

Thank you.
DR CANTI LENA: Ckay. Thank you Dr.
G | bertson, Dr. Ganley. W'l now nove directly to

the open public hearing, public presentations. Rebecca
Bur khol der, the National Consuners League will be out
first speaker. Al'l speakers are reminded there is a
time limt that was agreed to and for the first two
speakers, they each have five m nutes.

DR BURKHOLDER:  Good nor ni ng.

The National Consuners League, Anerica's
ol dest consuner advocacy organization, is pleased to
testify today about the potential of gastrointestinal

bleeding with the wuse of non-prescription, non-
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steroidal, anti-inflammtory drugs, or NSAI Ds.

| would like to inform the Committee at
this time that occasionally the League receives
financial support from pharnaceutical conpanies for
specific consumer education projects in which we
maintain full editorial control . In addition,
phar maceuti cal conpanies have supported our annual
di nners and conferences. This anounts to less than
one-half of one percent of our annual operating
budget . NCL did not receive any financial incentive
to appear at this neeting this norning.

Recent studies have recognized that the
use of non-prescription NSAIDs increases the risk of
gastrointestinal, or G, bleeding by as much as two to
three tinmes. Overall, G bleeding caused by NSAID use
IS now recogni zed as the nost common, serious adverse
drug reaction in the United States, and accounts for
as many as 16, 000 deat hs a year.

If the FDA determines that the data and
studi es support the conclusion that consuners are at
an increased risk of adverse 3 events when using a
non-prescription NSAID, then the labeling on these
products should contain a clear warning to consumers
of this risk and the packagi ng shoul d i nclude consuner
education on G bl eeding.

Consuners today are taking a nore active
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role in their health care including self-diagnosing
and sel f-nedicating. Because of this trend to self-
nmedi cate, it is inportant that over-the-counter, or
OrC, nedications that pose a significant risk to
consuners have a specific, clear warning about the
risk on the label and that consuner education include
details of the potential adverse events.

According to surveys conducted on consuner
use and attitudes about OTC nedications, consuners
need nore education on the proper use of all OICs. A
survey, conm ssioned by the National Consuners League,
found that one-third of consuners do not regularly
read the l|abels of OIC products before purchasing or
using them One-quarter of those surveyed had sone
troubl e reading and understanding the |abel. Another
one-third of the consuners reported taking nore than
the recommended dose sonme or nost of the tine, while
nore than one in five consuners take OIC nedi cines for
| onger than recomended.

A recent survey by the National Council
for Patient Information Education, NCPIE, a patient
advocacy group, found that while 95 percent of
consuners read sonme portion of the |abel, they do so
selectively. Wen buying an OTC product for the first
time, only a third look for the active ingredient and

one in five seek out warning information. COver a third
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of the consuners conbi ned non-prescription nedications
when they have multiple synptons.

On a positive note, the survey found that
the majority of consunmers get their health information
about OIC drugs from their health professionals and
the health professionals were very willing to discuss
OIC drug use with their patients.

What is clear from these surveys is that
consuners need to be better inforned about using OIC
products. Label s, including warnings, need to be in
easy-to-understand |anguage and the involvenent of
heal t h pr of essi onal s could I ncrease consuner
under st andi ng of OTC nedi cati ons.

If the FDA finds that the increased risk
of adverse 3 events with the use of OIC NSAIDs is
such that consuners should be warned, there are
several things that NCL would like to see on the NSAID
| abel .

First, an organ-specific warning that use
of NSAIDs nmay cause stonmach bl eeding. This should be
separate from the al cohol warning statenment on stomach
bl eeding since that warning is directed at consumers
who drink sone al cohol.

Two, nor e specific i nformation to
consuners on the factors associated wth increased

risk of d-adverse events, including a high daily
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NSAI D dosage and past history of G problens.

Third, a consuner infornmation |[eaflet
should be included in the OIC NSAD packaging,
explaining G bleeding and listing the specific
synptons of @G bleeding, including black or bl oody
stools, severe stomach pain, vomting of blood or
vomt that |ooks Ilike coffee grounds. Consuner s
shoul d be advised to consult their doctor inmrediately
if they experience these synptons as they nmay indicate
a nore serious condition.

In addition to changes in |abeling and
packagi ng, an education canpaign should focus on
proper use of OIC NSAIDs, including proper dosage and
the risk of conmbining OTC NSAIDs. This is especially
i nportant because studies have found that the risk of
G bleeding increases as the daily dose of the NSAID
I ncr eases.

The canpai gn shoul d encourage consuners to
talk with their doctor, or other health professional
about any questions on taking OIC NSAI Ds. Educati ng
health care professionals, including doctors and
pharmaci sts, on the risks consuners nmay experience
with OTC NSAID use and how to best explain these risks
to consuners should al so be part of the canpaign

Wil e NCL recogni zes that non-prescription

NSAIDs are an inportant part of a consuner's ability
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to self-treat for headaches, nuscular aches and the
mnor pain of arthritis, there also needs to be
appropriate information on the risk of NSAIDs in order
for these products to be used safely and effectively.

Thank you.

DR CANTI LENA: Thank you. Dr. Jolly,
fromVirginia. |Is Dr. Jolly here? kay, then we'll
nove right to the FDA presentations. These
presentations will, have been allocated one hour and
will be given by Drs. Waver, our D. Cyer, Dr.
Pel ayo, and Dr. Giffin. Dr. \Waver.

DR WEAVER  Good nor ni ng.

Today I'll be describing cases reported to
the FDA's adverse event reporting system of
gastrointestinal bleeding in individuals who ingested
an over-the-counter, non-steroidal, anti-inflammatory
drug or aspirin.

The non-steroidal, anti-inflammtory drugs
have over-the-counter indications for use as anal gesic
and anti-pyretic. Aspirin has over-the-counter
indication for use as an anal gesi c.

The adverse event reporting system AERS,
is an FDA database of spontaneously-reported adverse
drug events. W searched AERS for recent U S. cases
of gastroi ntesti nal bl eeding attributed to the

i ngestion of non-steroidal, anti-inflammtory drugs or
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aspirin. And we searched for these cases that were
received by the Agency for the years 1998 through
2001.

W screened the cases for OICness. For
the non-steroidal, anti-inflammatory drugs, we did the
screening at the tine we did the review W screened
the cases for the use of an over-the-counter product,
or for nmention of over-the-counter wuse in the
narrative of the report.

For the aspirin review, we originally
reviewed all cases of gastrointestinal bl eedi ng
reported to the Agency in this time frame and that
reviewis provided to you in the background material.

Most of the cases of gastrointestinal
bl eeding that were reported to the Agency involved the
use of aspirin for vascular indications. For this
presentation, |'m presenting only the cases in which
aspirin was used for its anal gesic indication.

Two hundred and seventy-nine cases are
included in the two series. One hundred and ninety-
seven case for the non-steroidal, anti-inflamatory
drugs, ibuprofen, ketoprofen and naproxen, and 82
cases are for aspirin.

Qur findings for the non-steroidal, anti-
inflammatory drug series and the aspirin series were

simlar in nost respects. Wiere the findings were
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simlar, I'mconbining the information and I will also
show you sone differences that we found.

Most of the cases in the database were
reported to us by health care practitioners. One
hundred and twenty-five of the cases were reported by
health care practitioners; we also received a fair
nunber from consuners. W had 63 from directly from
consuners.

The mean age in the case series was 59
years. There was a wide range in this age. For
gender, half of the patients in this series were nale;
43 percent were fermale. And in the remainder of the
cases gender was not report ed.

Wien the indication for use of the product

was included in the report, pains and aches and pains

were nost often reported. The next nost commonly
stated indication was arthritis, and this is
osteoarthritis and unspecified arthritis. The next

nost commonly reported was headache, then back, neck
or shoulder pain, then |lower extremty pain and then
fever.

Wien the location of the bleed was stated
in the report, the stomach was nost often cited. Next
nost commonly reported was the duodenum t hen
unspeci fi ed, upper - gastroi nt esti nal site, t hen

esophagus, then a lower G site.
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For the non-steroidal, anti-inflammtory
drugs, the nmedian tine to onset from the tine the
patient first starting using the drug to the tinme the
bl eeding occurred was seven days. In the aspirin
series, it was about a nonth, instead of about a week.

But in both of those series, there was a w de range
intime to onset.

W | ooked for risk factors in the cases
and we used the risk factors that are published in the
nmedi cal literature. W |l ooked for pr evi ous
gastrointestinal bleed or history of an ulcer or for
hel i cobactor pylori. W | ooked for serious systemc
di sease. W also |ooked at social history, ethanol
consunption or tobacco use, and we |ooked at the use
of, the concomtant use of nedications that could
increase the risk of bleeding: another non-steroida
anti-inflammatory drug, aspirin, an anticoagul ant
drug, corticosteroid.

For high dose we |looked to see if the
patients were using doses over the |abeled over-the-
counter dose and for advanced age, we used age 65 and
ol der.

Seventy percent of the patients in our
series had at least one risk factor; 40 percent had
nore than one risk factor and 29 percent had no risk

factors apparent in the report. The nost conmonly
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reported risk factor identified in the cases was the
concom tant use of another medication that could put
the patient at increased risk. In about one-half of
the cases, the patient was using another drug that
could increase risk, and another non-steroidal anti-
inflanmatory drug or aspirin was the nost comon
concom tant mnedi cati ons.

About 40 percent of the patients were of
advanced age. W had a history of a previous
gastrointestinal bleed or also h. pylori in 18 percent
of the cases. Ethanol use was reported in 12 percent
and tobacco use was reported in 5 percent.

Al nost 14 percent of the patients in the
non-steroidal anti-inflammtory drug series were using
doses over the |labeled OIC dose and that's not
counting the possibly concomtant nedication; that's
just the drug that it was reported for. In the
aspirin series only one patient was, exceeded the OIC
| abel i ng.

Utimately, nost patients in the series
had a good outcone. About three-quarters of the
patients were hospitalized and nost of those patients
did recover. However, 13 patients in the series died.

Concl usions that we have from | ooking at
this is that gastrointestinal bleeding occurs with the

over -t he- count er use of non- st er oi dal anti -
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inflanmmatory drugs and aspirin and that nost patients
requi red hospitalization and then recovered.

In terms of risk factors, nost, but not
all, of the patients in the series had risk factors
for gastroi ntesti nal bl eedi ng and concom t ant
nmedi cations, advanced age and a gastrointestina
hi story were often report ed.

DR CRYER Let's see here. Here we go.

|"ve been asked to give an overview of
this subject on the gastrointestinal risks of over-
the-counter NSAIDs with the aimof bringing the entire
group up to a common |evel of discussion while severa
of us know these issues very clearly. 1'll nmake a few
di sclainmers first.

In looking through this literature, nost
of what we know about it is about the effects of the
prescribed products and there are fewer eval uations on
the risk of the over-the-counter agents, and those
eval uations which do exist in the OIC arena, nmany have
| ooked at OIC doses in patients who chronically
receive NSAIDs and patients with chronic diseases.
And whether or not those -evaluations or those
observations in chronic patients with chronic di seases
relates to the OTC use with acute, intermttent doses
in patients with relatively, who are relatively

healthy is unclear.
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But having given the limtations of the
data set, I'Il just give this introduction by listing
the NSAIDs that are avail able both by prescription and
as OIC products. As you can see they're listed in
three categories, the non-salicylates, the non-aspirin
NSAI D sal i cyl ates and the Cox-2-specific inhibitors.

Comments specifically about the OIC
Amongst this group of 26, only four are available in
the OTC fashion, as you know aspirin, ibuprofen,
ket opr of en and napr oxen. A few consistent
observations are that the OIC doses are usually half
of the prescribed doses, and | think it's inportant to
point out that all of the OIC NSAIDs that are
avai | abl e are non-sel ective Cox inhibitors. So to the
ext ent t hat Cox- 2-specific i nhi bition i nparts
gastrointestinal safety, that would not be expected to
be an i nherent conponent of the OIC products.

Now, | ooking at the actual risk of NSAIDs,
they're generally divided into, as we've heard, into
three categories: those attributable to the G tract,
those attributable to the kidney and the platelet.
|'m going to focus on the @ tract. Drs. Pelayo and
Giffin will speak a little later, in a few mnutes
about the kidney effects and, we're not going to have
a lot of discussion about platelet effects, but as it

relates to gastrointestinal events, the platelet
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effects manifestations in the @ tract are largely a
conversion of asynptomatic endoscopic lesions to
clinically rel evant bl eeding | esions.

But with respect to the @ tract, the
ulcers are the ones, the events of greatest concern
and with regard to epidem ol ogi c observations of not
exclusively NSAID-related ulcers, but peptic ulcers in
general, there have been a, this denonstrates a few
interesting phenonena, which only reported to the
"90s, | would say these, several of these concepts
have persisted to current date.

And that is that if you look at the
hospitalizations for unconplicated wulcerations for
both gastric or duodenal, they' ve been declining over
the | ast several vyears. This is probably related to
the decreasing prevalence and the increase in
eradi cati on of the nunber one cause of ulcer disease,
hel i cobact or pyl ori .

But despite the decreasing preval ence
overal |l of unconplicated ulceration, interestingly for
bot h, for t he i nci dence of t he conpl i cat ed
ul cerations, specifically bleeding ulcers, has been
consi stent and for duodenal ulcers, as you can see
has i ncreased.

| would like to nmake the case that this

increasing incidence of bleeding ulcers that we've
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been seeing over the l|ast several years is probably
related to the increasing exposure of the non-
steroidal anti-inflammatory drugs, much of which has
been OTC, and I'Il have a few data which support that
contention in a few slides.

What we see endoscopi cal | vy, as
gastroent er ol ogi st s, i's shown her e, very
characteristically, in these NSAID users. W see this
constellation of henorrhagic lesions, mxed wth
erosive injuries scattered throughout the stonach, but
principally in the stonmach. Fortunately, nost of
these |l esions are asynptomatic and not particularly of
much clinical concern as it relates to norbidity.

The greater concern with these agents is
typically shown here, as an NSAID-related ulcer and
with regard to how frequently these endoscopic ulcers
occur, there've been, there's just been a litany of
data that look at this and, nore or less, gastric
ul ceration has been reported, at least with the non-
selective agents, to occur sonewhere in this range
and the duodenal ul cer sonewhere in this range.

The consistent observation being that
gastric ulceration associated with NSAIDs is nuch nore
comon than the duodenal ulceration. But, again, the
caveat is this is endoscopic, these are endoscopic

ulcers, at prescribed doses, much of which s
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asynptomati c. Wth the regard to the incidences of
clinically relevant ulcerations, ulcers that present
with bleeding, it's sonewhere in this range, probably
about two percent, but at |east should be in the one
to four percent range.

That's the data as it relates to the
prescri bed products. Now what about the risk of these
agent s? Pretty consistent. These are, there's a
conpi | ati on of observations over several studies, but
they all pretty consistently tell the sane story.
They're placing at very high risk for this, is a prior
history of a bleed, concomtant anticoagulant use or
corticosteroid use.

Pretty consistently there's also been this
kind of step-wise increased risk associated wth
increasing age. And specific to this discussion, it's
clear that the risk of this problemis associated with
dose, and to the extent that the OIC products are
generally | ower doses, at |least a half a dose or |ess,
then the risk should be sonewhere within the range
seen in the | ow dose experience.

In general, | would say that a relative
risk of three is probably a consistent observation
that is seen throughout the studies.

A couple of the, few of the concepts that

I'd like to review are the specific risks of OIC
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NSAIDs and I'd like to talk about themas it relates
to the non-aspirin NSAIDs versus aspirin. | think
conceptually and nmechanistically, t hese, aspirin
separates itself from the non-aspirin NSAID, and so
|'"d Iike to discuss them separately.

Specifically, interestingly, wth regard
to the preval ence of this problem this was one of the
studi es that addressed the preval ence of NSAID use in
G bl eeders. These were all patients who presented to
the hospital, acutely 400 of themw th @ bleeding and
they were asked whether they were using prescription
or OTC products or whether they were using non-aspirin
NSAI Ds or aspirin.

So if you look at the OTC usage in these
G bl eeders, 42 percent of G bleeding was associ at ed
with OIC NSAI D use, nuch of which was aspirin. If you
ook at all forme of NSAID exposure in this
experience, 58 percent of the patients, 58 percent of
G bleeders in this experience were taking some form
of an NSAI D.

QG her nore recent studies have suggested
that up to 80 percent of G bleeders will have been
taking sone form of an NSAID, providing support for
t he epi dem ol ogi ¢ observations that |1've reviewed with
you a little bit earlier. And nuch of this is OIC and

much of the OTC experience, as you can see, is |ow
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doses of aspirin.

Anot her preval ence st udy i's this
observation from it's a A bleeding registry that
cane from the Anerican College of Gastroenterology in
whi ch gast roent er ol ogi st s, practici ng
gastroenterol ogi sts, submtted information docunents
about their patients who had G bleeding versus
patients who were endoscoped who did not have @
bl eedi ng.

And within this report the preval ence of
use of aspirin, ibuprofen, naproxen and acetam nophen
was seen for either upper G bleeding, Ilower G
bl eeding, total G bleeding, versus no G bleeding.
And, as you can see, patients overall with G bleeding
nore frequently used aspirin, ibuprofen and naproxen,
but not acetam nophen, when conpared to contro
patients.

Now the two studies that |[|'ve just
reviewed for you actually were preval ence studies, and
didn't address the risk as it relates to |ooking at
the overall population of OIC NSAID users, i.e., the
denom nator, and then trying to assess the risk within
t hat popul ati on of exposed patients.

A couple, this question is addressed from
case control studies and cohort studies and |I'll share

with you two case control studies which have addressed
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this issue of risk with OTC. This correlates a | ow or
nmedi um dose with OIC use and, as you can see, in the
low to medium prescribed dose range, this relative
ri sk was about two-and-a-half.

Anot her consi stent observation that you'll
see throughout the studies is that the risk with a | ow
to medium dose, or OIC doses, is probably about half
that seen with the higher doses of NSAIDs. Again, the
caveat being is that we're looking at a database, an
observational experience with patients with chronic
NSAI D exposure, of patients wth chronic diseases
rather than acute, short-term or intermttent use in
patients who are relatively healthy.

Anot her observation, again this, this
actually is another analysis of the ACG bleeding
registry data that | previously showed you which
indicated that in the patients, and this was
specifically rather than |ow dose, prescribed NSAl DS,
this was specifically OIC NSAIDs, again the relative
ri sk I ooked like it was three.

Interestingly, this because an outlyer the
risk with the prescribed NSAI Ds was | ower than what we
woul d have expected it to be, based upon our previous
descriptions, and, anongst the OTC products, the risks
of aspirin are higher than that of ibuprofen and the

relative risk associated with acetam nophen was not
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i ncreased over controls.

Now within the ibuprofen group, OIC
i buprofen group, it's interesting; there is a dose-
response relationship or at least in this bleeding
registry experience there was a dose-response
rel ationship that was observed such that as one went
from doses of ibuprofen less than 600 mlligrans per
day up to the OIC dosage, you would see, develop the
odds ratio increasing from 1.8 to 3.9 in this
experi ence.

There hasn't been a lot, in ny assessnent,
about the risk associated with the duration of OIC
NSAI D usage patterns. And this is, these are sone
data that cone from a paper present ed at
gastroenterol ogy neetings |ast vyear. You have OIC
NSAI D users, about 500 of them and conpared this to
about a thousand controls who were not using NSAI Ds.

Wth regard to how conmmonly or how
frequently, or the duration of NSAID use, over the
previous nonth, very surprisingly, 80 percent of the
patients were using their NSAIDs for greater than 75
percent of the preceding nonth. Now in defense,
however, of these NSAID users, much of this was
probably daily use of |ow dose aspirin. As you can
see, 40 percent of the patients were taking their

NSAI D for prevention of cardi ac probl ens.
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Now having said that, this still |eaves
about another 40 percent of these chronic users who
were taking it for other reasons, such as aches,
pains, arthritis, headaches, suggesting that use of
non-aspirin NSAIDs was also fairly prevalent and for
durations |onger than suggested or recommended by the
| abel .

Wth regard to the G risk that was seen
with OTC aspirin usage in this survey, OIC users
versus controls, the risk of having any @ problem
over the preceding nonth was about 20 percent and,
nore pertinent to our discussion, the risk of having a
G Dbleed or an wulcer in this experience over the
preceding nmonth was about a 0.6 percent preval ence,
which was a relative risk of two albeit with a |ot of
confidence intervals.

Associated with the wuse of these OIC
NSAI Ds was, very interestingly, the use of OIC d
nmedi cati ons which was nuch nore comonly used in the
OTC popul ation than controls, probably for the contro
of the synptons associated with their OTC NSAI D use
The sane conmittee, two nonths ago, recomended
approval of OTC proton punp inhibitors. Mst of this,
well all of this was antacids or H2 blockers, but I
woul d assune with the advent of OIC PPIs that they

would also in the future be used for this indication
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That was the non-aspirin NSAlDs. What

does the data say about |ow doses of aspirin? These
are, this is one recent report of patients
hospitalized for G bleeding suggesting that aspirin
at any dose was associated wth the relative risk of
about three, but that's across all doses of aspirin.

Looking nore specifically at the dose-
response relationship across the indicated doses of
aspirin, in this placebo-controlled study evaluating
| ow-dose aspirin for the prevention of TIAs over six
years, there was an increase in rates of G bleeding
with aspirin 300 mlligrans a day going to 1200
mlligrans a day. This relative risk conpared to
pl acebo for 300 mlligrams of aspirin was a relative
ri sk of about 1.6.

Subsequent studies have |ooked at | ower
doses of aspirin than 300 mlligrans a day, this being
one of the studies that, again, another study that's
| ooked at regular use of regular aspirin within this
range of 325 mlligrans a day or less, in the United
States a relative risk of about two; in Sweden the
relative risk was about 4. Looking at the |ower, even
| ower doses of aspirin, this being another study,
suggests that as one increases the dose from75 to 150
to 300, odds ratios going fromtw to three to about

f our.
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The nmechanism of infjury wthin the
gastrointestinal tract, and this is well known to
several in the room there are several potential
conponent s. It's probably nmulti-factorial. But one

of the conponents that's been nost consistently
accepted as a nmechanismthat underlies this problemis
a reduction in prostaglandin synthesis, related to
i nhibition of the enzyne cycl o- oxygenase.

The studies wth the Cox-2 specific
inhibitors, | think, provide a pretty good proof of
concept that if one does not inhibit cyclo-oxygenase
or if one does not reduce prostaglandins within the
stomach, one is not likely to see gastrointestinal
i ncreased susceptibility for gastroi ntestina
ul cerati on.

So wor ki ng W th t hat concept of
prostagl andin synthesis being a surrogate narker to
suggest toxicity, we looked at that as it related to
whether or not there was any dose of orally-
adm ni stered aspirin whi ch woul d be wi t hout
gastrointestinal toxicity in a 90-day prospective
study of, endoscopic study, of health subjects at
baseline and then at 45 and 90 days.

Interestingly, aspirin at a dose of even
10 mlligrams a day, given chronically for three

nont hs was associated with a 60 percent reduction in
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gastric prostagl andins conpared to baseline. In all
of these doses wulceration, gastric ulceration was
observed.

When answering the question of whether or
not different fornulations of aspirin would reduce the
risk, this is one such study that suggests that the
answer to that is "no.’ If, irrespective of whether
one gets enteric-coated aspirin, versus buffered
aspirin, the risk for gastric or duodenal ulcer
bl eeding is not different fromplain aspirin. There's
been a subsequent experience from Denmark that also
suggested that the preparation of enteric-coated
aspirin does not reduce ri sk.

And then, so what do we do about this
problem of the risk of gastrointestinal bleeding
associated with aspirin? One recent report in the, a

couple of nonths ago from the New England Journal of

Medi ci ne, suggested one proposal, and this was an
eval uation of patients who were at high risk, meaning
all the patients had had a previous history of ulcers
which were healed and then they were given, in a
prospective fashion, either aspirin at a dose of 100
mlligranms or aspirin plus a proton punp inhibitor.

The points that | would Iike to nake about
this, one that | find very surprising, but if true is

sonewhat concerning, and that is that in this high-
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risk patient population were given just aspirin 100
mlligrane a day, that the incidence of recurrent
bleeding was 15 percent in those aspirin users,
reduced ten-fold to about one and a half percent wth
the use of a proton punp inhibitor.

What about this issue of aspirin in |ow,
to what extent does |owdose aspirin increase the,
change or nodify the risk associated with non-aspirin
NSAI DS. Two reports I'd like to review for you that
m ght address that, this being the first. A national
cohort study from Denmark |ooking at 27,000 patients
given doses of aspirin within this range in which | ow
dose aspirin was associated with about a tw and a
hal f increase of risk over the general population, and
conbining it with aspirin, conbining it with a non-
sel ecti ve NSAI D, doubl ed that risk.

W get another piece of, another picture
into this question from the class study in which
cel ecoxib and the non-sel ective NSAIDS, ibuprofen and
diclofenac B this being the six-nonth data, by the way
B were looked at for the developnent of ulcer
conpl i cati ons or synptomati c ul cers or ul cer
conpl i cations. And, as you can see, in the patients
not taking aspirin shown here, and the patients who
were taking aspirin down here, that either for the

non-sel ective NSAIDs, there was an increase in the
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rate of the devel opnent of gastrointestinal bleeding
of about two-fold, in those who were taking aspirin.
And in the celecoxib, the increase ranged from about
three- to five-fold.

So two pieces of evidence suggesting that
sonewhere in the range of two- to five-fold, aspirin,
when given in conbination with non-selective NSAl Ds
will increase the risk of bleeding above those
patients who are not taking aspirin, just the non-
sel ective NSAIDs or Cox-2 specific inhibitors al one.

What about, we've had a fair anount of
di scussion on ethanol this norning. Several studies
that have | ooked at this. There've been, | wll just
say that it's, to ne it's inconclusive but there have
been several studies, several of which have supported
a rel ationship.

Again, this is our G bleeding database
from the American College of Gast r oent er ol ogy,
suggesting an increased risk for this conbination of
al cohol plus an OTC NSAID when it's conpared to either
al one. Il wll say, one of the potential limtations
of the studies that 12 percent of these patients had
gastric or esophageal vari ces, suggesti ng a
confounding relationship potentially of ethanol use
leading to cirrhosis and an increased potential for

bl eedi ng when exposed to aspirin or a non-selective
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OrcC NSAI D

Anot her report | ooki ng at this
associ ation, conparing these various categories, but
when |ooking across the various colums, conparing
t hose who never drank to those who have taken et hanol
there was sonme increase in relative risk, albeit
nodest, conparing those who never drink to those who
took ethanol, but with overlapping confidence
i nterval s.

One of the questions that's been raised
recently and was suggested yesterday in our discussion
was whether or not acetam nophen has a risk for
gastrointestinal injury. A couple of studies that
have addressed this. One, which | think is clearly an
outlyer, and one for which there has been a |ot of
di scussion has been this study which suggested an
increased relative risk for gastrointestinal bleeding
associated with increasing doses of acetam nophen.
This is clearly an outlyer study.

| think nost gastroenterologists, if not
al | of us in the room woul d  suggest t hat
acetam nophen is not associated with the risk for
gastrointestinal bleeding. | think what we're | ooking
at here is an instance of confounding by indication.

For exanple, several, when these authors

adjusted their data for confounding associations,
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specifically a previous risk, a previous history of
gastroi ntestinal di sease, t hese risks mar kedl y
decreased, suggesting that what we're actually | ooking
at here is a reflection of risk of previous disease
state r at her t han a risk associ at ed with
acet am nophen.

Anot her study | ooking at this is one which
we' ve previously seen, |'ve showed you earlier, again
showi ng that acetam nophen is not associated wth the
increased odds ratio of gastrointestinal bleeding at
OrIC doses.

Again, comng back to this argunent of
prostagl andins being internediate markers to suggest
the potential for ulceragenicity, we' ve |ooked at this
guestion in a different way in a paper that we're
going to present next nonth in our gastroenterol ogy
nmeet i ngs. Agai n, | ooki ng at pr ost agl andi n
concentrations, and endoscopically-obtained biopsies
from humans, with these various drugs, acetam nophen
i ndeed when placed and evaluated in vitro, at various
concentrations, has no reduction in gastrointestinal
pr ost agl andi ns.

The superinposed white boxes are the

expected serum concentrations that one mght reach

with clinically-rel evant concentrati ons, or
clinically-relevant doses of these agents. And vyou
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can see, wth acetam nophen, rofecoxib or celecoxib,

no reducti on, no signi ficant reduction of
gastroi ntestinal pr ost agl andi ns. However , with
napr oxen, at clinically relevant concentrations,
al nrost 100 percent reduction in prostaglandins. Ve

did not evaluate ibuprofen in this eval uation.

Since we |ooked at the question of how
m ght acetam nophen affect gastrointestinal injury, |
think it's also reasonable to ask the corollary of how
are NSAIDs associated with hepatotoxicity. There has
been a lot of data on this and, conpared wi th other
cl asses of drugs, hepatotoxicity with NSAIDs is really
unconmmon.

Wth respect to t he sub-cl i ni cal
observations of increases in liver tests, one percent
with nost NSAIDs, there is an outlyer, diclofenac,
likely 15 percent increases in liver tests across the
popul ation. These are not clinically relevant in nost
i nst ances.

One recent exception to that was a
bronfenac, Duract, J which was introduced for clinical
use in 1997, but renoved in 1998 because of cases of
hepatic failure. The nechani sm of hepatotoxicity with
NSAIDs in nost instances is idiosyncratic, that is
it's not related to dose, not related to duration.

[t's with the OIC NSAIDs; these are, as | said, rare,
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also rare with aspirin, but there is sone intrinsic
hepatotoxicity associated with aspirin, appears to be
related to dose. Less at 325 mlligrans per day.

Wth respect to duration, if one is going
to see it, it's typically with, during periods of tine
that are longer than six days at higher doses in
patients with inflamatory conditions. One very clear
exanple of this was Reye's Syndronme in which
increasing doses in children with febrile illnesses
was associated wth significant hepatotoxicity, a
di sease which has been fortunately reduced and has | ed
to recomendations for avoidance of aspirin in
children with febrile illnesses, respiratory illnesses
or vericella.

So, in sunmary, what, ny assessnment of
this literature is that OTC NSAIDs are associated with
sone increase in G risk. These G risks of OIC
NSAI Ds i ncl ude upper and | ower gastrointestinal bleed.

| didn't talk a ot about the lower G bleeding, but
there is an evolving literature to suggest that risk
as wel | .

The risk appears to be related to dose.
Muich of the A risk associated with OIC NSAIDs is
related to aspirin, wunfortunately, even at |ower
doses. Lowdose aspirin, conbined wwith an NSAID, wl|

increase that risk for bleeding above NSAID alone
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about two- to four-fold. The enteric-coated or
buf fered aspirin preparations do not reduce the risk
and hepatotoxicity with OIC NSAIDs and with aspirin
are unconmon events.

So I'l'l turn it over to Dr. Pelayo, from
the Division of Cardio-Renal Drugs.

DR PELAYO Good norni ng.

M. Chairman, nenbers of the Advisory
Comm t t ee, representatives of the pharnaceutical
i ndustry, FDA and guests, the purpose of the
presentation is to review the potential for over-the-
counter non-steroidal anti-inflammtory drugs to cause
nephrotoxicity. The D vision of Over-the-Counter Drug
Products has asked the Division of Cardio-Renal to
address the followi ng questions: Are non-prescription
doses of over-the-counter NSAI Ds nephrotoxic and, if
so, what is the outcone of a risk-benefit analysis?

Let us first review the recogni zed NSAl D
i nduced nephrotoxicity. In the aggregate, clinical
studies on the use of prescription doses of NSAl Ds,
reviewed by the FDA, have provided conpelling evidence
for sub-clinical, however |ess serious, renal toxic
effects for t hese agents. NSAI D- i nduced
nephrotoxicity s characterized by fluid and
el ectrol yte disturbances leading to sodium retention,

edema  and hyperkal em a. These drugs can also
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adversely influence blood pressure control, causing
bl ood pressure to increase.

An acute decline in renal function, which
is associated with increases in serum creatinine could
occur with the use of NSAlDS And if severe renal
i schem a devel ops, acute renal failure could result,
proteinuria, nephritic syndr one, interstitia
nephritis and varying degrees of renal inpairnent are
uncommon but distinct NSAIDrel ated nephrotoxicity.

Acute renal papillary necrosis is a rare
form of NSAI D nephropathy that represents a pernanent
form of renal parenchynmal danage. Despite the well -
recogni zed, acute biological effects of NSAIDs on the
ki dney, NSAID-induced, chronic renal failure as a
result of chronic use is significantly less well-
docunent ed.

Albeit, the majority of healthy, nornal
subjects who are exposed to therapeutic doses of
NSAIDs for a limted duration tolerated these drugs
wi t hout untoward renal effects, a  subset of
individuals have been identified who are nore
suscepti bl e to potentially l'ife-threatening
nephrotoxicity, including acute renal failure and
serious fluid and electrolyte disorders. This at-risk
popul ation conprise subjects afflicted with volune

depl etion, underlying kidney disease, congestive heart
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failure, Iliver dysfunction wth ascites and the
el derly.

Now, maternal use of NSAIDs in the |ast
trimester of pregnancy has been associated wth
signi ficant neonat al nephrotoxicity. The
af oremrent i oned renal - adver se events in at-risk
popul ations which qualitatively define the safety
profile of these drugs are currently described in the
| abeling for prescription doses of NSAI DS

Next, the risk of nephrotoxicity needs to

be quantified. So what are the rates of occurrence of
NSAI D-rel ated ki dney-adverse events for prescription
doses? The point estinmates a 95 percent confidence
interval for these rates are not well-defined for
ei t her heal t hy or at-risk popul ati ons.
Not wi t hst andi ng, t he next five sl i des show
representative incident rate for KkidneyBadverse events
identified in their review of the clinical database
conprised of two clinical studies.

The clinical trials have prospective,
random zed, placebo-control and parallel group design
and a treatnent duration of 18 weeks. Three hundred

and sixty-five healthy subjects with osteoarthritis

were evaluated per group. Incident rates for renal-

adverse events, as reported by the principa

i nvestigators associ at ed with i bupr of en, 200
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mlligrans, excuse ne, 2,400 mlligrans daily were
conpared to those docunented in the placebo arm

Only data obtained wth the wuse of
i buprofen was represented. It should be noticed that
there are not adequate data indicating significant
difference in nephrotoxicity anong NSAIDs. As can be
seen in this slide, prescription doses of ibuprofen
were associated wth an incident of edema of
approximately 4.5 percent, a value that was tw ce of
t hat observed in the placebo group.

This slide summarizes the data on
hyper kal em a. Hyperkalem a occurred at a rate of 0.8
percent wth ibuprofen while no patient receiving
pl acebo devel oped this adverse event.

This slide shows rates of occurrence for
hypert ensi on. Hypertension was reported in 5 percent
of ibuprofen-treated patients and in 3 percent of the
patients receiving placebo.

The incident rates for elevated serum
creatinine are shown in this slide. This adverse
event occurred with an incidence rate of 1.5 percent
and 0.4 percent in ibuprofen and placebo-treated
patients, respectively.

Depicted in this slide is the incident
rate for proteinuria. | buprof en adm nistration was

associated with higher rates of proteinuria than
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pl acebo, 1.1 percent versus 0.5 percent respectively.

The investigator reported for either group
no cases of acute renal failure, interstitial
nephritis, or acute papillary necrosis. This finding
is not surprising since a significantly Ilarger
clinical database is needed to detect these renal-
adverse events which are thought to occur at a rate of
| ess than 0.1 percent.

Having reviewed the renal safety profile
for prescription doses of NSAIDs, let us now focus on
non- prescription doses of OIC NSAI DS

Currently, t here are t hree NSAI DS
avai l able as OTC drugs: | buprofen was approved in
1984 with nmaximum daily dose of 1,200 mlligrans,
which represents approxinmately 40 percent of the
prescription dose. Naproxen was approved in 1994 with
maxi mum daily dose of 600 mlligrans, which represents
approximately 40 percent of the prescription dose.
Finally, ketoprofen has been available as an OIC
product in 1995 with an approved nmexi num daily dose of
75 mlligrans, which approximately represents 25
percent of the prescription dose.

O note, current |abeling and packagi ng of
these OIC NSAIDS do not have |anguage concerning
nephrot oxi ¢ ri sk.

Critical to the understanding of the
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nephrotoxic risk, if any, associated with the use of
non-prescription doses of NSAIDs would be to have
safety data derived from clinical trials assessing
dose |level versus nephrotoxicity. Thus, ideally,
assessnent of the nephrotoxic risk associated with OIC
NSAI Ds should rely on data derived from prospective,
random zed, placebo-controlled and adequately powered
studi es, conparing non- versus prescription doses of
NSAIDs in healthy as well as at-risk popul ations. In
this regard, it is the understanding of the D vision
of Cardio-Renal Drug Products that those data are not
avai |l abl e.

Lack of ideal data to assess these
nephr ot oxi ¢ ri sks bri ngs one to resort to
significantly |less adequate sources, for instance,
retrospective, uncontrolled and underpowered studies,
nmet a- anal yses and case reports published in the
nmedi cal literature.

In this regard, the National Ki dney
Foundation in 1995, convened a group of investigators
and clinicians to consider and devel op recommendati ons
on the issue of anal gesic-related kidney disease. To
this end, the group of expert reviewers reviewed a

dat abase conprised of 556 articles published in the

medical literature on aspirin, acetam nophen, aspirin-
acet am nophen conbi nati ons and NSAI D-r el at ed
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nephrot oxi city.

Based on the totality of the findings
supporting the notion that wuse of non-prescription
doses of OIC NSAIDs carries a nephrotoxic risk, the
Nat i onal Kidney Foundation nade the follow ng
recommendat i on: "There should be an explicit | abel
warni ng patients taking over-the-counter NSAIDs of the
potential renal risks of consum ng the drugs."

Lastly, the assessnment of the nephrotoxic
risk associated with the use of OIC NSAIDs could rely
on data collected by the adverse event reporting
system The Ofice of Drug Safety reviewed the
archive of the adverse event reporting system for
acute renal failure, chronic renal failure and rena
failure cases reported following the OTC approval date
for the three NSAID products when wused in non-
prescription doses. The cut-off date for research was
August 10, 1999.

According to the reviewer, in each case,
the best effort was nmade to retain cases in which it
was known that either OTC dosages and/or an OTC NSAI D
product played a role in the drug reaction. Subjects
with pre-existing conditions were not included.

The total nunber  of adverse events
reported was as follows: 13,141 for ibuprofen; 10,794

for naproxen; and 2,000 for ketoprofen, corresponding
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to 15, five and four years of reporting, respectively.

The reviewer identified 94 cases of renal failure for
i buprofen, 26 cases for naproxen and one case for
ket opr of en.

Fifty-six subjects who wused ibuprofen
required hospitalization; nine cases needed dialysis
and nine subjects died. O note, 16 cases reported
for ibuprofen were within the pediatric age group. O
concern, renal failure occurred within |ess than seven
days of exposure to drug and in subjects wthout
prescription factors.

For napr oxen, 25 subj ects wer e
hospitali zed. Four cases required dialysis and three
subjects died. The only case reported for ketoprofen
requi red hospitalization.

In conclusion, a risk-benefit analysis
indicates that while the benefit obtained fromthe use
of OTC NSAIDs only relates to the relief of synptons,
the use of OIC NSAIDs carries a nomnal risk of
nephrotoxicity. However, there are no data avail able
to quantitatively define the risk. This lack of
information prevents us from reaching a conclusion
about whether the risk changes wth dose.

Thank you for your attention.

DR GRIFFIN.  Good norning.

| was asked to tal k about, we've had a | ot
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of experience doing studies on NSAl D adverse events in
the Tennessee Medicaid database. W' ve been doing
this for, well since Sid Wlfe from the public
citizens group asked the FDA to w thdraw peroxi cam as
an immnent health hazard. That was, | think, 1984 or
'85. Sonme of you from FDA may renenber that.

But a nunber of groups who were working
with large prescription databases at that tinme were
asked by FDA to look at their databases and sort of
determ ne whether NSAIDs really did cause @ bl eeding.

And it's, you know, now that's pretty well accepted,
but back in 1985 it wasn't.

So, we've done a nunber of studies wth
NSAI Ds, using the Medicaid database and FDA has
supported, at least in part, a |lot of these
investigations. So |I'mjust going to go through sone
of the lessons we've learned and share sone of our
experience with you.

So, first I"'mgoing to talk about the @
conplications and we have a little bit of information
on renal conplications from this database. This is
actually information that Luis Garcia Rodriguez and
ot hers published from Saskatchewan, and | think it's
really inportant because it really shows the
epidemology of serious wulcer disease and we're

tal ki ng about ul cer hospitalizations and bl eedi ng, and
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it shows very nicely that the risk of these
conplications, the lower two |ines represent people
not on non-steroidal anti-inflammatory drugs.

As you can see, the risk increases wth
age, and because this is an arithnmetic graph, you
don't see so well what happens at the |ower end of the
age group. But the risk increases about ten-fold over
the extremes of age. So age is a very inportant
contributor to the risk of ulcer disease.

Now what NSAIDs do is they increase that
risk about four-fold, or three- to five-fold, that
depends on dose, and you can see that if you increase
the, if you're at the higher age spectrum when you
increase that four-fold, you get up to pretty
significant risks. W're |looking here at absolute
risks and you can see that in the older population,
the absolute risks go from about four per thousand per
year, four hospitalizations per thousand persons per
year, to about 16 per thousand persons per year wth
non-steroidal anti-inflammatory drugs.

So what that nmeans is that people who are
using these drugs for a year at noderate doses have
about a one to tw percent chance of Dbeing
hospitalized with a conplication. Ckay, so |I'm going
to try to help translate these relative risks into

absolute risks where the data are there to do that,
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because | think that's inportant when we're thinking
about the risks to patients, that we really want to
know what their absolute risk is.

Now, these are data from the Tennessee
Medi caid database, and this is a big, conputerized
adm ni strative database, and has very detailed
informati on on prescription drug use and prescriptions
filled. But | think there are lessons to be |earned
from these studies about over-the-counter drugs as
wel | .

For these studies in both G disease,
people think of well, this is a big conputer database
and you're relying on ICD-9 diagnoses, et cetera, but
for all these studies for the G events and for the
renal events, we went to the hospital, these are all
hospitalized cases, we relied on |ICD diagnoses to
identify possible cases, but then we went to every
hospital, we reviewed the records, we had specific
criteria for what constituted an ulcer or, in the case
of renal failure, what constituted acute renal
failure. So these are real people wth real diagnoses
who had real events.

The conparison group are always a random
sanple, a stratified random sanple, of other Mdicaid
enroll ees who were not hospitalized. So they're a

control group taken from the sane population from
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whi ch these peopl e who were hospitalized were from

Ckay, so I'mtrying to concentrate on the
NSAI Ds that are avail able over-the-counter, so in our
studies, this was done using data from 1984 to ' 86.
Peopl e who used ibuprofen at doses |ower than 2400
mlligranms had about a doubling of risk of an ulcer
hospitalization and the risk increased with increasing
dose.

Simlarly with naproxen at great than a
thousand mlligrans versus a thousand-plus, the risk
increased with increasing dose. And for total NSAIl Ds,
we were able to cut the dose levels a little bit |ess.

So the |owest dose level is about, for ibuprofen
would be like less than 1200 mlligrans, but it's
mxed in there with all the other doses. So, as you
can see, when you conbine all the NSAIDs, there's a
cl ear dose-response effect and this has been shown in
just about every study that has | ooked at it.

David Henry took a lot of these NSAID
studies and did a neta-analysis, and there were
actually five investigations at that tinme that
i ncluded specific doses of ibuprofen and naproxen.
Peopl e used different doses and in the ibuprofen |ow
dose, nost of the doses were around 1500 mlligrans,
the cutoff, and as you can see again, there's a higher

risk with higher dose. But still with the |ow doses,
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there's a 1.6, a 60 percent increase in risk of ulcer
hospitalization. Simlarly with naproxen.

Now, this is the absolute risk. These
are, again, the data from Medicaid and it shows the
absolute risks, the events per thousand NSAID users
per dose. And again you can see that as the dose
i ncreases, the event rate increases. So we go from
ten per thousand at the | ow dose to 15 per thousand at
the higher dose up to 20 per thousand. Again, one to
two percent of people on these doses are hospitalized
per year.

Now all these people had a baseline risk
of wul cer disease. So if you take out that baseline
risk and you look at the risk that is just due to the
NSAI Ds, the events that would not have happened if
peopl e hadn't taken NSAIDs, that's what you see | the
second set of bars. W're taking out the baseline
risk of ulcer disease in the population and then you
get between five and 15 per thousand events per year
in this popul ation.

W do have sone information on risk by
duration of use. So here | show you again in our
popul ation, people 65 years and older, the rate of
non-users of hospitalization for ulcer disease was
four per thousand per year. W see the greatest risk,

the greatest absolute risk, in the first 30 days of
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use, in our study. A lot of other people have
reported simlar things.

But really, in a group of chronic users of
NSAI Ds, the overall risk is driven by people who are
using the NSAIDs for a long period of tinme. So that,
for users of 31 to 180 days and users of greater than
180 days, basically the risk remains elevated. So
nost of the risk, this 16 per thousand or 15 per
t housand, again, 1.5 per hundred, represent the risk
of people who are | ong-term users.

The other inportant information is that
peopl e, the |longer you take the drug, even though your
risk drops a little bit after the first 30 days,
you' re accunul ating risk. So if you're taking this
for nonths at a time, you have a risk of one to two
percent over one year; the next year, you have a, you
continue to have a risk of one to two percent. So if
you take these drugs for five or ten years, you end up
with a substantial risk

Cay. I'"m going to talk about a few
things that increase the risk of having an ulcer
conplication. W found that back in the 1980s, about
one to three percent of people 65 and ol der were al so
getting a prescription for corticosteroids. I think
that's probably higher now And we found that if you

were using an NSAID you were about as likely to be on
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a corticosteroid as if you weren't.

Co- prescription, an NSAI D pl us a
corticosteroid, increases your risk about 13- to 15-
fold over non- users. So t hat t he ul cer
hospitalization rate in people who were using both of
these drugs was about five to six per hundred people
per year. So if you're using this conbination for a
year, your risk of a ulcer hospitalization was five to
si x per hundred.

Counadi n. Agai n, in our el derly
popul ation in the 1980s, about one to two percent of
elderly were using counadin. | think, again, it's
probably higher now with the increased indication for
use of coumadin, or anti-coagulation in the elderly.
This increases the risk of G bleeding about 12-fold
over non-users, so that the hospitalization for @
bl eedi ng anong peopl e who use both coumadi n and NSAI Ds
i s about three per hundred per year.

Now I "Il talk for a m nute about our study
on NSAIDs and acute renal failure. VW identified
al nrost two thousand patients with commnity-acquired
acute renal failure. The rate in our population was
about four per thousand person-years. The nedi an
length of the hospital stay was eight days. Thr ee
percent of these people were dialyzed and the 30-day

nortality was about 36 percent. Now this included all

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

65

cases of acute renal failure, so people who cane in
with sepsis and acute renal failure were included in
the, a lot of these obviously were very sick people.

W found that people who cane in wth
acute renal failure, about 18 percent of them were on
NSAI Ds. And NSAIDs were associated with an increase
in risk, with an adjusted relative risk of 1.58.
O her, there were a lot of other factors associated
with acute renal failure: ol der age, nmale gender,
black race, being in a nursing hone, being on
diuretics, taking ACE inhibitors and a lot of other
co-norbidities. Wien controlling for all these
factors, NSAIDs increased that risk. And obvi ously,
if you have these factors plus using an NSAID, the
risk i s higher.

W tried to |look at individual NSAl Ds and
for this outconme since it was nore rare, it's hard to
get very precise estimates of risk. | buprof en, we
found, was associated with a risk of 1.63; naproxen we
did not find a statistically significant increase in
risk. Ket oprofen, 1.55, but the confidence intervals
were w de.

W also tried to look at a dose response
and the top bar indicates the wupper 95 percent
confidence intervals for these risks and again, we did

see a dose-response effect with ibuprofen, so that
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with increasing doses we saw an increase, a risk of
acute renal failure. W also saw that the risk was
greatest in the first 30 days of use.

Finally, | think that it's inportant to
consider that over-the-counter drugs may be self-
adm ni stered as previously prescribed. In other
words, the doctor in the enmergency room gave ne 800
mlligrans and therefore that's what I'm going to do
when | go honme with ny ibuprofen. So I think although
nost of the studies that |'ve tal ked about and that
you' ve heard about are not specifically with over-the-
counter doses, people do take prescription doses even
though they get the nedicine not wunder a doctor's
care.

Over-the-counter drugs may be used for
long durations and, as you can see, if you're taking
the drug for a long duration, even if the relative
risk is only tw instead of four, that risk
accunul ates over the tinme that you' re taking it. R sk
i ncreases with conbi nations of greater than one NSAID.

W were pretty shocked in the 1980s when
we found out that people using counadin were just as
likely to be using NSAIDs as not. There is no
difference in NSAID use in coumadin users. So, and |
think that that's probably not that nuch different

today, unfortunately. People do not realize that
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these drugs in conbination with anti-coagulants are
not good, and | think that the sane probably goes for,
you saw the multiple NSAIDs that are up there.

People don't realize that these are al
one class, so they may be taking an NSAID from their
orthopod and be given another NSAI D by sonebody else
and be taking ibuprofen over the counter. So this is
very relevant to OIC drug use. Even though alone, if
the drug alone does not cause an effect, if added to
another drug it causes an effect, it's still very
i mport ant.

Again, for G events, the risk increases
with aspirin use, so a lot of people, increasing
nunbers of people are using | ow dose aspirin.

Unfortunately, in our database, we're not,
we can't study hypertension because we don't study
things that you really need patients and to nonitor
them very closely, but | think, | feel very strongly
that the data presented on hypertension need to be
consi dered carefully, because snmall increases in nmean
bl ood pressure have | arge popul ation effects.

People, to be anecdotal, nost people
realize that over-the-counter decongestants, they w|l
call you and say "Ch, you told nme to take this, but I
have high blood pressure and the package says not to

take it." But | never had anybody tell me they
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couldn't take an NSAID because they have high blood

pressure.

O her inportant effects of NSAIDs are
small bowel and lower G Dbleeding, dyspepsia, which
increase health care costs and others that I won't go
into, but | just thought as well as sharing with you
sone data, | took the opportunity to share sone
opi nions as wel | .

DR CANTI LENA: Ckay, thank you very nuch to all
t he FDA presenters.

W now have an opportunity for nenbers of
the Commttee to address their questions to the FDA
presenters, and we'll just open it up. Dr. Katz.

DR KATZ: Dr. Cyer, why is it that ol der
people have nore ulcers from NSAIDs than younger
peopl e? What's the pathophysiology of that? Do we
know?

DR CRYER Wll, it's possibly multi-
factorial . Certainly there's sonme physiologic basis
and that's one area that we've specifically |ooked in.
If you look at normal, healthy ol der individuals who
are not exposed to an NSAID, there is an age-rel ated
decline in gastrointestinal prost agl andins  whi ch
appears to just sequentially decline wth decades,
wi t h advanci ng age.

For sone, but not all NSAIDs, there also
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appears that there nmay be sonme pharnacokinetic
proportional changes with advancing age for sonme of
t hem as i ndi vi dual s have aged t he serum
concentrations with simlar doses have increased when
conpared to younger individuals. There are ot her
conplications as well.

DR CANTILENA: Dr. d app.

DR CLAPP. M question is for Dr. Pelayo.
Wth regards to the data that you found in the
adverse event report about pediatric renal failure in
association with ibuprofen, or NSAI Ds, can you tell ne
specifically the circunstances of the renal failure
for those 14 children? Was this dose-related? Was it
relative to inproper dosing or overdose due to the

formof the ibuprofen, or, nore information, please.

DR PELAYO | would like to ask Dr.
Johnson to respond to your question. He is the
reviewer of that particular data. But there are
several cases reported in the literature. Actual |y,

there is an article published by Dr. Mendoza from UCD
in which -- nine cases of acute renal failure. The
acute renal failure was related to acute chronic
cases, and in other cases to acute interstitial
nephritis and there was no confounding di sease. They
were healthy individuals. There was only one case in

whi ch al cohol was rel at ed.
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DR CLAPP: One case?

DR PELAYO One case in which al cohol was
part of the picture. That is to say, they take a
drink, they dehydrate, they take an NSAID, an over-
t he-counter NSAID, and that doesn't seemto be a good
conbi nati on because al cohol would |ead to dehydrati on,
and that's a very inportant factor for t he
devel opnent of acute renal failure. Dr. Johnson?

DR JOHNSON: Wth regard to, |I'm Mke
Johnson; 1I'm from the Ofice of Drug Safety. Wth
regard to the pediatric cases, this was ibuprofen or
renal failure, pediatrics, | believe you asked about
t he dosage. One of the screening points on this was
to renove anything that was not OTC dosing. So the
overdoses, suicides, or things like that were all
pulled out initially, so they weren't included here.
The dosage on this, this is daily dosage now and this
doesn't speak to the distribution of it throughout the
day, the daily dosing on these cases anounted to a
hundred mlligrans B there were two of those B two
hundred mlligrans, there were two; four hundred
mlligrans, there were four; and six hundred
mlligrans, there were two. Ckay, and that's the dose

distribution; the others were unknown.

Any other specifics on that? In the
pediatrics. I'msorry if |I mssedit.
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DR CLAPP: M/ question also, the absolute

dosages, but was that the appropriate dose per
kil ogram for these children because of the difference
in a 10-kilo taking six hundred mlligrans is
certainly a problem but six hundred for a 40-kilo
child is not an issue.

DR JOHNSON: Ri ght. You know what, |
don't know. I'msorry. |I'd have to pull it out.

DR CANTILENA: Dr. Brass, then Dr. Laine,
then Dr. Cryer.

DR BRASS: I"'d like to first follow up
Dr. Katz's question with Dr. CGyer. | was also under
the inpression that there's difference not only in the
nucosal injury but, in fact, a major factor in the
elderly and in sonme of the situations |ike
corticosteroids was the differential presentation,
that the patient would sinply present with nore severe
mani festations for a given level of injury because of
failure to recognize early warning, the | ower
preval ence of early warning signs in the elderly, et
cetera, leading to a nore severe presentation, show ng
up at hospitalization databases, G bleed databases,
etc. Could you comment on that? And then, the second
guestions, related to that is, wth the issue in the
el derly, are there any data about the pharnmacodynam cs

for efficacy in the elderly? That is, do the elderly
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require the sanme plasnma concentrations to get a
beneficial effect of these agents as the young?

DR CRYER ['1I'l comment on the second
question first because that's the one that | clearly
don't know the answer to since | don't concentrate on
ef fi cacy. So maybe soneone else can nore expertly
conment about changes in efficacy wi th anal gesics, or

specifically NSAI Ds, wth age.

Wth regard to presentation, you're
absol utely right. I think, in fact, Dr. Giffin has
actually, if I'"m not mstaken, but certainly other

data bases have kind of given us this data that the
elderly do tend to nore frequently have a nore common
asynptomatic presentation, that is not having had
prelimnary synptons prior to presenting wth a
catastrophic event such as a bl eed. And the reason
that the herald synptom of dyspepsia would be hel pful
is that those patients would nore likely present for
evaluation earlier on in the ~course of their
ul ceration prior to a bl eed.

DR LAINE: Can | just disagree with that
a little because I, |I'm not absolutely sure that's
true because when you |ook at studies, we and others
who |ook at endoscopic wulcers, age is also a
significant risk factor just for endoscopic ulcers,

and it's a simlar increased risk factor for the
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So I'm not actually

sure | agree with that, but | think there are data
that once that person bleeds, then their nortality is
far higher. So ny own viewis I'"'mnot sure it's the
presentation but the outcone once they present wth
that clinical conplication.

DR CANTI LENA:  Dr. Lai ne.

DR LAI NE: | had a question for the FDA
and it may not, none of you here may be able to answer
it, but I was actually struck by the al cohol warning

in the NSAI D | abel.

this, |1 have actually never
believer that there's clear
potentiates the risk of bleedi
users.

Certainly, if you'r

varices it
you al ready have cirrhosis,

the renal point of view But

Byron's tal k, that
an additive effect of al coho
the studies |I'm aware of, bot

prospective trials, don't reall

as a risk factor.
we' ve tal ked about, age,

was wondering if you have other

may be a problem and,

may have been,

and NSAI Ds, but

They do show these other

bl eedi ng, et

As soneone's who's interested in

been, really been a
evi dence that al cohol
ng in NSAID or aspirin

e, if you already have

as we've heard, if

NSAIDs are quite bad from

as we saw today from
there may have been
nost of
h database studies and
y clearly show al cohol
t hi ngs
cetera. So |

data to share with us
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that can show ne why you did that, or was that just to
even the playing field when you did the acetam nophen
| abel ?

DR CRYER | would ask the same questi on.

DR GANLEY: 111 let one of the
hi storians here give that answer.

DR LUWKINS: Yes, basically the Agency's
argument in the final rule was the additive effects,
the ill effects of alcohol in addition to the ill
effects of the NSAIDS.

DR LAINE It just strikes nme as, then we
were just saying that alcohol is bad so don't drink,
but I'mnot sure that, howit relates to the fact that
NSAI Ds nmay be bad, alcohol may be bad, they're both
bad, but | don't understand, it seens to nme that when
we put it in the label, it's indicating a potentiation
sonehow, such age potenti ates other things.

DR LUWMPKI NS: There's no data of any
potenti ati on.

DR LAINE Cxay.

DR LUMPKI NS: The theory was two bad
things together aren't going to nmake a better thing.

DR LAI NE Well, you can say that about
|ots of things, anyway, okay, | nean, | just B later,
we m ght consider revisiting that.

DR CRYER VWll, | also have the sane
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guesti ons, Lor en, as it rel ated to t he
gastrointestinal risk of the conbination of alcohol
and NSAI DS. But one of the things that caught ny
attention earlier on in Dr. Glbertson's presentation
was that, possibly part of that discussion, decision,
was rmade upon the interaction at areas outside of the
gastrointestinal tract, for exanple, potentially the
increase in bleeding risk or the increase in drug-
drug- al cohol -aspirin interactions.

DR CANTILENA:  Yes, actually, that was a
part of it. | was actually here in 1993 on that
conmttee, so that was indeed part of the information
that we had in front of us.

W have Dr. Davidoff and then Dr. Katz.

DR DAVI DOFF: Yes, | had a question for
Dr. Pelayo, regarding the statenent that he put up
about, from the National Kidney Foundation, which
tal ks about, recommends that there be an explicit
| abel warning, warning patients taking over-the-
counter NSAIDs of the potential renal risks of
consum ng the drugs. My question is whether vyour
understanding is that t hat st at enment i ncl udes
acet am nophen or not.

DR PELAYO No, that wasn't specifically
related to the use of NSAI Ds.

DR DAVI DOFF: Vel |, |'ve raised the
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general question, then, about acetam nophen because
even though today's discussion is not about that drug,
as | recall, the initial concern about the chronic use
of pain relievers really began wth phenacetine which
| understand, is effectively acetam nophen. And
whether, if we're going to be talking about at |east
chronic renal failure in connection with the NSAIDs
and aspirin whether we need in sone fashion, maybe not
today but however, to revisit that question in
connection with the | abeling of acetam nophen.

DR CRYER Ckay, we can actually chat
about that later. W have Katz, Cush and Rumack

DR KATZ: Comment and a questi on.

First, to me, |I'm not sure | understand
the relevance of the additive versus synergistic
distinction as far as what consuners need to know. |f
there's an additive effect, to me that seens relevant
as well as much as a synergistic effect would be. And
ny question is for Dr. Giffin, if she's still around,
oh, hi. Do you have data on the relative risk of G
bleeding or G events in patients on a conbi nati on of
coumadin and Cox-2 inhibitors? And how that conpares
t o NSAl Ds?

DR GRIFFIN Not yet.

DR CANTILENA: Dr. Cush.

DR CUSH: | have two questions, one for
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Byron and one for Dr. Ganl ey.

Byron, in your G Advisory Commttee and
the approval, or tentative approval of OIC PPls, was
it ever discussed about the conbined use of that with
t hese aspirin-like drugs?

DR CRYER One slight correction, that
was actually this conmmttee, a couple of nonths ago,
and | do not believe that was part of our discussion
as | renmenber it, but many of you may correct ne on
t hat .

DR CANTI LENA: Ckay. No, | don't think
it was either. Dr. Ganley.

DR CUSH: Dr. Gnley, could you clarify
sonething for ne about the two pathways for OTC drugs
you discussed both yesterday and today, but today it
becones a little nore gernmane, one being the drug
monograph and the second being the new drug
appl i cation. It seened to nme the drug nonograph was
sort of a historical grandfathering-in of historic
drugs, such as acetam nophen and aspirin. And then
the NDA was for new prescription drugs that then went
on the market as OIGCs. But then you nentioned that
there's going to be a nonograph now on ibuprofen. So
how does that --7?

DR GANLEY: Yes, what happened is that a

manufacturer submtted a citizen's petition to the
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Agency requesting that ibuprofen be anended to the
nonograph for internal anal gesics. And they can do
that, and it's sort of a tine and extent. After the
regulation's printed, and after five years of
mar keti ng, where we have sone historical perspective
on the OIC marketing of a product, under an NDA, you
can submit a citizen's petition to have it put into
t he nonograph. And that's what was done here.

And SO, sever al years ago, t he
manuf act ur er submtted t he petition, sent in
supporting safety data and thus the proposal rule, or
proposed anendnent to that nonograph. And so that
proposed rule is now out for coment and people can
say, yes we agree with it, no we don't agree with it,
or whatever. What it does change then, is that
conpanies would no |onger have to market under an NDA
and they can nmarket under the nonograph, which
relieves them of sonme of the regulatory burdens of,
you know, providing information to the Agency before
they do that. As long as they follow the conditions
of use under the nonograph. D d you understand that?

DR CANTI LENA: Ckay, we have Rumack,
Al fano, then Cryer.

DR RUMACK: I'd like to nmake one quick
comment on the question about phenacetine and

acet am nophen. Acet ami nophen is a netabolite of
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phenacetine, but there is no back netabolism except
in sone aninals. And the phenacetine that produces
t he r enal pr obl em is a netabolite call ed
par aphenatidine. So, all that you can see in aninals,
acet am nophen back- net abol i zi ng to phenaceti ne,
producing renal problens, you do not see that from
acet am nophen.

| have a question for Dr. Waver. V' ve
heard from Dr. Giffin that nmany patients take the
over-the-counter dosage of the NSAIDs at prescription
| evel s, and we heard from the National Consuner League
that about a third of them of their patients take
greater than the over-the-counter dose. The data that
you presented to us was just the over-the-counter
products and | wonder of the AERS database has been
| ooked at for the higher the prescription |evel that
woul d answer the question raised by Dr. Giffin and
t he National Consumner League.

DR WEAVER W did, when we | ooked at the
non-steroidal anti-inflammtory drugs, we |ooked at
the over-the-counter use, not specifically at over-
t he-counter dosing and we did find that 14 percent of
the patients in the, wusing non-steroidal over-the-
counter drugs, were using it at over the OTC | abel i ng.

DR CANTI LENA: Ckay, Dr. Afano, then

Cryer, then Kopp.
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DR ALFANO This is a question, naybe,

for Dr. Giffin, maybe Dr. Pelayo, and maybe sone of
the statisticians on the panel can help ne with this.
Because |I'm trying to understand, and when you spoke
about relative risk of drug A versus drug B. And as |
ook at that, and we talked a little bit about this
yesterday, we're doing that w thout any denom nators
in terns of who's out there and how many people are
taking these drugs in the population that doesn't
present with such a side effect.

So | guess ny concern is, or ny question
is, are we really talking about a relative risk or a
probability that soneone w |l appear in your database,
versus a relative risk to the population at large? It
sounds to me, you know, has the ring of relative risk

to the population at large, but since you don't know

the denomnator, | don't know how you can calcul ate
t hat .

DR R FFIN In our study we know the
denom nat or s. W have a population and we know

everyone who's using an NSAID. So, we can |ook at
people who use an NSAID and look at their absolute
risk of being, and | tried to show you the absolute
rates of ulcer disease in people using NSAI Ds versus
t hose who don't.

So if we took a thousand NSAI D users in
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our population and they used the drug for a whole
year, then we would find 16 were hospitalized for an
ul cer conplication. And we took a thousand people
from the same population who weren't using NSAlDs,
four of them B these are the averages B four of them
woul d be hospitalized for an ul cer conplication.

kay, so those are absolute rates; that's,
| think, what you're trying to get at.

The relative risk is derived by putting
one rate over the other, the rate of those exposed B
the 16 per thousand B divided by the four per
t housand. And that gives you the relative risk of
four.

So, when you're talking about a relative
risk, you re always, what you don't know, and | think
what's confusing is what we don't know is, well,
what's the baseline rate? If you know what the
baseline rate in your population is, then you just
multiply it by the relative risk. So if your baseline
rate of ulcer disease is one percent and you have a
relative risk of four, then you're increasing it up to
four percent. Does that nake sense?

DR D AGOSTINO I n your presentation, you
occasionally, if | heard you correctly, said the
relative risk was sonehow rather nore inportant where,

in sone sense, the absolute risk because you do have
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the base and, possibly, | don't know if sonme of you,
the confusion, but they were constantly, you were
constantly presenting absolute risk which | presune
you got from your database and then went to relative
risk. So, that's all, was there soneone else who was
presenting it, you had a question on the, that you had
a question on the relative risk being produced?

DR ALFANO No, it's just the databases
that, the AERS for exanple, where you don't have how
many people are taking it.

DR D AGOSTINO Wre they, | don't recall
them presenting relative risk at that point.

DR CANTILENA: Ckay, Dr. Cryer, then Dr.
Kopp.

DR CRYER Ckay, so, ny question is
actually for Dr. Giffin.

One of the things that struck nme from your
presentation was your report on the risk of, in
intermttent wusers of NSAIDs from your Medicaid
dat abase experi ence. And | would think that the
intermttent users who, | think, were about at a
three-fold increased risk conpared to non-users, m ght
paral | el what one m ght expect to see in the OTC using
popul ation. So the question is, is, |I'massumng that
the intermttent wuse was across all doses of

prescribed NSAIDs, and whether, the question is
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whet her you specifically teased out the |ow dose use
within that intermttent group.

DR GRIFFIN. No, we didn't. | nean, that
intermttent and chronic users were about four-fold,
actual ly, above, they were 15 per thousand and 16 per
t housand, about four-fold higher. And basically, if
you were filling your prescription every nonth, we
called you a chronic user. And if you skipped a
couple nonths in between, and only filled it part of
the time, and you know, didn't fill it religiously
every nonth, we classified you as an intermttent
user. And they had really simlar risks.

DR D AGOSTI NO My understanding from
your presentation is that it had to all cone from
prescriptions. I mean you don't know anything about
NSAI D use over the counter. AmIl correct?

DR GRIFFIN Vell, we know about NSAID
use over the counter only fromthe nedical record and
we know that about five percent of people who we
recorded as non-users were actually using OIC NSAI Ds,
or using NSAIDs, according to the chart. So there's
obvi ously some msclassification when you |look at a
filled prescription; not everybody is actually taking
the drug every day. And if sonebody didn't fill a
prescription, they could still be taking their

spouse's or their friend s drug, or buying it over the
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counter if they choose to buy it rather than get it
free from Medi cai d.

But | think our data, and we have sone
interview data as well, indicate that the filled
prescription is a pretty good surrogate for actual
use, in this popul ation.

DR D AGOSTI NO But as prescription. I
mean they, if any of these bought over the counter,
and so forth, you could get possibly that information
from questi oni ng,

DR CGRIFFIN R ght.

DR D AGOSTI NO But you have no sort of
systemati ¢ way of knowi ng how to adjust for that.

DR GRFFIN Right.

DR CRYER In follow up to that conment,
| would Iike to remark that while vyou're, the
limtations of |ooking at prescribed databases are
acknow edged, | did, there are some, but fewer, data
sets which | ooked, which |ook exclusively at OIC use
and | reviewed several of those which you. And even
in those with exclu-- with specific OIC use, there
was the increased risk which was, interestingly, not
too different from the |owdose use in the chronic,
prescri bed dat abase seri es.

DR D AGOSTI NO No problem with that,

just in terns of how we should interpret the data that
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was presented. Yours, data set, was obviously quite
different than those. Thank you.

DR CANTI LENA: kay, we have Dr. Kopp,
Uden, Davi doff.

DR KOPP: So, | have questions for Dr.
Giffin and Dr. Pel ayo.

To follow up on that last point, if a
patient was not taking prescription non-steroidals,
but was hospitalized with acute renal failure and gave
a history of over-the-counter, would they be put into
t he non-steroidal user group?

DR GRIFFIN No. VW tried to estinmate
what a mssed classification was, but because we
didn't have information on the controls, on non-cases,
that we really couldn't, we didn't try to adjust our
risk. But | think the result of this type of
m scl assification woul d be to underestimate ri sks.

DR KOPP: Ri ght . Yes, | think that's a
good point. And just to follow up, you gave the
adjusted relative risk of 1.58 for all non-steroidals
for acute renal failure. Wiat's the confidence
interval, and specifically does it cross one?

DR CRIFFIN. No. That was statistically
insignificant. | don't have the B

DR KOPP: Ckay. Thank you. And then a

guestion for Dr. Pelayo. You were careful not to get
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into, let's see, where am | |ooking, to the very
difficult area of the risk of non-steroidals in
chronic renal failure. So chronic wuse of non-
steroidals.

And | know why vyou did that; it's
retrospective studies and they're flawed and they
disagree with each other. But | also notice the sane
NKF report suggests that the prol onged, regular use of
non-steroi dals should be discouraged. | f such use is
necessary, r enal function should be nonitored
peri odi cal | y.

Now | realize we don't have nuch data, but
do you think anything should be said on the | abel
about issues of regular use of non-steroidals and the
risks for chronic renal failure?

DR PELAYO Well, | think it all depends
how much weight you put on the data available. I
nmean, if you do believe that the data unequivocally is
telling you that, then you should include it. You
want ny personal opinion, Jeff?

DR KOPP:  Yes.

DR. PELAYC | can, off the record B

DR CANTI LENA:  Yes, how about if you hold
on that? Because | think, you know, we'll probably
be, you know, discussing that at about 2:30, roughly.

Ckay. Dr. Uden, Davidoff and Johnson.
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DR UDEN: M/ question is also for Dr.

Giffin. In the data that you presented, you
presented hospitalizations. | assunme that not all
people with ulcer conplications wll be hospitalized.

Do you have any clue as to what percentage would be
hospitalized versus not? Because that would then be
clearly an under-representation of your risks.

DR GRIFFIN Ri ght. | think in the
1980s, nore people were hospitalized with these things
t han probably would be today. And we were focusing on
events t hat we t hought woul d result in a
hospitalization. But, | nmean, | think there's a whole
series of dyspepsia requiring a procedure, that we
really didn't look at in these studies.

W did do a cost analysis, and we found
that the, what drives the excess cost, the sort of
adverse event cost, if you're just counting not
quality of life or anything like that, is really the
excess in prescriptions for G drugs, Ilike H2
bl ockers. Really drives the costs nore than the
hospitalizations do, because they're very comobn and
they have, people on NSAIDs have about double the
chances of being on an, well back then on an H?2
bl ocker; now on a PPI. So that causes a significant
cost. So | guess it depends on what end point you

think you want to focus on. | think the FDA has been
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very interested in these serious adverse events.

DR LAl NE: Vell, | have sonme data from
prospective, 8,000-person outcone studies, and let's
say with naproxen, about one and a half, well, over
four percent of people had clinical events, but let's
say one, not, just under one and a half had
conplicated events. But not al | those were
hospitalized, probably on the order of one percent.
So, it's very rough, but if we can say two-thirds of
peopl e, three-quarters. So a nunber of people may
have mnor bleeding and, et cetera, t hat I's
significant but may not get hospitalized.

DR GRIFFIN Rght. | think all of that
is al so dependi ng on, you know, how nany
gastroenterol ogists there are, who's going to scope
t hem Because at any given point, 30 percent of
peopl e on NSAIDs are going to have ulcers if you scope
them Right.

DR LAl NE Those were clinical outcone
studi es, not endoscopi c studies.

DR CANTI LENA: Ckay. Dr. Davidoff,
Johnson, and then Dr. Wod, and then a break.

DR DAVIDOFF: Yes. | have a question for
Dr. Giffin that has to do with the risk over tine
because your data, as other people have shown, made it

| ook as though, in sone sense, the risk was greater in
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the first 30 days and then dropped off. But ny

interpretation of that is that if you get a
substantial conplication in the first 30 days, you
stop taking the drug. So, later on, you drop out of
the population who's considered to have an event.
Because you don't have any nore events. O the rate
goes down. O put another way, that if you had gone
back to taking the drug, | think that's the inportant
point, after you'd had an event in the first 30 days,
you would in fact be at a continuing high risk, mybe
even higher than the people who did continue.

So | guess ny question is, do you think
that that is a reasonable interpretation, and from
that point of view, do you really think that the risk
stays up with tine or even perhaps increases wth
time, but you just can't see it in the real world?

DR GRIFFIN Well, | think, I think two
t hi ngs. One is that the nunber of events per people
taking them are actually fairly small. So I'm not
sure how rmuch that influences the long-termrisk.

The other thing is, unfortunately, people
do start taking the drugs again, and enter into the
popul ati on agai n. Surprising as it nmay seem that
peopl e have 3 events and then go back to taking these
dr ugs. | don't Kknow. Not everyone has shown that

higher risk in the first nmonth and it's, you know, I
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don't know. Sone people think it may be due, there
may be some gastric adaptation. | think the inportant
point is, although it |ooks pretty dramatic, this risk
is only for a short period of tinme. And that what's
driving the relative risk of four that we observe is
this, the 16 per thousand that you see in long-term
users. | think you're right, you know, maybe you're
selecting out the people at highest risk, but | think
that what's driving the big nunbers are the chronic
use at 16 per thousand.

DR LAI NE: Can | just coment too, we
have prospective data that's being published I|ater
this year on that and others. The epidem ol ogic
studi es show that, but the prospective studies don't
actually show that as |long ago as John Carotta show ng
a stabl e increase.

W actually | ooked at this too, and over
begi nning with 4,000 naproxen patients followed for up
to 13 nonths, neaning at nine nonths there was a
steady increase over tine. It didn't change.
Initially, we |ooked at base line versus no base |ine
NSAI D use, and what was fascinating, to nme at |east,
was the no base Iine NSAID use was a significant risk
factor for devel oping events. But the rate stayed the
sane over the nine nonths; it didn't decrease, which

is against what, you know, we all thought, that early
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on they would just have events and drop out. So it's
interesting, but anyway the rate in the prospective
experinmental studies seens to stay the sane over tine.

DR CRYER Just to nmake one comment about
this issue as well. I think the issue as | kind of
see it as it relates to the tine relationship of NSAI D
exposure, is whether or not this risk can occur within
the period of time that OTC NSAID users are generally
taking their medicines. And the data that caught ny
attention from Dr. Waver's presentation, and | don't
know if you want to comment on this, is that in her
OrC evaluation, the nedian tinme to onset of one of
these events in the NSAID users was seven days, which
clearly spoke to the issue that yes, this is a short-
term phenonenon and yes, this may, this should occur
within the OTC users.

DR LAI NE But don't you think, nost of
us | think in @ think that that's probably what was
tal ked about B an exacerbation of a clinically silent
| esi on. In other words, we don't think that it nade
the lesion in seven days, but nore likely, would you
guys agree, that there was a clinically silent |esion
there, let's say an h. pylori ulcer or sonething el se,
that then was nmade clinically manifest? That's ny
interpretation of these things.

DR CRYER Yes, | rmean mechanistically I
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would agree that's clearly plausible, and actually
probable. But | think the nost inportant issue there
is actually the outcome and in fact, the fact it does
occur within the first week.

DR CANTI LENA: kay, Dr. Johnson, then
Dr. Wod and then our break.

DR JOHNSON: | have a question about a
popul ation that hasn't been really discussed in either
before Dr. Giffin or Pelayo. And that is whether in
your analyses you have |ooked at heart failure
exacer bati on. So patients who are stable on their
heart failure reginen and then have exacerbation
relative to NSAI D use. | mean there's clearly data
that look at patients admtted to hospitals and
i nappropriate drug use, and NSAIDs is sort of a big
player in that, is an inportant contributor. And |
wonder if you ve |ooked at that population in any
f ashi on?

DR CGRIFFIN. W haven't examned that in
Medicaid. David Henry |ooked at that. Another group
| ooked at, | think, a couple groups have reported
about a doubling of risk of heart failure. In our,
people that conme in which renal failure are a m xed
group of people. They're people that have sepsis, who
have heart failure, or who have pneunonia primarily.

Those are the people, elderly people, when they cone
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in wwth acute renal failure. So a lot of the people
that we looked at in our renal failure study were

comng in with both renal failure and heart failure.

So certainly, | think, the data, those data are
consi stent. | f you exacer bat e hypert ensi on,
certainly, t hat has, and if you cause fluid
accurmul ation, | think there are a lot of data to

suggest that NSAIDs do, as well as a few studies that

suggest that NSAIDs do increase the risk for heart

failure.

DR CANTI LENA: Dr. Wod.

DR WOOD: Marie, one of our jobs, |
guess, this afternoon wll be to decide on |abeling

changes that could reduce the risk for individuals.
And one of the comments you nade, as you know I|'ve
seen your data many tinmes before, but it mght have
been m ssed by people, was the extraordinary increase
in risk in patients who were taking corticosteroids
and warfarin simltaneously. Wre there any other
risk factors that approached the 12-, 15-fold changes
that you saw with corticosteroids and warfarin?

DR CRIFFIN. Certainly people with a, we
didn't look at the absolute rates, but, people who had
a past history of a G event, and Loren, you may have
nore data on these people with nultiple risk factors,

but people with a past history of a G bleed have a
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very high risk of, I think it would probably be up in

that five percent range. And then when you get at the
extremes of age, if you get very elderly people who
have co-norbidities, sonme of the ARAMS data, Jim
Fries may want to coment on this, suggests that
peopl e with cardiovascul ar disease-- But when you
start accumul ating these risk factors and when you get
up into people who are older, oftentines they have
multiple risk factors, and so all these things work
together. So they may not only, they nmay be 70 and on
corticosteroids and have had a G bleed in the past,
and then you get up a very substantial risk.

DR CANTI LENA: Ckay, is that in follow
up, or-- ? Ckay. Then if you wouldn't mnd hol ding
that until afterwards, why don't we take a 15-mnute
break. We'll be back at 10: 25.

(The proceedings went off the record at 10:11 a.m)
(10: 27 a.m)

DR CANTI LENA: Ckay, while people are
returning to their seats, |'ve just been asked to nake
one request, that you please turn your cell phones
and, you know, pagers, into the silent node pl ease, so
we don't hear your cell phones ringing and your pagers
goi ng of f.

W're now going to have a 30-mnute

presentation from Bayer and the presentation will be
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led by Dr. Heller who then will introduce his fellow
speakers. The sponsor has 30 mnutes total for the
presentati on. Ve will ask you to stay on tine. Ve
have to stay on time for the program so we'll be on

top of the clock today, as they say.

So let ne have Dr. Heller, please, start
for Bayer. Thank you.

DR HELLER  Thank you.

M. Chairman, Menbers of the Commttee,
FDA, I'm Allen Heller, Vice President for R&D, Bayer
Consuner Care. Bayer appreciates the opportunity to
address the Conmttee this norning.

As you are aware, Bayer is a leader in the
anal gesic category with over 100 years of narket
experi ence. Wile we are best known for Bayer
aspirin, Bayer markets a range  of anal gesi c
i ngredi ents. Qur focus today, of course, relates to
aspirin and to naproxen.

| would like to briefly review Bayer's
position with respect to questions posed today to the
Comm tt ee. It's Bayer's view that each analgesic
ingredient requires labeling that's appropriate for
that ingredient. But also it requires labeling that's
appropriate for use, appropriate for the pattern of
use. Thus, it is inappropriate to apply in |abeling

the risks fromchronic, long-term prescription dosing,
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to apply those risks to short-term OTC dosing.

| nportantly, as stated by FDA, and as we
will show you this norning, all of the OIC anal gesic
ingredients are safe and effective and, when used
according to label, there are no neaningful overall
safety differences between them For the anal gesics
under discussion today,

aspirin and the NSAIDs,

adver se events are unconmmon. They're wel
characterized, and they're adequately reflected in the
current | abeling.

It is inportant to recognize that the
products we're talking about have two distinct use
patterns with distinct risk-benefit profiles. Aspirin

and the NSAIDs are used OTC for pain relief and fever

reducti on.

The OIC use

is short-term

W will show

you data this norning that denonstrates, t hat

denonstrate that the risk associated wth these
ingredients in the OIC setting is low Furthernore,
the adverse events are well characterized and the
current | abeling is adequate and sufficient.

Aspirin is unique in that it is also used
for life-saving indications related to cardio-vascul ar
di sease prophyl axi s. VW will show you data this
norning from a | arge database of random zed controll ed
studies that clearly denonstrate the favorable risk-
benefit in these indications. Here, again, the adverse
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events are well characterized and described in the
detail ed professional labeling for this indication.

This slide highlights our agenda for
t oday. Ve will begin with Dr. Jerry Faich who wll
discuss how to evaluate the safety of analgesic
ingredients, and Dr. Faich wll address a nunber of
the questions that were discussed by the Committee in
the session just follow ng. In the interest of
meeting Bayer's 30-mnute tine frame, we're going to
nove directly from Dr. Faich to Dr. Hennekens.
However, Dr. Fries is available for the question
sessi on.

DR FAICH Good norning, ladies and
gent | enen. I'm pleased to be here and have an
opportunity to discuss what is indeed a very inportant
t opi c.

|"d like to start out and just go back to
sone fundanental s about what we're doing here for a
m nute and just point out, as you all well know, that
drugs don't have toxicity sitting in a bottle. The
toxicity is related to the inherent properties of the
drug, but equally inportant, how it's used, by what
popul ation, what the risk factors are in that
popul ation, how long the drug is used. And those
factors are critically inportant as you all evaluate

the data that's being presented today. You've talked
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about this already, the issue of extrapolating from
prescription use in let's say a Mdicaid population,
to OIC use has to be done cautiously, shall we say,
because it is an extrapolation and | think we all
recogni ze that.

Qovi ousl y, any eval uati on from
epi dem ol ogic data or, for that matter, clinical trial
data, is going to be dependent upon how nmuch we know
and how carefully we've collected data about patients,
out comes and exposure. And in particular, one's got
to ask what was the relationship, even in
observational data, with disease severity. How severe
was the arthritis or the pain being treated, because
if that's related to the potential risk of @
toxicity, one has to take that into account.

That becones particul arly i mpor t ant
because we're talking about two patterns of
indications; in large part, the long-term studies of
prescription OIC, prescription NSAIDS, are anti-
inflanmatory use as opposed, in arthritic patients,
obvi ously, as opposed to short-term anal gesi a use.

Waat |'d like to do then is just talk
about what we know in terns of naproxen and aspirin
random zed trials, then go on and nention a few things
about observational and cone back to spontaneous

reports with those thoughts in m nd.
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Vell N ck More, who is here, has done,

think, one of the largest studies of OICtype use of
t he anal gesics we're considering here in France. This
was a study published in 1999. He used el even hundred
gener al practitioners who wused either ibuprofen

acet am nophen or aspirin for up to seven days, for the
usual comon painful conditions, mnuscul oskeletal, et
cet era.

This was a blinded random zation of about
9,000 patients and what the study found, and it was
largely, it turned out largely to be a study of
tol erance for ibuprofen, acetam nophen and aspirin to
G -adverse events. And these were all relatively
m nor, dyspepsia-type events where four percent, five
percent, 5.3 percent and 7.1 percent, respectively.

| show you these data nostly for this |ast
line. There were only six non-serious G bleeds, four
for acetam nophen and two for aspirin.

And the take-hone nessage here is even
when you study 3,000 patients per arm you' re not
going to learn very much about relatively unconmon or
rare G bleeding events, not |east because of the
short duration of therapy, so the total anount of
person tinme observed is relatively short.

On the other hand, this is probably the

| argest study that |ooks at OTC anal gesia that | know
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of .

If we look at the neta-analysis done for
naproxen, OIC, a published neta-analysis that | ooked
at 48 random zed controlled trials using naproxen,
again, at OIC doses, wusual indications for pain
studies B dental pain dysnmenorrhea, cough, cold,
nmuscul oskel etal, 45 percent of these studies were
si ngl e-dose  studies, which rmay not be totally
i nappropriate given that we're tal king about OTC usage
to begin with, and 55 percent were nultiple dose.
Four t housand naproxen patients; 2400 pl acebo
patients; again, tolerability B dyspepsia, nausea,
vomting, one, three and one percent, no difference
from placebo. And no serious SAEs, G -w se.

So where do we go if that's what, if
that's the nature of the clinical trial data we're
going to look at, and | think it gives us sone
assurance that the rates of the events that are of
great concern to the Commttee today are, indeed,
quite infrequent. Qoviously the place to go is
observational studies. And you' ve been hearing a good
deal about that this norning. And | salute the
presentations.

It has to be said, once again, that what
you've been looking at in large cohort studies and

even in case-controlled studies, is limted or no
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ascertai nnent of OTC. The way you construct a |arge
cohort is you go into a transactional clains database,
like Medicaid, or you go into a nedical record-link
dat abase, |ike General Practitioner Research Database,
and, al nost by definition, you do not get OIC usage.
The other thing that has to be said, going

back to ny first slide, is the popul ations indeed are

different as well. And elderly Medicaid population
probably will, it wll tell us a good deal studying
t hat popul ati on, about el derly patients with

arthritis, but it may be of Ilesser value, not no
value, certainly not, but lesser value in terns of
ext rapol ati ng.

| would like to cone back and tal k about
what , three specific data sources. Gener al
Practitioner Research Database was a case control
study that has been nentioned this norning and |'d
like to gotoit in a mnute.

ARAM'S is a very large, ongoing study of
arthritis patients. There are 49,000 patients in that
dat abase which, | mght just say, shows very little
di fference in t he € out cones for aspirin,
acetam nophen and |owdose NSAIDS, and, as was
mentioned, JimFries is here to present or talk about
t hose data if we have tine.

Bri an Strom and Jim Lew s at t he
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Uni versity of Pennsylvania are right now conducting a
case control study with, paid for by Bayer, with a
maj or focus on making sure that we have appropriate
ascertai nnent of OIC doses. And | mght just say, as
mentioned, enrollnment for that case control study is
going slowy and the reason it's going slowy in the
Delanare Valley is it does appear that G bl eeding,
maj or hospitalized G bleeding rates are going down as
a secular trend, as was nentioned here today, partly,
obvi ousl y, because of the use of proton punp
i nhi bitors, maybe a lower threshold for doing
endoscopy and a whole variety of things, not |east
maybe is the use of selective Cox-2 agents. So that

also is the context into which we're tal king about OIC

usage.

Here is that Garcia Rodriguez paper, once
again. Il would point out that these are quite
reputabl e investigators. The General Practitioner

Research Database is a well-devel oped research tool.

It is a nmedical record link systemin the UK , and
what was done in this system it covers on the order
of six mllion person years of experience, capturing
again all prescriptions and all outcones, was that
Luis Garcia Rodriguez collected 2,100 cases of upper-
@ conplications, very large case control study.

El even thousand controls, and here, to correct
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sonething that was said earlier, he did adjust in his
analysis for those risk factors that are known
including age, sex, calendar year and, inportantly,
use of aspirin, use of oneprazole, prior G history.

So what he was going after here is to say, gee, aml,
have | controlled for those things that mght drive
sel ective or confounding by indication and sel ection?

And this is what he found. For
acet am nophen, under two grans, the relative risk here
is .8 B 1.9, depending on the exact dose. So there
was no increase in risk against non-users of these
products. For acetam nophen greater than two grans,
surprisingly, relative risk of 3.6. Again, that's an
adjusted relative risk. And for low to mediumuse
NSAI Ds, 2.4; high-dose NSAI Ds, 4.9.

So again, as Marie @Giffin showed this
nmorning, there does appear to be sone dose response
rel ationship, which, if you extend down, even at the
lower end of this B maybe a bit |lower than this B but
there is increased G bleeding in the use of NSAIDs,
even at | ow doses, but it gets to be a lower rate as
you drop the dose. Agai n, thinking about OICness
her e.

How do you explain, then, the surprising
finding of acetam nophen here actually? |  would

contend that it could be sone residual, uncontrolled
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confounding, but it also mght be, as | alluded to
before, the fact that hi gh-dose acetam nophen m ght be
bei ng used for patients who have a consi derabl e anount
of pain, or arthritis and that, in turn, mght be
linked to the @ bl eeding.

That is, it may not be just a Cox-1 effect
of the drug and, as was pointed out, we do have to be
m ndful that there's a background rate of G bl eeding
in what will be the NSAI D anal gesi c-taki ng popul ati on.

The other thing that's inportant about the
Garcia Rodriguez paper is, as far as | know it's the
only one that actually has collected, in a systematic
way, wth internal validity, acetam nophen, not only
exposure but dose data itself.

Wll, let nme nention a few things about
spont aneous reports and then 1'll wap up. FDA, in
its briefing docunent did point out that it's received
over the last four years on the order of 541 cases of
G henorrhage, wulceration or perforation, wth 29
deat hs, for aspirin.

It's inportant to enphasize that, when you
| ook at those cases as FDA did, and these are |argely,
these are their data, risk factors were present in 90
percent, and |'ve listed them here: steroids, anti-
coagul ants, al cohol wuse. The age was at 69; nean

exposure was beyond the usual OIC anal gesic dose and
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the reason for that, of course, is 70 percent of these
cases were exposed to aspirin probably for cardio-
vascul ar prophyl axi s.

So, as was nentioned, one has to say in
| ooking at these, you ve got to go back to clinical
trials, if you re fortunate enough to have them and
ask, what's the risk-benefit equation in these
patients and that's exactly what Charlie Hennekens is
going to review for you in a few m nutes.

For naproxen, there were 73 cases where
naproxen was, to the spontaneous reporting system

again, same four-year period, where naproxen was the

primary suspect drug. Risk factors, again, were
present in 76, in 70 percent of these cases. They
were relatively elderly. Duration of exposure was

nore than seven days for half of them so this becones
an issue presumably of l|abeling, or these were
patients who were taking OIC drug for non-OIC
indications, or in a non-OIC manner. And again, half
of these reports were consuner reports, so we have to
ask how good is the data?

So let ne sumarize what |'ve said here
very quickly. First of all, | would contend that
existing clinical trial data don't provide us nuch
information on rare, serious events for OIC anal gesic

use. And we're going to have to get there by
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extrapol ati on and usi ng observati onal data.

Observational data are limted in terns of
their direct applicability to OIC, but on the other
hand, they do suggest that there's relatively snall
di fferences between one OIC analgesic and another,
acet am nophen excepted, but again, that nmay be a
phenonenon that is not represented in the database.

The other thing | would like to say about
that before | leave that point is Marie Giffin nicely
poi nted out that the background rate of G bleeding is
on the order of four per thousand person years, again,
in the Medicaid database. And that's the background
rate at | ow dose NSAI Ds.

If | heard the nunbers and |ooked at the
data closely, that rate goes up to six to eight. So
it's on the order of double, six to eight, but it's
per thousand person years. W are talking in OIC, in
the OIC arena, of taking those thousand person years
and breaking that down into 50,000 person weeks wth
t he sane nunerator, if you wll.

It's not quite the same but the point is
that still we're talking about per-unit exposure, an
even rarer rate. And, of course, that has to be there
if we're going to talk about OICness for these
conpounds.

And then lastly, | would contend that
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spont aneous reports really don't allow for conparative
ri sk assessnents. | think they are, they give us sone
signals, sonme sense of who's at risk and what we find
when we look at that is that the popul ati ons who get
into trouble wth OIC use of analgesics are the sane

popul ations who get into trouble wth prescription

dosi ng.

Thank you very much.

Charlie Hennekens is going to conme up and
then | guess we'll take questions at the end.

DR HENNEKENS: Thank you GCerry.

|'ve been asked to speak with you about
the benefits and risks of aspirin in the treatnent and
preventi on of car di ovascul ar di seases. And
fortunately here we have a very large and concl usive
body of evidence from 199 random zed trials that have
i ncl uded over 267,000 subjects, over 200,000 in 194
secondary trials, and 67,000 in five primary
prevention trials. These trials included average
durations of treatnment and followup of three to five
years, predomnately with aspirin, but sone including
ot her anti-platel et drugs.

The doses of aspirin studied ranged froma
low in a Dutch trial of transient ischemc attacks of
30 mlligrans a day to doses over 1,800 mlligrans a

day in the early trials of the treatnent of stroke.
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Now t he benefits have been denonstrated in
doses from 75 mlligrans a day upwards. In fact, in
nmet a- anal yses of the dose, patients who received |ess
than 75 mlligrans a day in the few trials that were
done had a non-significant benefit of 13 percent, plus
or mnus eight, versus a 25 percent, plus or mnus two
benefit B clear, significant benefit B for all the
other doses and nod significant heterogeneity in
benefit at the higher doses studied. And this was on
the end point of inportant vascular events, a
conposite of non-fatal nyocardial infarction, non-
fatal stroke and cardiovascul ar deat h.

In the secondary prevention patients and
acute M patients, aspirin has been approved by the
FDA to decrease the risk of M, which it does by about
33 percent, stroke which it does by about 25 percent
and cardiovascular death which it does by about 15
per cent. So all secondary prevention patients, wth
prior M, wth unstable or stable angina, who had
PCl's, Dbypasses, occlusive strokes, or TlIAs, are
recommended for aspirin treat ment, al t hough,
interestingly, only 50 to 80 percent of these patients
are currently being treated. And the dose recomended
in these patients is 81 to 325 mlligrans daily.

In acute nyocardial infarction patients,

aspirin is also recormended for all of those who cone
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in wwthin 24 hours of onset of synptons of the acute
M of which 40 to 70 percent are currently being
treated and the dose recommended is 162 to 325
mlligranms, initial |oading dose. This is because of
work from Garrett Fitzgerald on healthy volunteers and
those with unstable angina, showing that while a dose
of 75 mlligranms a day would inhibit thronboxane B-2,
t he stabl e degradation product of thronboxane A-2, the
time course of that degradation and inhibition is over
two days. So one needs a dose of probably 325 to get
the nmost rapid clinical anti-thronbotic effect in the
acut e syndrones.

Wth regard to the utilization pattern in
these patients in an analysis led by ny colleague,
Nancy Cook, we found that only 40 to 50 percent of
patients who were eligible for aspirin therapy were
actually on it. And perhaps nore strikingly, of those
who thought they were taking aspirin, 80 percent were
taking aspirin; another 10 percent were taking NSAIDs
and a final 10 percent, acetam nophen.

In primary prevention, in this year
aspirin has beconme recommended to decrease the risk of
a first M, which it does by about 32 percent, by the
Anerican Heart Association, for all men and wonen
whose 10-year risk is greater than 10 percent. The

Primary Prevention  Task Force published these
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recommendations in July, in circulation, of this year

And earlier this year, by the US  Preventive
Services Task Force, who recommends aspirin for all
men and wonmen whose 10-year risk is great than six
percent in a paper published in the Annals of Internal
Medicine earlier this year. And, again, the does
recommended is 81 to 325 a day.

Looking at the risks of aspirin in
cardi ovascul ar di sease, both the relative and absol ute
risks are low The point estinmate for G distress is
about 1.2, with absolute, of the relative risk, wth
absolute risk ranging fromabout 4 to 14 percent. @
bleed is about a 1.6 relative risk, with absolute risk
bet ween one and 4 percent. And cerebral henorrhage, a
relative risk about 1.6 with absolute risk ranging
bet ween one and two per thousand.

Here | think randomzed data are really
necessary to provide the nost reliable evidence for
small to noderate benefits or risks due to inherent
bi ases and uncontrol | abl e confounding that's inherent
in the observational epidemologic studies. | say
this, of course, wth the caveat that for nost
hypot heses, random zed evidence is neither necessary
nor desirable. But, however, for small to noderate
effects we really need random zed evidence; in fact

observational studies have nmislead is again and again
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for small to noderate effects.

There are a | arge nunber of well-designed,
wel | - conduct ed observational studies, case control and
cohort, showi ng significant clinical benefits of post-
menopausal hornmone use or Vitamn E and of Beta-
carotene, and the random zed trials have not supported
this benefit.

So looking at the individual trials that

| ook at the cardiovascular risks of aspirin, | think
the best, perhaps, is the UK trial of transient
i schem ¢ attacks. Two thousand, four hundred and

thirty-five patients were enrolled in a random zed,
doubl e-blind, placebo-controlled trial, whose average
duration of treatnent and followup was four years.
The dose was conpared with 300 mlligrans a day and
1,200 mlligrans of aspirin daily versus placebo.
And, as you can see for G disconfort in the placebo
group, 25 percent of patients reported @ upset. Wen
people think they' re taking aspirin, they will report
G disconfort and that's why one needs the random zed,
pl acebo-control l ed designs, to get the best estinmates
of the true rate of side effects attributable to the
dr ugs.

In the 300 mlligram dose, the rate of
reporting of side effects was 29 percent and in the

1,200 mlligram dose it was 39 percent. So while the
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dose of 300 mlligram versus placebo was statistically
significant, the difference between the high dose and
pl acebo, as well as between the high and |ow dose
group, was also statistically significant.

For @@ Dbleeding, the rates were 1.6
percent in the placebo group, 2.6 percent in the 300
mlligram group and in the 1,200 mlligram group, 4.9
per cent. So while the benefits seem to be simlar
across a range of doses, there is a dose response
relationship for @ disconfort and bl eeding, although
the absolute risks attributable to aspirin are
reassuringly | ow

So in summary, in randomzed trials of
secondary prevention and acute nyocardial infarction
and these are patients whose ten-year risks of
subsequent events are from 20 to 50 percent, the
car di ovascul ar di sease benefits of aspirin far
outweigh the risks and FDA has approved aspirin for
t hese indications.

In the randomzed trials of primry
prevention, in patients whose ten-year risks are
greater than six percent according to the US
Preventive Services Task Force, or ten percent
according to the AHA, here the cardi ovascul ar benefits
of aspirin also outweigh the risks. The daily doses

denonstrated benefits range from 75 mlligrans upwards
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to 1,800 mlligrans a day. Keep in mnd that in
assessing these, the observational studies do have
these inherent biases and uncontrollable confounding
in attenpting to evaluate the benefits and risks of
aspirin in cardi ovascul ar di sease.

I n addition, we should be cognizant of the
fact that there is underutilization and m smnedication
wth aspirin in the treatnent and prevention of
cardi ovascul ar di sease. QG hers have estimated that
the nore w despread and appropriate use of aspirin
could avoid over 10,000 premature deaths in secondary
prevention and over 100,000 first Ms in primry
prevention in the U S. each year al one.

So, in conclusion, | feel that based on
data from these |large nunbers of random zed trials of
aspirin, both individually as well as in their neta-
anal yses, the cardiovascular benefits outweigh the
risks in secondary prevention in acute M, and
renenber we're tal king about absolute risks of 20 to
50 percent over ten years, as well as in primary
prevention in nen and wonen whose ten-year risk is
greater than 10 percent according to AHA and our anti-
platelet trial as collaboration, or over six percent
according to the U S. Preventive Services Task Force.

The relative and absolute risks of aspirin

are low and, indeed, much lower in the trials than
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those reported from the observational studies and the
random zed trials provide very reliable estimtes for
the benefits and risks of aspirin in cardiovascul ar
di sease.

One final coment. In the FDA adverse
event reporting system Dr. Faich has noted that 68.9
percent of the A bleeds were for cardiovascul ar uses
and, of these, over 90 percent had risk factors for
bl eeding and particular prior histories of bleeds, use
of warfarin and steroids, raising the possibility of
the need for much better education of health care
providers and their patients.

So in conclusion, there's a |arge body of
random zed data providing very reassuring evidence
that aspirin has a very favorable benefit to risk
ratio in the treatnment of cardiovascular disease.
| ndeed, ny own view is that we have a major clinical
and public health challenge in the United States for
the nore w despread and appropriate use of aspirin in
the treatnment and prevention of cardiovascul ar disease
to avoid premature death and disability.

Thank you very much for your attention.

Dr. Heller.

DR HELLER W have shown data that
denonstrate the favorable risk-benefit for aspirin and

the NSAIDs in OIC use, as well as the favorable risk-
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benefit for aspirin use for cardiovascular disease
prophyl axi s. For both uses, the adverse events are
wel |l characterized and they are adequately reflected
in labeling. Thus, we believe no further warnings are
war r ant ed.

Based on the under-utilization of aspirin
for cardi ovascul ar indications, additional warnings on
aspirin, if they are not clearly justified, could have
a negative effect on the physician-guided, |ife-saving
uses of aspirin, with a detrinental effect on public
heal t h.

Thank  you. This concludes Bayer's
presentation and we are ready for questions.

DR CANTI LENA: Thank you, Dr. Heller.
Thanks to your team for an on-tine presentation. Ve
are now able to do questions to Bayer and their team
and we'll open it up.

Dr. Laine, Dr. Brass.

DR LAINE: | have two questions, kind of
one, general process, one specific.

Dr. Hel | er suggested that it's not

appropriate or proper for us to kind of ignore the

fact that patients take NSAIDs |onger, |owdose

aspirin, longer and at hi gher doses than s

recoomended in the [ abel. And actually, I'd like to

ask the FDA if that's true, if there is sone
SA G CORP.
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regul atory issue here.

M/ view, as a non-nenber of the NDA
sitting as a nenber of the Advisory Board, | would
actually pay attention to what patients do. W know a
significant nunber of people do take them for | onger
and at higher doses, but is there some regulatory
i ssue | should know about that |I'm not supposed to pay
attention to this fact and only ook at the risk with
it as |abel ed?

DR GANLEY: No, you can |ook at that
fact.

DR LAI NE: Ckay, thank you. The second
issue is actually for Dr. Heller.

Aspirin, as | look at the label, is
recoomended up to four grams a day and, we really
haven't talked about it, but to ny know edge, four
grans a day of aspirin is kind of the prescription
dose and has simlar @ outcones to the prescription
doses of traditional NSAIDs and that seens to have
been kind of glossed over. And | just wanted to see
if you don't, if that's an incorrect statement on ny
part.

DR HELLER | think there were two
aspects in your saying that four grans a day is the
maxi mum OTC doseC

DR LAINE: | know, short duration, right.
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DR HELLER That's for sure, and it's for

short duration. | think the second part of your
guestion is regarding the risk at t hat dose
specifically?

DR LAINEE Well, ny feeling is that four
grams is associated with a relatively high risk of @
events, simlar to prescription doses of NSAl Ds,
albeit | admt, when given |longer term There are
fewer data on seven days.

DR HELLER Let ne ask Dr. Faich to
comment first on that question in terns of the risk at
t hat dose.

DR FAI CH | think the reality is we
really are very much |acking data, as you well know.
And that's, that was the point I was trying to make.
As | nentioned before, the fact that aspirin is OIC
means it really doesn't, isn't resident in nost of the
i nked, autonmated clains data bases that are going to
allowus to study it.

So, the short answer it, | think you may
wel |l be right. W're just |acking data. Short-term
use, however, you know, it's an issue of dose over
tinme as well.

DR LAI NE: I would agree with the seven
days we're | acking data, although certainly endoscopic

studies are quite dramatic at seven days. But we
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certainly have data on that dose of aspirin being,

having typical rates when given for longer tines

anyway, | would suggest. And there are good data on

the | onger duration, but not on seven days.

DR FAI CH Yes, and as you and | both

well know, and | know it from the classed trial as

well, that the correlation between endoscopic findings

and clinical events is non-Ilinear.

DR CANTI LENA: kay, thank vyou. Dr.

Bass.

DR BASS: Yes, 1'd actually like to

follow up Dr. Laine's opening comment because | found

the presentation actually kind of

terribly relevant. And that, if

i nteresting but not

| go back to your

openi ng remarks, you said that when used according to

| abel, the drug is safe and
confronted with evidence that it

used according to label. And so

that we have been
is not consistently

that leads ne to ask

you, do you disagree with the conclusion that it's not

used according to |label by a substantial fraction of

consuners and, if you do agree with the conclusion, do

you believe it is not a health problem or do you

believe that there's no |abeling changes that m ght

nodi fy those behavi ors?
DR HELLER Yes, |et

have intended to convey is that
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that the risk of OIC use being intermttent and short-
term should not be mxed in terns of understanding and
assessing that risk with |l ong-term prescription.

And primarily, it was ny intention to nmake
the distinction particularly wth aspirin, where
aspirin has, wears two hats as it were, and that the
risk and events that are clearly associated with the
cardi ovascul ar indications, which are |ife-saving,
ought not to be confused with the OTC

The questions that you, the question that
you ask, which | think is really on a different topic
and it certainly was not ny intention to convey a
position as to what nunber of people may, in fact, be
using these OTC drugs, or any OIC drugs, beyond the
restrictions of |abeling. So that was really, there
was no intention of our making an assertion about to
what extent the Anmerican public may, for all OIC
drugs, be in fact using them not in accordance wth
| abel i ng.

DR BASS: But you did conclude that no
| abel i ng changes were required. And that conclusion
is one I"'mtrying to understand the basis of, because
it certainly wasn't addressed in the data you
presented and it's superficially contradictory to
ot her data we have heard.

DR HELLER The conclusion is based on
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our position that the adverse events are well known
and that they are adequately covered in the | abel.

DR CANTI LENA: Ckay, thank vyou. Dr.
Rumack, did you have a question? Dr. Cush, did you
have a question? Not yet. Ckay. W'I|l take a pass.

Dr. Davidoff.

DR DAVI DOFF: Yes, | wanted to just
comment on the interpretation of RCT data versus
observational data because we've heard a good deal
about the various values of the different types of
studies, and | wll certainly not yield to anyone in

ny defense of the RCT as being a powerful instrunent.

But | think that, | get concerned when
observational data, in a sense, are put in this
hi erarchy of sort of further down the scale. | think

that's unfair and inappropriate in the sense that,
while RCTs are clearly nmuch less susceptible to
confounding, they are also biased. They are biased
because they are |ess generalizable; they exclude the
very, many of the very patients who are going to be
taking these wvarious drugs or undergoing various
nmedi cal interventions in the real world.

Gbservational trials tend to extend to

those patients and therefore, in that sense, are nore

real, realistic, nore generalizable, but obviously
nore confounded. I would therefore encourage us all
S A G CORP.
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to think of observational data and RCT data as being
nmutual Iy conplimentary. The best observational trials
do generally produce the sanme results as the RCTs, as
exenplified in a recent nmet a- anal ysi s, best
observational trials of hornone replacenent, published
in Annals recently, which cane to the sane concl usion
as the current RCTs. So | think it's inportant that
we think about these different types of evidence as
being useful in two different and conplinmentary ways,
rather than that one sort of trunps the other.

DR CANTI LENA: Ckay, can we nove to a
guestion fromDr. Johnson?

DR | have a question that's relative to
NSAI Ds, not aspirin, and I'mreally sort of thinking
about @ risk and the increase of risk with age. And
SO ny question is, do you have data on the OIC use
patterns by age? So, you know, of all of the tablets
purchased in the U S. for naproxen, what percent are
purchased by 20- to 40-year-olds, et cetera?

DR HELLER  Yes, we are not prepared here
with data on the, to answer that question. That is,
we do not have the age distribution for use.

DR JOHNSON.  Ckay.

DR CANTILENA: Dr. Cryer.

DR CRYER Part of, nmuch of your

di scussion focused on the need to focus on prospective
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dat a. I would agree that overall the risk-benefit
assessnment of aspirin is very much in favor of its
use, particularly for cardiovascul ar disease. There
are fixed toxicities, however, that | strongly believe
that are inherent in the properties of aspirin that we
have to accept for the tinme being.

Looki ng, one of the pieces of prospective
data that was particularly concerning to nme, which was
not reviewed by you, but one which was recently

published in the New England Journal of Medicine two

nont hs ago. "Prospective evaluation of |ow doses of
aspirin, 100 mlligrans to 150 mlligranms, which
revealed 15 percent incidence of recurrent upper
gastrointestinal bleeding by year." If that is so, |
think that that prospective information certainly
nerits sonme consideration as it mght relate to
| abel i ng considerations in today's discussion.

M/ specific question, any maybe it shoul d
be directed to Dr. Hennekens is, again, | agree about
his conclusion with, about the risk-benefit ratio with
aspirin at the cardiovascul ar protective doses. | was
wonder i ng whet her you might have an opi nion about that
sane, about the risk-benefit ratio of aspirin at
hi gher doses, for exanple, one gram or higher per day.

DR, HENNEKENS: Vell, the point | was

trying to make is that the benefit-to-risk ratio for
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patients whose absolute risk is greater than ten

percent over ten years is really favorable for

aspirin, both at |ow and higher doses. | do think
that | would rely on the random zed evidence to nake
that assessnent, and the point, | agree with Dr.

Davi doff conpletely, that the random zed evidence and
t he observational data provide conplinmentary pieces of
evi dence, but | think we should rely on the random zed
evi dence.

For looking for small to noderate effects,
we should rely on the observational studies. For
| ooki ng for exposures of |onger durations, then we can
reasonably study in the trials for noderately |arge
effects.

So, here | think if one |ooks at the data
in randomzed trials, one sees a very favorable
benefit-to-risk. If one looks at sone of the
observational studies, one may see some sinmlar trends
but larger absolute risks that | think are related to
the inherent biases and uncontrollable confounding in
t hose particul ar studies.

DR CRYER Al right. And then, | just
wanted, if | may, ask one additional question. To get
back to Dr. Faich's coments about the general
practitioner database which supports their coments

about acetam nophen. | mean, ny understandi ng of that
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paper really is that mnmedical histories were not
provided and | think the consequence of not having a
detailed review of medical histories is that there is
this potential for confounding by indication.

| think it's very likely that higher risk
patients were given acetam nophen, and in particular I
think it's inportant to wunderstand whether that
acet am nophen was given before the, a history of an
ulcer or as a consequence of having a history of an
ulcer. And | just, the conmment, | guess, specifically
is that, do you really believe that acetam nophen is
associ ated with the risk associated in that paper?

DR CANTI LENA: Is that a comment or a
guesti on?

DR CRYER The question was, was about

the risk related to acetam nophen and his opinions

about it.

DR FAI CH As to the quality of the
records, it is a nmedical record-based system |It's an
aut omat ed, conput er-based- - That is, the data

derived fromliterally the doctor's record, there's an
enornmous anount of data there, so | don't think that
this was the question of an insurance clains diagnosis
by any neans. And there is longitudinal data on each
patient, so you can profile the patients.

You are right that Garcia Rodriguez did

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

125

not go out and individually validate all of the upper
G conplications in the study, nuch like Marie was
tal ki ng about, about going back and revalidating the
exposure history. But that's been done in this
dat abase before, and so if you're diagnosed as a d
bl eed, you usually have a d bl eed-- And al so the
quality of the records has been vali dat ed.

Now, on your point about do | believe the
result? | too was surprised by this result. | do
believe as well that sone degree of confounding by
i ndication, being concerned that a patient with a
prior G history should selectively get the drug
that's per cei ved as not bei ng gast r opat hi c,
contributed to this finding.

The question is, do | think that's enough
to fully explain it, and ny answer is no. So that's
a, in between those two things. | think sone of it's
real .

DR CRYER Thank you.

DR CANTI LENA: Ckay. Dr. Lam

DR LAM This question is for Dr. Faich.
Now in one of your earlier slides that present the
random zed controlled trial of aspirin, ibuprofen and
acet am nophen by Myore, et al., the data showed that
the total G events for those three drugs was from

four to 7.1 percent. What is the age range of the
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patients and are there other concurrent risk factors
present in the popul ation?

DR FAI CH: I"m going to ask N ck Mboore
who's sitting right here to answer the question, since
it's his study. |Is that all right?

DR LAM Yes, sure.

DR MOORE: The age range was above 18.
Concomtant risk factors were anything that was w thin
the labeling. | nmean the inclusion/exclusion criteria
for that study was the labeling of the drug as it was
| egal at that tinme.

DR LAM So the range of ageC

DR MOORE: Above 18. | think we set our
cutof f point at 75.

DR LAM kay.

DR MOXORE: Four percent had previous
history of G disorders.

DR CANTI LENA: Ckay, thank vyou. Dr.
Nei || .

DR NEI LL: A couple of questions for
Bayer.

Later this afternoon, | think we're going
to spend some tine speaking about |abeling, and so
both of these are about |abeling.

Right now, for aspirin and the other

NSAI Ds, there's an al cohol warning which includes as
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its last sentence, "Aspirin may cause G bleeding.”
The other NSAIDs have a simlar warning. Look, seeing
evi dence that suggests that that's independent of its
use with alcohol, should that, should we consider a
separate, distinct warning, separated out from the
al cohol warning? Do you want to answer that and then
| have one, another unrel ated question.

DR HELLER  Sure. Yes. W believe that
our |abeling, actually, Steve, do you want to read
what, just for, we'll read what's on the | abel.

DR WEI SVAN: For clarification for the
Conmttee it may be helpful nme to just read out |oud
the labeling that is on aspirin. You referenced the
fact that the alcohol warning does say that aspirin
may cause stonmach bleeding, but in addition it does
reflect on the drug facts label, that "Ask a doctor
before use if you have bleeding problens, asthna,
ul cers, stomach problenms such as heartburn, upset
stomach or stomach pain that persist or recur.” And
furthernmore it says, "Ask a doctor or pharnacist
before use if you are taking a prescription drug for
anti coagul ation, thinning of the blood, diabetes, gout
or arthritis.”

DR NEILL: So, | don't know if you would
favor a separate warning or not.

DR HELLER Qur view is that the current
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| abel is appropriate, but of course, we view these
proceedings as a partnership with the Commttee and
with FDA, and we would certainly consider carefully
any recommendations fromthis commttee.

DR NEILL: The second question has to do
with the guidance that we have been given by FDA staff
about aspirin. Because aspirin is used chronically,
and | as a doctor amgoing to instruct ny patients to
take this, take it every day, buy it over the counter,
one of the things that | need guidance about is why
aspirin, when prescribed in that way, should be exenpt
from the sane sorts of risk information that is
provided to patients when they go to a pharmacy, for
exanpl e, fromgetting other prescription nedications.

Should it be distinct? Should there be
additional information that is required to be provided
when they pick up aspirin for chronic use at the
prescription of a physician? |f not, why not?

Pl ease under st and, I did hear t he
i nformati on about benefit-risk, but that is sonething
that each individual consuner is going to need to nake
an inforned decision about, which is sonething that we
inform them about by the prescription process. | f
aspirin is not subject to that sane kind of
i nformati on process, should it be and, if not, why
not ?
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DR NEI LL: Again, we believe that the

current labeling is appropriate. | appreciate that
you raise, to ny mnd, a pretty conplicated public
health issue. W are conpletely in agreenent with you

that we want |abeling that optinmally protects the

consunmer across all wuses, and | think the question
that you raise -- | don't think that ny personal
opinion on that is really of value. | think this the

kind of question that the commttee needs to deal
with.

It is our belief that the current |abeling
is optimally in the interest of the consuner.

CHAI RVAN CANTI LENA:  Ckay, thank you. For
the individuals who haven't had a chance to ask their
guestions, we wll have that opportunity right after
lunch to talk again to all the sponsors who are here.

So we will now thank you for your time and
staying on time, and as we try to do the sane thing,
we wll now nove to the presentation from Weth, which
will be led -- It will be a 20 mnute presentation,
and it will be led by Dr. Berlin. Dr. Berlin.

DR BERLI N CGood nor ni ng. | am Roger
Berlin, President of Gobal Scientific Affairs at
Weth Consunmer Health Care, devel oper and NDA sponsor
for the Advil brand of OIC i buprof en.

| would like to thank the commttee for
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the opportunity to address themthis norning.

Wet h Consumer Health Care recognizes its
responsibility to the consumer to provide OTC products
that are effective, have a favorable benefit-to-risk
ratio, are manufactured to high quality standards, are
pronot ed responsi bly, and that are | abeled in a manner
to maxi m ze appropriate use.

We believe that Advil products neet these
hi gh standards, but we recognize that evolving
know edge may permt further inprovenent to the |abel.

W are conmtted to a positive collaboration during
this hearing and in subsequent interactions with the
FDA i n addressi ng recommendati ons you may offer.

Fol l owi ng OIC approval under an NDA in
1984, we have sponsored and conducted an extensive
program of <clinical and epidemologic research to
expand our know edge of the tolerability and efficacy
of Advil, and have fulfilled NDA requirenents to
report all serious adverse events. Based on the
totality of this data that we accunulated, we filed in
Novenber of 1997 a citizen's petition to include
i buprofen in the anal gesi c nonograph.

In its recent response, FDA states, and I
guote, "It believes ibuprofen 200 mlligrans has been
mar keted safely for a sufficient tinme and extent that

it can be generally recognized as safe and effective
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for OIC use."

A favorable benefit to risk ratio is
critical for an OIC ingredient. However, no drug is
wi thout the potential for adverse outcones, especially
if msused or abused. Every drug has the potential to
cause unintended effects in certain target organ
systens. Potential effects of ibuprofen use on G and
renal systens were critically considered at the time
of the initial ibuprofen OIC approval and |Iabe
devel opnent .

The maxi num daily dose of 1200 mlligrans
a day is only 37.5 percent of the maxinmm daily
prescription dose of 3200 mlligram and the maxi num
duration of use is ten days for pain and three days
for fever. This is in stark contrast to high daily
dose extended duration prescription use.

€] and renal safety are i npr oved
dramatically when one conpares OIC doses and duration
with those of prescription use. Data from
prospective, well controlled clinical trials, |l|arge
scal e epidemol ogy studies and adverse event reports
i ndicate the follow ng concl usions.

| buprofen is the safest NSAID. Serious G
adverse events occur at or very close to the
background rate in OIC use, and that serious renal

adverse events are uncommon. Supporting data are
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provided in the background package.

It is critical not to blur the clear
distinction between OTC and prescription use safety
profiles. | buprofen has a |arge therapeutic index,
and AAPCC data denonstrate the safety advantage of
i buprofen in overdose.

Consumer research and actual use clinica
study data indicate that the vast majority of OIC
consuners use the product in conformance wth the
| abel instructions, and | can go into that data |ater.

The |abel repeatedly instructs consuners to use the
m ni mum effective dose. Specifically, the directions
recoomend initiating treatnent wth one tablet,
increasing to two if needed, and it goes on to say do
not take nore than directed, wuse the snallest
effecti ve dose.

Call ed out wunder the alcohol warning is
the risk of stomach bleeding. There is a statenment to
ask a doctor before use if you have stomach pain, and
to stop use if stomach pain occurs with use of the
product or any new or unexpected synptom occurs.
Consuners are directed to ask a doctor or pharmaci st
before wuse if taking another product containing
i buprofen or other pain reliever or fever reducer or
if they take drugs on a regular basis or are under the

doctor's care for any continuing nedical condition.
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The current |abel for Advil has been very
effective in ensuring the safe and appropriate use of

the product in over 18 years of use with over 100

billion tablets. A recent |abel conprehension study
of the current drugs facts, format Advil |abel, which
included those of low literacy and the elderly,

confirms that the comunication goals are very
successful ly net.

Interestingly, about two-thirds of the
current users have consulted with a physician about
their use of Advil.

Based on the use experience with this
current |abel, the FDA has determ ned that i buprofen
shoul d be recogni zed as generally safe and effective.

However, the FDA proposed nodified @ and rena
warnings in the nonograph notice, and we have
di spl ayed these in your background package, versus the
current | abel.

W are supportive of changes that would
further enhance safe wuse of the product by the
consuner. However, any alterations to the | abel
should be tested with the consunmer to ensure they
achieve the intended communication goal. Ve are
commtted to continue to work with the FDA to devel op
t he best possible |abel.

I will now turn the podium over
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sequentially to Doctors Sica, Wlson and Wi snman.
Thank you very much for your attention.

DR Sl CA Thank you. | appreciate the
opportunity to address the Nonprescription Drug
Advi sory Commttee. M nane is Donenic Sica. | ama
full-time professor of nedicine and pharmacology in
the Departnment of Medicine and Nephrology ad the
Medical College of Virginia canpus of Virginia
Commonweal th University in R chnond, Virginia.

Based on ny training and extensive
experience, some 25-odd years of clinical practice and
nephrologic research, | am here to discuss the
i kelihood of renal toxicity associated with the use
of OIC ibuprofen and whether changes to the current
| abeling for OTC ibuprofen would relevantly address
these risks to the consuner.

In the past | have provided consultation
to a nunber of pharmaceutical conpanies, fewer these
days, on the safety and efficacy of various drugs.
Sone of these conpani es have included Merck, Bristol-
Myers Squi bb, Pharmacia and Weth Consuner Health
Care, and | am here to present ny own opinions and
will be reinbursed for both ny travel and tine away
fromthe University.

| bupr of en was first appr oved for

prescription use in the United States in 1979. So we
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are sone two and a half decades out fromits origina
approval, and it was approved at daily doses of up to
3200 mlligranms per day for the chronic treatnment of
arthritic conditions.

It was subsequently approved for OIC use
in 1984, sone five years hence, and the approved OIC
use was 1200 mlligrans per day for a ten-day tine
i nterval . Wth its extensive wuse as both a
prescription and OTC product, several comments can
actually be nade. For the sake of brevity, | wll
keep it short.

The incidence of renal failure and other
serious renal events are rare wth wuse of both
prescription and OTC i buprofen. 1In fact, according to
the agency's review of safety surveillance data over a
15 year period of tinme, there were an average of
approximately five reports of renal failure per annum
associated wth ibuprofen. In over half of these
cases, the duration of use was unknown or was beyond
30 days, and | think comments about duration of use
have been raised by prior speakers as well.

Serious events are not usually seen with
acute dosing, and | cannot overenphasize that.
Rather, they are usually dose and duration of tine
dependent, and we are not even exactly sure if there

is a linear dose relationship on this as one goes down
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t he dose response curve for these conpounds.

Serious renal events are alnost always
reversible, even in the elderly or chronically ill,
and | think we need not confuse the fact that acute
dosing in a conpromsed individual nmay lead to a
deterioration in renal function, but again reversible,
versus sone coments raised earlier about chronic
dosi ng and what occurs w th chronic dosing.

The reversibility events is in part due to
the unique kinetic characteristics of ibuprofen, which
include both a short half-life and a reversible
i nhi bition of the psychol ogenase enzyne.

Serious renal events following NSAID
t herapy al nost al ways  occur in patients wth
preexisting renal dysfunction, particularly in those
who are volune contracted or dehydrated or those wth
critical organ system di sease, including, as we heard
earlier, congestive heart failure, conprom sed hepatic
function, particul arly with t he hemodynam c
deterioration that is seen with advanced stages of
cirrhosis and in those with renal insufficiency.

Al t hough i bupr of en i nteracts with
diuretics, current |abeling already advises consuners
to ask a physician or pharnmacist before use if they
are to consider use. | think this is the issue of

continuing chronic therapy for a medical condition as
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it coincides wth the chronic use of a nonsteroidal.

| nt ent i onal or unintentional over doses
with ibuprofen are not routinely associated wth
adverse renal consequences. Although there is always
room for I mpr ovenent, given the extrenely |ow
i ncidence of reported serious renal events over the
past two decades of OIC use with ibuprofen, it is ny
opinion that the current |abel continues to adequately
convey the risks associated with the use of OIC
i bupr of en.

| applaud the FDA's efforts to evaluate
the labeling of all OIC nonsteroidals, including
i buprofen, to be sure that these drug products are
used in the safest, nost effective way possible. As
al ways, any changes should be data driven and
thoroughly tested in consuner studies to determne if
and how any proposed |abel revisions would inpact
consuner and physi ci an behavi or patterns.

Again, thank you for allowing nme the tine
to present ny views to the commttee.

DR WALSON: Hel | o. I am Dr. Philip
Wl son. For the last 30 years | have been a board
certified practicing pediatrician, and |I am currently
at the University of G ncinnati and G ncinnati
Children's Hospital Medical Center where | am the

Director of the dinical Pharmacol ogy D vision and the
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Cinical Trials Ofice.

| am also a board certified practicing
medi cal toxicologist in Gncinnati. | was in previous
positions Medical Drector of the Arizona Poison
Control Center and the Central Chio Poison Center at
the Chio State University.

| have personally cared for and consulted
on literally hundreds of children who have taken or
been given an excessive dose of an OIC anal gesic or
antipyretic alone or in conbination. Finally, | am a
board certified clinical pharmacol ogist, based on ny
prior training in internal nedicine which | rapidly
left, preferring to take care of better patients --
that is, Kids.

| do want to give a conflict of interest
st at enment . Cearly, | am here to express ny own
personal opinions on the labeling of OIC rel evance. |
think the inportant thing here is the rel evance. Ve
are here to talk about labeling, and | think it is
i nportant to keep your eye on the ball.

Because of the nature of ny training and
experience, | have, in fact, conducted a |lot of

trials, ten random zed controlled trials, for exanple,

of various antipyretics sponsored by industry,

including Weth, MNeil, and others, and published

those trials. I have also published conglonerate
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studies of their safety.

| have received consulting fees from a
nunber of pharmaceutical conpanies. It would probably
be easier for nme to make a slide of who | didn't. But
today | am -- M/ institution is being paid for ny
time, and | am having ny expenses paid for by Weth.
| hope that is -- | don't own any stock in any of
t hose conpanies. That has nothing to do with actually
having worked for them | mght say. | just don't
bel i eve you should own stock. | don't want to do
anything to change their stuff.

| do want to -- Before | go into ny

statenent, which | think was provided, there are four

points that I do want to make, and | don't have any
slides, which is unusual for me, but | do want to say
it. The first one is so obvious, sone of the
commttee will clearly have already tried to say this

to the rest of the conmttee.

Nunmber one, children are not adults, not
little adults. | rnmust tell you that, when | hear a
ot of the discussion, | keep wanting to put that
slide up to sone peopl e.

Two, in the sanme way, not all NSAIDs are
equal . There are many exanples in pediatrics. The
clearest one may be |look at the safety of aspirin

versus ibuprofen, but there are many other exanples
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where, clearly, NSAIDs have very different efficacy

and toxicity as well as behavior of parents and
children and indications. Everything about them is
different.

It is amazing to nme that the FDA, for
exanple, still collects data on pediatric events
without a wait, which brings me to ny third point
which always bothered nme, even when | was in the
Departnent of Internal Medicine at UCSF, is that adult
doctors consistently want to call anounts doses, and
they are clearly not, not for children -- that's a
l[ittle obvious -- not for little old |adies, which
shoul d be obvious but apparently isn't, but even -- |
nean take a look at me -- for mddle-aged nmen versus
sone of the other guys who you could actually see
behind this counter. Anounts are not doses, and that

has to be taken into account in any risk-benefit

anal ysi s.

The fourth point -- |'m going back again
to relevance -- is that this idea of a risk-benefit
analysis extends to everything, including a | abel

change, and that any change in the labeling has to be
done in a way that inproves the public health and
doesn't deprive children of effective, safe therapies
or result in the use of nore dangerous therapies to

treat the same conditi ons.
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Wth that, | clearly support the FDA that

it look for labeling of these products that maxim zes
benefits and mnimzes any risks. | nmust say that,
when | |ooked at their specific suggestions, | had
trouble figuring out how many of them are going to
hel p kids, and thought some of them will hurt Kkids.
But again, until the studies are done, | don't know
t hat .

Labeling should not be arbitrary or
extrene. It's got to be based on evidence. Equal | y
as inportant, all consunmers should be able to easily
read and conprehend the | abel. For exanple, studies
have shown that a trenendous nunber of children self-
nmedi cat e. No one has talked about whether these
| abel s speak to kids, and what is a child?

It is also inportant that |abeling not
appropriately deprive children of safe, effective
drugs, as | have said. | don't want to go through it,
because ny beeper is going on. The sunmmary of the
data is very clear, that toxicity is rare in anyone,
but it is exceedingly rare in children.

In fact, for ibuprofen we even say it nay
be possible to kill a child with an overdose, but it
is very difficult. | don't want to go through the
other things that are in ny coment.

In summary, | think ibuprofen has been
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shown to be clearly effective, especially for pain and
fever in children, and it has a very large therapeutic
margin, and with few exceptions ibuprofen at OIC doses
is remarkably safe, and there probably aren't even
exceptions in nost children. Thanks.

DR VEISVMAN. Good norning. | am Richard
Vi sman. | am the Director of the Fl orida Poison
Information Center and a research associate professor
of pediatrics at the University of Mam School of
Medi ci ne.

| have had 20 years of experience as a
poi son center director, 15 years in New York Gty and
the last five years in Florida. I have devoted mnuch
of ny life to efforts designated to reduce the
nortality and norbidity from unintentional pediatric
poi soni ngs.

To understand ny notivation for testifying
today, one has to only look at data that is collected
each year by the Anmerican Association of Poison
Control Centers. Although | am presenting ny own
opinions to the commttee, | am being reinbursed for
nmy tine and travel by Weth Consunmer Health Care.

In the past | have also consulted for
DuPont, El'i Lilly and Weth on several occasions.

| appreciate the opportunity to address

this distinguished panel on the topic of NSAD
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toxicity, and in particular, on overdose data for
i bupr of en. M/ objective today is to discuss the
clinical relevance of overdose toxicity for OIC drugs
and the inportance of conplying wth |abeling
directions.

In the OIC nmarketplace, consuners take
nmedi cations for a variety of conditions and synptons.

The consunmer is entrusted to read, conprehend the
| abel directions, and then to appropriately self-
select and conply with the directions for use. In
spite of governnent, pharnmaceutical conpany, and
private sector efforts, it is the unfortunate thing
that there always will be sone consuners who, either
intentionally or unintentionally, do not follow |abel
directions.

For nost drugs, the consequences of taking
too nmuch drug are not serious, because OIC
nedi cations, by definition, are safe drugs with w de
t herapeutic wi ndows or nmargins of safety. However, as
we heard yesterday, in rare instances, even
uni nt ent i onal overdoses  of drugs <can lead to
cat astrophi c events such as liver failure.

The overdose data for OIC NSAIDs, in
particul ar ibuprofen, denonstrate that there is a wde
mar gi n of safety. | buprof en was approved for OIC use

in 1984 at the 200 to 400 mlligram per dose, 1200

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

144

mlligrans per day for up to ten days of use.

Since 1984, over 100 billion doses of OIC
i buprof en have been consuned. So there was extensive
material tinme and extend to critically analyze data
from overdose situations. There is no exact dosage
that defines a single admnistration overdose for
i bupr of en. However, even ingesting 18 200 mlligram
tablets or three tines the daily dosage generally only
woul d require supportive care.

Even at single admnistration overdoses in
excess of five grans, the literature suggests that
acute renal failure is very fare and reversible. In
overdose, the nost serious side effects related to
gastrointestinal tract and renal systens.

In contrast to acetam nophen, the signs
and synptons of ibuprofen overdose occur shortly after
the incident and nost commonly include one or nore of
the follow ng: nausea, vomting, abdom nal pain,
dr owsi ness, dizziness, and tinnitus.

In a vast majority of cases, wthin four
to eight hours after the overdose synptons subside
and full recovery is the usual course. Patients are
usual |y sent hone after a few hours of observation.

I n aggregate, poison control centers see
t housands of cases of drug overdoses each year.

| bupr of en cases are generally not conplicated, because
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of the relatively short plasma half-life and, nost
conmonly, the only single entity ingredient of the
pr oduct . Unli ke some of the other OIC anal gesics,
i buprofen is only available in one OIC conbination,
conpared to 23 different conmbi nati on  products
cont ai ni ng acet am nophen.

Qovi ously, when poison control centers are
cont acted about over doses I nvol vi ng mul tiple
ingredients, the overdose nmanagenent becones nore
conpl i cat ed.

Wi | e advances in packaging and | abeling

have prevented sone poisonings, our ability to prevent

nost poisonings is still elusive. Each year poison
centers are still managing nore than 115, 000
poi soni ngs from over-the-counter anal gesics. Poi son

center data show that ibuprofen is the safest of the
OIC anal gesics for the consunmer, with the |owest rates
of both nortality and norbidity.

The AAPPC test summary data clearly
denonstrates the w de safety w ndow for ibuprofen.
For one of the nbst commonly used OIC drugs, there are
relatively few outcones classified as nmajor life
t hreateni ng events, and very few deat hs.

O course, even one death is one too many,
and we need to find better ways to prevent accidental

overdose with all drugs. | believe that OIC dosages
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of ibuprofen are safe when used as directed, and that
even in massive overdose the toxicity is rarely life
t hr eat eni ng.

Thus, ny objective was to present data
showing the primary issue is not the nolecule itself
but finding better ways to get the consuner's
attention to closely follow the |abel directions. I
understand the purpose of this neeting is to explore
ways to better conmmunicate wth consunmers and to
encour age consuners to follow | abel directions.

| applaud and fully support the efforts by
the FDA and NDAC. Thank you again for allow ng ne the
time to express ny views.

CHAI RVAN CANTI LENA:  Ckay. Thank you, Dr.
Wei sman. W have used up our tinme. So we will go --
We can actually cone -- if she wants the answer now or
in the question period, we are happy to do that, but
we will actually open the question and answer period.

The panel has ten mnutes, and those of you who are
not able to get in, we can certainly start the
afternoon off, and you wll have another opportunity
to ask questions. So, Dr. Johnson, would you like an
answer to your question?

DR JOHNSON: Yes, | would be interested
in the answer.

DR BERLIN: | believe your question was

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

147

what the percentage of wuse was of sone of these
products in those over 65.

DR JOHNSON: Vell, no. | mean, that's
sort of part of the issue, but the use by age group.
So it is predomnantly use in the elderly versus
younger patients.

DR BERLIN Well, for ibuprofen 24
percent are between age 18 and 34. Forty-five percent
are between age 35 and 49. Twenty-two percent between
50 and 64, and only 8 percent are 65 or ol der.

Now this varies, obviously, because of the
use of aspirin for cardiovascular prophylaxis. A
| arger percentage, about 30 percent, of aspirin use is
in those over 65.

DR JOHNSON! Ri ght . | would presune
aspirin would be nost high. | was nostly interested
in the NSAIDs. Thank you.

CHAI RVAN CANTI LENA:  Ckay, Dr. Day.

DR DAY: | have a question for Dr.
Berlin. First of all, I would like to comend you for
conducting | abel conprehension studies wth consuners.

That's terrific, and I would like to know a little
bit nmore about them You referred to them

| would Iike to know how many respondents
there were, and specifically, how you tested for

conprehension of dosing, and were the questions
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factual or inferential. So factual would be asking
sonething that was specifically there on the |abel,
and inferential would involve asking something where
they needed to use that information to go beyond, say
in a problemsol ving scenari o.

So a sanple one would be, you know, if you
have already taken three tables today and it is 10:30
at night and you have a headache, is it all right to

t ake anot her ?

DR BERLIN I think we asked those
guesti ons. " m j ust a poor country
gastroent er ol ogi st . So | am going to ask our narket

research expert to address your questions.

M5. SAULT: | am Stephanie Sault wth
Wet h nmarket research.

Qur | abel conprehension study consisted of
a test anmong 300 respondents. W went to 20 different
geographically dispersed areas to get a good mx of
geogr aphi ¢ and soci o- denogr aphi ¢ groups.

The test was done through -- primarily
t hrough scenari o questi oning. Consuners were read a
series of scenarios pertaining to usage, and as Dr.
Berlin indicates, we got very high levels of correct
responses to all of them

DR DAY: What was that approximate

conpr ehensi on rate?
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V5. SAULT: Over 90 percent for nost of

them and in the high nineties for quite a few

DR DAY: You nean for individual
scenarios, but not averaged over all of then?

MB. SAULT: For individual scenarios.

DR DAY: And how rmany scenarios were
t here, approxi matel y?

M5. SAULT: Al told, there were 25 or 30.

DR BERLIN. But if I mght, for exanple,
you know, one of the things is what is the adequacy of
the |abeling, and whether it should be changed. One
of the scenarios was the last tinme a person took a
pain reliever, they devel oped stomach pain; and the
guestion was would they have to see a doctor first.
The answer, percentage correct was 95 percent.

So | think that sone of the scenarios
actually bear on the adequacy of the current l|abel in
terns of informng patients that they should, in fact,
see the doctor.

CHAI RVAN CANTI LENA:  Dr. Runmack, Katz, and
D Agosti no.

DR RUVACK: | have a question for Dr.
Wi sman. W have heard that patients take ibuprofen
and others longer and in greater anounts than | abel ed,
and from your comments | would like to know how you

would |ike to address those uni ntenti onal overdoses on
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t he | abel .

DR VEISMAN. Wth respect to what?

DR RUMACK: Taking the OIC drug for
| onger than the | abel suggests and at a greater dose.

DR VEI SMAN:  One of the ways that data is
reported to poison control centers is if there is an
adverse event. Now poison control centers are
generally contacted when there is perceived to be an
over dose. So that it probably is not the nost

appropriate dataset to use when |ooking for adverse

events.

Wiile it does contain a small subset of
that data, it is predomnantly acute overdose
information that is within that subset. Now what we

have is the ability to identify and subspeciate that
there are chronic overdoses |isted. There are acute
overdoses listed, and there are acute and chronic. In
the annual reports of the American Association of
Poi son Control Centers, one can separate out that
conponent for each of the avail abl e anal gesi cs.

DR RUMACK: Ckay. You had addressed
sonething about the label, and that's what | was
trying to understand, if you thought there should be a
change or shouldn't be a change.

DR WEI SVAN: It's ny opinion that the

current |abel provides information about the dose and
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the duration of therapy, and what that does is, by
l[imting the duration that the drug is in use, reduces
the probability of getting into a situation where
you've got patients that are exceeding the dose or
exceedi ng the duration.

Wien you are dealing with situations where
people are exceeding it or attenpting to utilize the
drug to mmc what woul d have been their prescription
dose, then you are going to get the possibility of
seeing the adverse events that would be nost
characteristic at the higher dose or higher duration.
But again, | think the test database is not going to
be the best source for that type of information.

CHAI RVAN CANTI LENA:  Ckay, thank you.

DR BERLIN. If I mght just add that the
| abel instructions were actually very well understood
in terns of the dosing in the |abel conprehension
study we were just discussing.

CHAI RVAN CANTI LENA: Yes, | just have a
foll owup. Have you submtted that study?

DR BERLIN.  That study was just recently
conpl et ed. VW haven't. VW would be very happy to
submt that study.

CHAI RVAN CANTI LENA:  Ckay, thank you. Dr.
Kat z.

DR KATZ: Yes. From ny perspective,
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knowng that consuners understand the | abel 'S
obviously very inportant, but knowing what they
actually do at the nedication, to nme, is even nore
i mportant. | wonder if you have any data as to what
proportion of people buying Advil use it chronically,
| onger than what the |abel says, and also at doses
exceeding the reconmmended |abel, since we heard from
the subm ssion from NCPIE that that mght actually be
as much as 30 or 40 -- as many as 30 or 40 percent of
consuners.

DR BERLIN I have to say that the
research that we have available is discrepant with the
NCPI E results. | can't explain exactly why that is.
"1l read just sone typical information to help inform
the conmttee, | hope.

If you look at various sources of data,
consuners -- the average nunber of tablets taken per
day was 3.6 tablets when they took the nedication, so
about 720 milligranms a day, so less than the 1200
m | ligrans.

If you look at the nunber of people who
take 50 tablets, nore than 50 -- 1'm sorry, who take
less than 50 tablets a nonth, 95 percent of the
patients take less than 50 tablets a nonth. So |
think froma variety of points of view, you have only

a very small percentage of people who do exceed the
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dosage, either in terns of the anount, the nunber of
tablets per dose, or the anount per day or the anount
of the duration.

| think one of the other things that
happens, particularly wth ibuprofen because of its
previous prescription history, some of that is driven
actually by physician recommendation that people use
t he nedi cation at a higher dose for a |onger duration.

Qoviously, sone of it is people msuse the product,
but it doesn't appear to be msunderstanding the
| abel .

CHAI RVAN CANTI LENA:  Dr. D Agosti no?

DR D AGCSTI NO |'m trying to understand
the logic of the label, and I'm sitting here thinking
that, in fact, | nmay have participated in the
di scussions with the present | abel.

The one | want to go back to is that
i buprofen may cause stomach bl eedi ng under the al coho
war ni ng. When bot h I bupr of en and aspirin
manuf acturers were asked about the logic of that, they
said they thought the |abel was good, and then the
response seened to be, because there was another
guestion or there was another spot that said asked
your doctor before you have stonmach pain, and with the
aspirinit's either problens or stonmach pain.

Is there data that says that people who
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develop the bleeding all cane from individuals who
already had known stomach pain? | don't understand
the logic of where it's placed here. |If bleeding can
happen with individuals who don't necessarily have
stomach pain, they aren't necessarily going to call
the doctor and so forth, nmaybe it shoul d be separat ed.

Could you just go back a bit in how it
gets placed where it is right now?

DR BERLIN.  Actually, the devel opnent of
the label is very inportant. There was a | abel
conprehensi on study that was done under the auspices
of the FDA in 1983 prior to the approval, and there
were two |abels, one which had very detailed organ
speci fic warni ngs and one which was nore general.

Wen they were tested, what happened is
that the one that was nore general directed people to
see a physician nore frequently, and again | just
reference the about two-thirds of the current Advil
users who do consult with a physician about the use.

So | think that all of these issues are
not new i ssues. They were considered at the tinme of
the initial approval. There were sone |abel testing
done to try to figure out what would drive a large
percentage of patients to the physician for an
appropriate consultation, and it is counterintuitive,

but the answer seened to be that being nore genera
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and |l ess specific was nore successful in driving the
patients to the physician.

DR D AGOSTINO W'l cone back to it.
Thank you.

CHAl RVAN CANTI LENA:  Dr. d app.

DR CLAPP: | aminterested in Dr. Wil son
and Dr. Wisman's response to information about
pediatric cases of ibuprofen toxicity, particularly
addressing not nortality but norbidity due to renal
failure, and at what doses do you find that, and what
are the kilograns of the child? And as an addendum
the gentleman from the FDA did say that the data that
he can recall was based on children taking the
suspension, which leads us to know that it is 200
mlligranms per -- or 100 per five.

DR WALSON: Yes, a couple of things. One
is | had nentioned selection bias. There was an
article by Kelly Walson, et al. in Drug Investigation
from 1993 where he said he didn't find any studies
where they | ooked prospectively for adverse. I woul d
direct you to that article.

W took all of the kids in the first eight
studies we did wth acetam nophen, ibuprofen, and
| ooked what happened to renal function. In fact,
there was a significant decrease in BUN and creatinine

in kids who were dehydrated and treated for fever.
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Now, to nme, that's intuitive. Sone people
have said that is counterintuitive, but the fact is a
kid who has got a fever and can't drink is dehydrat ed.
A kid who is dehydrated and gets his fever and
di sconfort taken care of is nore likely to take
[ i quids. But whatever the reason, there are data
there, and | don't know why that was m ssed.

Clearly, there are kids who have renal
failure. My personal opinion is that ibuprofen in a
child who has decreased renal function or rena
profusion that is being supported by prostaglandin
secretion is sonmeone who is going to have a renal
adverse event. So while I think it's possible, but
without the data being |ooked at -- For exanple, |
woul d ask the FDA how many of those kids were septic
and febrile and, therefore, got ibuprofen but would
have had renal dysfunction with any drug, including
acet am nophen in severe liver disease patients. Ten
per cent of them have renal dysfunction from
acet am nophen in overdose, not in therapeutic use.

So while | think it's possible, one, it's

exceedingly rare. The histories are not adequate.
They didn't -- and we got no doses. Even if they got
histories, | would want |evels, because both in our

studies and clearly in others, a lot of themthat have

been published, the history a parent gives just is
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often discrepant with the various powerful objective

nmeasures of drug levels at presentation.

So | think it's possible. Certainly,
nmechani stically it's possible. But when I |ook at the
nunbers conpared to the nunbers of kids, it's
possi bl e, but, boy, it's exceedingly rare. | don't

know if you want to say that, too. And it's usually
reversi bl e.

DR VEI SMAN:  The experience that we have
seen with children that overdose on ibuprofen relates
directly to its pharmacologic effect on its ability to
i nhi bit psycho-oxygenase. If you look back at the
phar macoki neti cs and pharnmacodynam cs, that inhibition
is a very transient phenomenon where you don't have a
per manent inhibition of the enzyne as you would with
acetyl ation, which you woul d see with salicyl ates.

So that what we see is that you will often
see the creatinine or the creatinine clearance bunp
for a very transient period of time, usually returning
to its baseline within 12 to 24 hours. This has
beconme enough of a repeated phenonenon that we
basically would not keep a child hospitalized if, on
that initial analysis, we found that the serum
creatinine had gone up, because it's been well
described that this wll reverse generally within a

short period and cone back toward normal .
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DR WALSON: One other | wanted to stress.

| don't know how many of the gastroenterol ogists on
the panel again are pediatric gastroenterol ogists, but
while it's a general belief, and it's hard to confound
general belief wth data, anong gastroenterol ogists it
is very hard to find significant bleeding in a child,
G bleeding. It occurs, but again we are not talking
about does sonething happen. W are saying, again
it's a risk-benefit. How likely is it, and what are
the alternatives? | think that's really what's --

CHAI RVAN  CANTI LENA: Ckay, thank you.

There's three people who have requested questions, and

| wll ask them how -- are these issues that can hold
until after lunch or are they -- Dr. Cvyer, Cush and
Whod.

DR CRYER Mne can hold wuntil after
[ unch.

CHAI RVAN CANTI LENA: Dr. Cush, Dr. Wod,
woul d you hold? Ckay, thank you very nuch. | owe
you, Dr. Wod. This is the second tine that we have
hel d you.

Cay, t hank you, Wet h. Qur  next
presenters are from Doctors Topol and Rothman,
bel i eve sponsored by MNeil, and they have each been
allocated for five mnutes, and then as a program note

we will then go into the next set of individuals, also
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five mnutes each, and then we'll hold our questions
for those four individuals from the International
| bupr of en Associ ation and McNeil .

DR TOPOL: Let ne first start off by Dr.
Rothman is not going to be presenting. ['Il just the
tine allotted. Dr. Rothman is -- data that he was
going to review has already been reviewed earlier, and
he will be available for questions |ater.

| am Eric Topol. | am Chairman of the
Department of Cardiovascular Medicine at Ceveland
dinic and also the Provost and Chief Academc Oficer
of that institution as well as The Ceveland dinic or
Col | ege of Medi ci ne.

| am here out of ny interest on safety in
the use of aspirin in patients wth cardiovascul ar
disease, and | would also acknow edge a potential
conflict of interest wwth respect to that ny tinme and
travel are being reinbursed by MNeil for ny
presentation here today.

What | want to get into is, of course, the
focus on enhancing the safety. As you know, over 20
mllion Anericans are taking aspirin as a cardio-
protective agent. So the question is how can we
maxi mze the benefit and risk. O course, already
alluded to is the fact that many nore patients shoul d

be taking aspirin than are taking it today, by the
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indications that have been ratified by all the ngjor
societies, including the American Heart Association,
Aneri can Col | ege of Cardi ol ogy.

Well, there's a recent trial that was just
publ i shed | ast year, the acronym CURE for C opidogrel
in Unstable Angina for Reduction of |schem c Events.
This is a very large trial, over 12,000 patients, and
it was done internationally in 20 countries throughout
t he worl d.

The data are interesting, because it
conpared all patients taking aspirin at the doses of
75, 200, 325 mlligranms, and half of those patients
wer e randomy assigned to either pl acebo  or
cl opi dogrel in addition

There was a 25 percent reduction in the
year after entry into this trial wth the entry
criteria of acute coronary syndrone, acute ischemc
heart disease for the addition of aspirin plus
clopidogrel, building on the anti-platelet theme in
terns of protection fromischemc events.

Now this trial, as it turns out, provides
a unique look at aspirin safety and efficacy at
varyi ng doses. Now this was not a dose on a
random zed basi s. However, these patients were given
the dose of aspirin at the discretion of the treating
physi ci ans.
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So it appears to be random in that there

are no denographic differences in the different dose

cat egori es, and this is an analysis of life
threatening or major bleeding -- that is, transfusion
requi renent, hypotension, significant bleeding -- in
this trial.

These data have been presented at our
nati onal meetings of the American Heart Association,
and just recently, two weeks ago, in Berlin at the
European Society of Cardiology. The data for aspirin
-- In the aspirin-only arm over 6,000 patients, as

you can see here, the low dose of aspirin for life

threatening bleeding, 1.9 percent. For the dose
between 100 and 150, 2.2 percent. This in a dose
response fashion increased to 3.3 percent, and
increased to 3.8 percent. So a doubling of the rate

of major bleeding in the patients who were getting --
as it turned out, all these patients were 325
mlligrans.

This held up, this difference, which is
significant, to controlling for all of the relevant
denogr aphi cs, age, gender, body weight, henodynam c
status at baseline, and also to multivariate nodeling.

Now what is also interesting in |ight of
the discussion earlier today regarding the use of

conbi ned aspirin and other agents such as nonsteroi dal
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anti-inflamatory drugs, here we saw the sanme trend in
this CURE trial with respect to this dose response as
far as efficacy and safety.

I have already nentioned about t he
bleeding, life threatening bleeding, but here you see
both with aspirin alone, shown in red, or aspirin plus
cl opi dogrel, shown in orange. You can see the
efficacy. This is the reduction of deat h,
cardi ovascul ar death, myocardial infarction or stroke,
and you can see that the |owest dose was associ ated
with at |east as good an efficacy as the md or higher
dose range.

Again, this conbination of aspirin wth
another antipl atel et agent in looking at life
threatening bleeding at less than 100 m|ligram dose,
the internmediate dose or greater than 200 mlligram
you can see the doubling of life threatening bleeding,
whet her one | ooks at the nonotherapy with aspirin or
with the conbined dual antiplatel et regi nen

Any Dbleeding was the same type of
rel ati onshi p. So you can see again the rate of any
bleeding in this trial was increased 100 percent, as
you can see, from 1.9 to 3.9 percent in the aspirin
nonot herapy patients, and from 3 percent to 5 percent
in those patients receiving a dual antiplatelet

t her apy.
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Now this is inportant new data. It's the
best data we have regarding zoomng in on the | ow dose
end of aspirin -- that 1is, between 75 and 325
m | |igrans. VW have not had a trial of over 12,000
patients in which this has been assessed until this
CURE dat aset .

It's inmportant also to anchor this in with
the recent |andmark paper in the British Medical
Jour nal al r eady referred to in t he earlier
presentati on. That is, this British medical journa
neta-analysis reviewed all the cardiovascular trials
with aspirin and antiplatelets. It's a mammoth neta-
anal ysis of over 212,000 patients, nost of them on
aspirin studies in over 287 trials.

That neta-analysis is quite relevant. As
was pointed out earlier, the patients who were taking
less than 75 mlligrans had an insignificant, only 13
percent, reduction in cardiovascular death, M or
stroke. However, the patients who had this |ow dose,
75 to 150, actually had the naximal reduction, 32
percent, as conpared to those patients who were
between 160 and 325 mlligranms, where it was 26
percent .

Note the overl apping 95 percent confidence
intervals, the point being here is that not to state

that the |ow dose, 75 to 150, is superior. The point
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is that with this very large dataset, we can at | east
assert, and now also with the clopidogrel data, that
it is not inferior.

So the efficacy is not at all conprom sed
with the | ower dose, and | believe we have very strong
data now to support that, as one goes up from 160
mlligrans of aspirin to 325 mlligrans of aspirin,
this is associated with an untoward risk of bleeding.

This is obviously very inportant in the public health
interest.

So, obviously, we have cone a |long ways
with aspirin, and we have nuch nore work that needs to
be done regarding aspirin dosing. W are zoomng in
on what appears to be the appropriate range. W know
that the doses of 80 to 325 mlligrans are the optinma
doses in patients wth ischemc cardiovascular,
cerebral vascular and peripheral arterial disease, but
in this over 100 years of studies of aspirin and, of
course, in recent decades in trying to refine the
application to vascular disease -- and perhaps
thematic throughout all of the discussions you have
had over the last two days is wunderstanding this
appropriate bal ance bet ween t he effects on
prostacyclin and thronboxane A,

| would submt to you, based on what we

know today -- and of course, always it would be nice
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to define through dedicated prospective large scale
trials -- is that the doses of aspirin between 80 to
160 mlligrans appear to be superior to 325 mlligrans
insofar as reduction of bleeding, with at [|east as
good an efficacy profile.

So | think that is all | really wanted to
contribute here to the session, and we are certainly
pleased to respond, D. Rothman and 1, to any
guestions that you have.

CHAI RVAN CANTI LENA:  Ckay, thank you very
much, Dr. Topol. W wll hold the questions and nove
right to the two five-mnute presentations from the
International |buprofen Association, Doctors Langman
and Moor e.

DR LANGVAN Whatever you wll be
confident in, it's not of ny grasp of technol ogy.

I'm M chael Langnman. I am Professor of
Medicine at the University of Birm ngham in Engl and.
| have taken no personal fees or conpensation from
industry for the past four to five years. M/ prior
and current indirect interests through ny university
are recorded in the annual reports of the Conmmittee on
Safety of Medicines of the UK since 1987. My travel
costs were paid by the International | bupr of en
Foundat i on.

Ri sks of acute gastric and duodena | oss of
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bleeding vary according to the nature of any
nonsteroidal anti-inflammatory drug in use and taken
overall wth dose. | now present results appearing
this nmonth in the British Journal of dinical
Phar macol ogy which examned risks according to the
dose of individual NSAI Ds.

Met a- anal ysi s of individual patient data,
not summated results, was enployed to conbine three
case controlled datasets, one fromthe UK published in
The Lancet and funded by the Medical Research Council
of Geat Britain, one from Catalania, Spain, also
published in The Lancet, and one from Sweden, part of
a larger U S. and Swedi sh study.

The overall analysis was funded by a
European Economic Community bio-med grant to ny
col  eague, Mchael Rawins, as principal. The EEC
does have sone virtues, after all.

Data examined risks by dose for five
commonly used nonsteroidals and acetam nophen wth
separation into lower, mddle and high dose bands,
using logistic regression, adjusting for aspirin,
ant i coagul ant s, snoki ng and € hi st ory, but
significant effects for alcohol were not found and,
therefore, not adjusted for.

The first panel sunmari zes case

characteristics. Note that British subjects were all

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

167

age 60 and over, and that Swedish studies excluded
those with prior Ud conplaints. Qhers did not.

The second panel shows overall ulcerous
shares with 95 percent confidence intervals for
acet am nophen, i buprofen, diclofenac, indonethacin and
piroxicam with, off the scale on the right-hand side,
ket opr of en. The last was not considered further, as
case nunbers were too snall for dose division

The next panel shows ratios by dose for
the three drugs with the |owest recorded figures.
Actual point estimates for ratios were as follows:
For acetam nophen, 1.2, 1.2, and 1.0, at lower, mddle
and upper doses; diclofenac, 2, 3.2 and 12.2
i buprofen, 1.1, 1.8 and 4.6.

The next panel shows figures for
i ndonet hacin, 3.2, 6.8, and 20.4; naproxen, 4.8, 5.4,
and 15.6; and piroxicam 9, 12.0, and 79.0, going off
t he scal e agai n.

The remai ning panel sets out all this data
for the six together. It's not changed in any way.
It's just put together. Note confidence intervals a
tighter stress, acetam nophen at all doses, and for
| ower dose, under 1200 mlligramdaily, ibuprofen, all
with point estimates close to 1.0.

Note also that 80 percent of ibuprofen

data were obtained in the United Kingdom this
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deriving from individuals aged 60 and over wth a
recorded frequency of 40 percent of upper gastral and
i ntestinal conplaints.

The data presented here seem entirely
conpatible wth the large scale clinical trial results
obtained in France in studying TO anal gesic use. They
contrast, to sonme extent, with the ACG study, also
referred to earlier. However, that study has sone
probl ematic design features which seemto ne to limt
its generalizability.

| conclude that judicious choices of drug
and dose could nmaterially reduce or conpletely
elimnate the risk of wupper G conplications due to
NSAI Ds when in OTC use. Thank you very nuch.

DR MOORE: kay. So I am N chol as More.

| am in Bordeaux, a clinical pharmacologist. | have
worked with Boos, Navartis, Roche, Synophe, Aventis,
Heal t hsyn, Merck, Monsanto, Pharmacia, Pfizer and UCB
on ibuprofen, ketoprofen, naproxen, diclofenac, and
presumably on others, preferably at |ow dose, | ooking
at the risks of Ilow dose and specialized in the
assessnment of drug risks; and | have been doing that
work for the last 20 years.

| have worked on clinical trials of these
| ow dose anal gesics at OIC doses, and | have i ncl uded

nore than -- done 13,000 patients in these studies.
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Since everything has been said on all the
rest, | have concentrated on renal failure and the
risk of renal failure with those and, of course --
excuse nme -- ny travel is taken care of by the
I nternational |buprofen Foundation which is financed
by all the conpanies that nmake i buprofen. So it's
indirect interest.

| have concentrated on the renal failure,
because the G has already been entirely seen. Ve
know that there is a pharmacol ogical basis for rena
failure with nonsteroidals. COX-2 is fundanental for
the maintenance of glonerular filtration rates, and
when this is stinmulated, for exanple, in people at
risk wth hypobulema, the elder and children
patients with heart failure, etcetera, etcetera, we
know that this causes a mnuch higher risk of renal
failure, and this is true for all NSAIDs, and there
have been case series or case reports for every single
NSAI D, i ncl udi ng i buprofen.

Therefore, the question of the risk of
wi despread OTC use and renal failure is a perfectly
valid question. | have tried to see whether there was
any kind of risk.

Now in this pain study which we have been
di scussing and which you have heard of already, 9,000

patients alnost treated for OTC indication, there was
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less than .1 percent, .2 percent of any kind of
urinary synptons. There was not a single case of
clinically identified renal failure.

There was, as was shown earlier, the sane
rates of G events with ibuprofen and paracetanol. if
you look in the elderly, and this is the data that
Mary Giffin showed earlier, | just want to show you
that what we are looking at is -- I"'mnot quite sure
why that thing becane an upside question nmark. h,
yeah, this is a PC Ckay. Anyhow, odds ration in
this population is one. So that the ones we are
interested in, which is the OIC use, there is no
additional risk in the elderly.

This is not true for the higher doses, and
we know this, and this was expected. But at the very
| ow doses, like for the @ bleeds, there is no risk
associated wth the use of ibuprofen |less than 1200
mlligrans per day.

If you look at children, for sone strange
reason nobody has talked about Lesko's nmarvel ous
clinical trial, randomzed, double blind clinical
trial, 84,000 children. | don't think you can get
anything mnmuch bigger than that, and he |ooked at
hospitalizations for serious events, G bleeds, renal
failure.

Cay. No difference in G bleeds in
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children between acetam nophen and two different

doses. I"m sorry, it's 5 and 10 mlligram kilo, not
10 and 15. No difference between ibuprofen and
paracetanol, and there was not one single rena

failure. This is in about 50,000 children treated by
i buprofen at OIC doses for fever, including 27,000
children of |less than two years of age.

Al so, he |ooked at the adm ssion
creatinine, BUN, in children who were hospitalized for
any kind of reason, including dehydration, including
fever, and there was no difference betwen the
paracetanol and the ibuprofen groups. So that this

does not seem to be an issue collectively for these

patients.

In newborns there was a recent neta-
analysis of all the studies done for -- conpared with
i ndonet haci n. The efficacy was the sane as
i ndonet haci n. There was no renal toxicity noted in

any of those studies of newborns, which are a very
hi gh risk group

Finally, in overdose, if you look at the
problenms -- this has already been said before -- there
is no need to nonitor renal function if the
intoxication is less than 6 granms per day, and there
is -- for intoxications up to 60 grans per day, there

have been instances of renal failure. They have all
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been reversible, and I would just like to note that
there is not one single published case of single
constituent fatal ibuprofen overdose.

To cone back to a nunber of points, since
| still have one nore second, there is one point which
should be noted. Wen you double or triple the dose
of ibuprofen from 1200 to 2400 or 3600, you are just
going to the md-part of the prescription doses of
what is still the best tolerated prescription NSAID.
| f you double or triple the daily dose of paracetanol
-- excuse ne, acetam nophen or aspirin, the situation
is very, very different.

Thank you for your attention.

CHAI RVAN CANTI LENA:  Thank you, Dr. Moore.
VW now have an opportunity to ask questions of Dr.
Topol, Langman and Mwore, and | guess I1'll ask Dr.
Wod if he has any questi ons.

DR WOOD: Yes, | have a question for
Eric. | nean, if | wunderstand what you are saying,
you are saying that your acknow edge that the 350
mlligramdose of aspirin produces G bl eeds.

DR TOPOL: 3257

DR WOOD: 325, right, yes. And that the
| oner doses do not. But --

DR TOPOL: Well, they do |ess.

DR WOOD: Right, but | was sort of
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confused. The dose -- The adult dose over-the-counter
is the 325 dose, which is the issue we are debating
her e.

DR TOPQL: Vll, but actually, that's
part of the issue, is that --

DR WOOD: Vell, let nme finish the
guesti on.

DR TOPQL: Sure.

DR WOOD: So is it your position that
t hat dose shoul d be reduced?

DR TOPQL: Yes.

DR WOCD: Even for pain?

DR TOPQL: Vell, no. This is just for
cardi o-protective indication. | think you bring up
the central point, Aistair, of course, that at
G eveland Ainic we have had to contact thousands of
patients now to reduce their dose, which had
customarily been 325 mlligrans per day, based on
t hese recent data.

Until new data becone available, we review
this as an inportant reference set, and it does
strongly suggest about the bleeding dose dependency
when one goes up from 160 to 325. So we have advi sed
our patients, based on these new findings and, of
course, the neta-analysis, because obviously, it is

very inportant that you could reduce bleeding, but
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woul d you conprom se efficacy? There is no sign of
t hat what soever, in fact. I f anything, it's possible
that the | ower doses could be -- enhance efficacy.

So based on that, we have indeed gone to
the 81 to 162 mlligramrecomendati on and, of course,
that is avail abl e over-the-counter.

DR WOOD: Just to extend the point, the
subj ect of our discussion today, the take-hone nessage
| take from that, in contrast to nost of the other
presentations, is that the 325 mlligram dose is
associated with an increase in bleeding and that that
currently is not well addressed in the |abeling. I's
that fair?

DR TOPQL: That's right. The only
indication for the 325 mlligranms, as Dr. Hennekens
did point out, is it's been nicely shown in the acute
phase, for after t he first dose in t he
hospitalization. But outside for chronic dosing, that
would not be what we would reconmend. W  woul d
recomnmend to drop down to 81 or 162 mlligrans.

CHAI RVAN CANTI LENA:  Ckay. Dr. Neill?

DR NEelLL: The ~current labeling for
aspirin tells patients see your doctor before taking
this product for your heart or other new uses for
aspiring, because serious side effects could occur.

Wien they call nme and cone in to see ne
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and | tell them go to the drugstore, buy this bottle
and take it, they are going to take hone a package
whi ch does not include risk information about the |ong
term use. So they will have to renenber what 1've
told themin the office and base their decision about
whet her to continue this nedicine on what | tell them
in the office.

|'ve been trying to think about other
nmedicines for which that's the case which | my
prescribe for a prescribed indication, not an OIC
indication, and for which there is a nedicine that
they are going to pick up off the shelf. Now Prilosec
or some of these other nedicines that we have
di scussed at this committee before may becone one of
those, but we are not going to tal k about those today.

Should aspirin be subject to the sane
kinds of prescribing information requirenents that
ot her prescription indication nedicines are subject to
or not?

DR  TOPQL: Vell, that's certainly,
guess, perhaps a point for debate. But as already
nmentioned earlier this norning, we have a big problem
in the patients who need to take aspirin, who fulfill
all the criteria for secondary or primary prevention

There is a woefully 1inadequate nunber of those

patients already today who are not getting the
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protection.

So anything that would restrict that, of
course, would be considered problematic. On the other
hand, we are continually getting new and inportant
data, | believe, about the aspirin and the appropriate
dosi ng, and that, hopef ul |y, can get sonehow
conmuni cated, and the appropriate dosing to nmaximze
the safety and efficacy would be the ideal strategy in
t he maxi num patients who, of course, fulfill criteria
for benefit.

CHAI RVAN  CANTI LENA: Yes, does Dr.
Hennekens have a conment ?

DR HENNEKENS: Yes. | wanted to speak on
behal f of the anti-platelet trials collaboration, in
full agreement with Eric's reconmendations about 81
mlligrans being the optimal dose in the nonacute
phase, and 325 in the acute phase.

Qur belief is based on the fact, as he
suggested, that the benefits seem simlar across the
wi de range of doses from 75 and above, and there does
seem to be this dose dependent increase in side
effects.

Having said that, wth respect to the
specifics of the labeling on G bleeding, | did want
to point out that in clinical trials that conpare

directly aspirin wth control, the proportional
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increase in the risk of a major extracranial bleed was
simlar across the range of doses from 325 to 75.
They were specifically 1.7 for less than 75, 1.5 for
75 to 150, and 1.6 for 160 to 325, and in addition
there were two trials that directly conpared 75 to 325
doses with less than 75 doses and found no significant
difference in major extracrani al bl eeding.

So we do agree with the concl usions. Ve
do agree with the side effects in general. I think
the issue that we mght disagree with mght be about
whether there is at this range of dose the dose
dependent increase in bl eeding.

CHAl RVMAN CANTI LENA: Dr. Cryer?

DR CRYER Yes. M question is directed
to Dr. Moore. | was previously going to ask it of Dr.
Sica as it relates to the renal effects of ibuprofen.

So you can strike ny request for the earlier
guesti on.

It really gets to this issue of what is
currently in the label for ask your doctor if you have
a history of hypertension prior to taking this
product. I'mtrying to get a sense of where the data
are that support that recommendation within the | abel
with respect to the hypertensive effects of OIC doses
of i buprofen.

So from your experience or from vyour
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reviews, do you have any -- Can you provide us any
i nsi ght about that?

DR MOCRE: That's a very conplex
guesti on. The data on the inhibition of the anti-
hypertensive effect, especially of diuretics, cones
frominteractions with full dose classical NSAlDs, and
| think it has been adjusted to the OIC dosages, but
I'm not sure | have seen any study of the interaction
of | buprofen |ow dose, Orc doses, with anti-
hypertensive treatnments that did show that there was
i nteraction.

By prudence, | would keep that. I would
also keep -- because in the pain study we' ve seen
there is very clear dose relationship between the
nunber of concomtant nedication and the adverse
events, the nore nedication you have, the nore adverse
events you have is true for all three drugs. | would
be very, very -- | would very strongly support that
people that have chronic diseases, please talk to
their doctor or to the pharmacist before taking this
kind of drug as a matter of principle.

That was the major risk factor for adverse

events, nore than age.

DR SICA: | can add sonething to that for
you. Just having recently reviewed that, there is
virtually no data on the OIC use on that. Ilt's a
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conpl ex amalgam of data, and it's probably not a
precise judgment to take prescription strength doses
and wal k back to OTC doses to presune it has the sane
presser ef f ect to i ncrease bl ood pressure,
particularly the short pulse therapy as occurs wth
OrC t her apy.

It's believed to be an attenuation of
diuretic effect, nore so for |oops than for thiozides,
and thiozides are nmuch nore comonly wused in
hypertension therapy than is the case for |oop
diuretics, and it's also the chronicity of therapy and
the wunderlying subset analysis of what type of
hypertensi on that you have. But for the short term
use, there is very little inpact, at least | would
imagine, to occur with this, if it was to be studied
in sone sort of meani ngful way.

CHAI RVAN  CANTI LENA: Ckay, thank vyou.
Fi nal question fromDr. Brass.

DR BRASS. Yes, thank you. It's nore of
a coment. | just want to reiterate ny perspective,
that we are seeing an awful |ot of nean popul ation
data, and | do not believe that is the issue. W all
know, | think, and believe that in general populations
t hese drugs are very, very safe.

The issue, | think, is whether or not

there are subgroups of the population which require
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not identified by these

degree they are, all the i

outliers, not in the point
response.

So that a

Moore would be how many patients over

with a baseline creatinine of
were included in the cohort?
faced with again extrapol ating
and

action in smaller studies,

be falsely reassured about

general popul ati ons.
DR MOORE: If |
CHAI RVAN CANTI LENA:
t he answer, Dr. More, go ahead.

DR MOORE: Very

users from the Mdicaid data,

Mary Giffin. Those over 65 wi

steroids -- we didn't have any

types of

rhetorica

those cohorts

rapi dly,
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war ni ng, and those are

st udi es. To the
nformation is in the
estimate of the nean
question for Dr.
the age of 65

3 on corticosteroids
And we are going to be
dat a about mechani sm of

| don't think we should

from the

may - -

I f you happen to know

the nunber of
t hi nk, you should ask
th steroids. Normally,

in the pain study, but

| think there are two popul ations here we are talking

about .

One is the usual

the stuff, takes it for three

not at risk. Then

"prescription”

OrC guy with pain,

there is

type usage in QA and RA that

buys

days, and that guy is

the chronic use of

have been
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using these drugs for years and will go on using them

for years, and those should normally be "prescription®

type use. That is the population at risk.

Three percent of the users represent nore

than 40 percent of the patient tinme at

risk, if you

|l ook at OA users -- at RA users. And the risk for

conmon pain and everyday toothache is just about nil.

| think this is what you want to identify.

CHAI RVAN CANTI LENA: Ckay,

t hank you very

nmuch. W will now conclude the norning session. Ve

wi Il adjourn for lunch and return back at 1:30.

(Whereupon, the foregoing matter went off

the record at 12:30 p.m)
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AFT-EERNOON SESSI-ON

(1:37 p.m)

CHAI RVAN  CANTI LENA: The plan for the
afternoon is we'll start with -- if there are any
guestions that were not answered. I would ask the
panel to be very specific with your questions, if you
are going to be asking either the FDA or the sponsor.
So try to be very specific.

W will start with that, the unanswered

guestions from the presenters, and then after that we

will go into -- Basically, as you |look at your sheets,
we will go into Question 1, and we wll specifically
discuss G, and then we will go through the questions
for 4.

So ny plan is to, as | said, follow up

with the questions, then open a general discussion of
relative risk for consuners at the nmaxi num dose, and
then to go then to 1(a) and 1(b) for G and question
2(a), again sticking with G, and then we'll cone back
and have a general discussion for kidney, talk about
the issues there with subpopulations and risk, and we
will do -- So that's basically questions 1(a) and (b)
for Kidney. Then we wll do question 2(b) which
focuses on kidney. Then we should be able to proceed
wth 3, 4 and 5 as adverti sed.

so let's start with questions that were
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| eft unanswered from the session this norning, open it
up for general. Dr. Brass and Dr. Laine

DR BRASS: Again, as | think about the
problens we are going to be talking about this
afternoon, | kind of divide theminto two categories.

One are problens associated with use as directed by
the label, which I think is a subgroup question and,
two, where the issues relate to consuners who do not
follow the | abel.

I'd Iike to explore the issues of
subgroups, and in particular groups at risk for short
term adverse consequences from renal effects. | tend
to believe that small increase in blood pressure, even
in the hypertensive, for a few days is probably not a
terrible risk, but I'm a little bit nore concerned
about the individual with underlying heart failure who
a few days of decreased GFR and fluid retention nmay be
the difference between conpensated and deconpensated
synpt omat ol ogy.

Wul d sonmebody from any of the sponsors
like to comment about the perception of that risk and
the need to avoid unsupervised wuse of these
nmedi cations in patients with synptomatic congestive
heart failure?

CHAI RVAN CANTI LENA:  Ckay, Dr. Sica?

DR SICA I'Il take it from hopefully, a
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practical point of view | think what you describe is
sonething I view as an issue, but it is a conpromn sed
popul ati on. W |ook at sonme of the Dutch data and
other such data. NSAID use is a cause of
deterioration and a cause for increase in heart
failure and adm ssions to the hospital.

The nechanisns are a little bit dicey
right now, one of which may be an intrinsicability to
bl ock salt water handling of a natural nature which is
al ready conprom sed because of CHF. Second, there is
a blunting effect of diuretic action which is not
kinetic, because both are truly secreted, but it
appears to be pharmacodynamc at the thick ascending
[i nb.

| think, if it's a conprom sed popul ati on,
we have to use the sane caution -- precautions as
al ways. You raised an interesting point in that, if
you' ve got sonmeone wth subclinical congestive heart
failure who has not yet been so diagnosed by a
treating physician, that's less of a problem there
But those under therapy, | think the guidelines that
are there classify themas at risk already and have to
be tal king to a physician.

DR BRASS: So you agree that a | abel
directed toward deselection of patients wth a

congestive heart failure would be an appropriate
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conponent of the | abel ?

DR SICA: | think heart failure should be
a conprom sed condition like the others, and that any
good physician who is treating a heart patient should
advise their patient already ahead of tinme about the
cautious use. The patient shouldn't have to find that
out after the fact. That is part of heart failure
managenent, as | view it, though.

CHAI RVAN CANTI LENA: Ckay, a comment from
Dr. Berlin.

DR BERLIN Ckay, thank you. I just
wanted to provide sonme additional data. | did over
[ unch pull some of the studies that have been done on
the effects of Ilow dose ibuprofen in terns of
anti hypertensive effect for people who are being
treat ed.

| think the vast mgjority of studies
denonstrate no effects. So | think that's an
i nportant context again as we are tal king about any of
t hese wunderlying conditions. I think we have to
factor in the nmagnitude of any effect.

Second is that, as | pointed out earlier
this norning, there is a specific warning which says,
if you have any continuing nedical condition or you
are being treated with any continuing nedication --

and | think this is going to be a topic for your
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further consi deration about specificity ver sus
generalities and how many specifics you can put in and
whet her that achi eves nore than bei ng nore general.

So in terns of the data, | think the |ow
doses appear to have mnimal effect, at least as
nmeasured on bl ood pressure. As far as the specific
| anguage, I t hi nk t here are count er bal anci ng
argunents, and there already is |anguage.

Just a final point is that two-thirds of
the people who use the product already consult wth
their physician or have consulted wth their
physi ci an. \

CHAl RVAN  CANTI LENA: Thank you. Dr.
Lai ne.

DR LAI NE For the agency, we have only
been given the aspirin 325 mlligrans, since probably

a large proportion of people use aspirin 81 or 325 for

cardi ovascular, and | know that has professiona
| abeling and approval, |Is there a -- Can we see an 81
mlligram and a 325 for cardiovascular? It's not
approved for consuners for cardiovascul ar. I's that
correct?

DR GANLEY: That's correct. In Volune |
| think it's subsection F, has the conplete |abeling.
It's essentially like a prescription |abel, the way

it's witten. You know, it's not consuner friendly.
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So | think we have sone of the specific toxicities
related to G that are included in that on a slide, if
you are interested in that, but it's wvirtually
i mpossible, | think, to --

CHAI RVAN CANTI LENA:  Charl ey, we al so have
a copy here that we can hand out to the nenbers.

DR GANLEY: It's in Volunme | of the FDA
background, if you have it there, Section F. It's in
the large pile there.

CHAI RVAN CANTI LENA:  Yes. It was hidden,
| think, in the Federal Register section. It's
actually in the Federal Register which I think sone of
you may not have read every word in that vol une.

DR GANLEY; It is Section F there.

CHAI RVAN  CANTI LENA: You will be
appropriately docked in your conpensation. Anyway, we
can hand out this, which I think is a little easier to
r ead.

DR GANLEY: It's not slide friendly. Let
me put it that way.

DR LAINE: That's fine.

CHAI RVAN CANTI LENA: Ckay. WAs there a
guestion over here fromDr. Giffin?

DR R FFIN | was just wondering how
confortabl e the sponsors feel about sort of abrogating

their responsibility for informng consuners to
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referring them to physicians who may or may not
educate their patients appropriately.

W have a lot of evidence that physicians
co-prescribe corticosteroids and NSAlDs. They co-
prescribe coumadin, anticoagulants and NSAl Ds. They
give NSAIDs to people in congestive heart failure, and
that even if they are -- now that there are
recommendations out as far as NSAID prophylaxis for
high risk groups, people continue to prescribe NSAlI Ds
to very high risk people wthout prophylaxis.

So | think that it's a little bit paternal
to sort of say, well, if you have these conditions,
talk to your physician. I think it's also not very
effective oftentinmes. Physicians have a | ot of things
that they do with patients, a lot of objectives, and
they don't always do a good job.

So to ny mnd, | think the sponsors have a
responsibility to inform patients about the risks of
the drugs directly.

CHAI RVAN CANTI LENA: Ckay. Dr. GCohen and
t hen Kat z.

DR COHEN: | suppose this could be for

Weth, since it's about the ibuprofen, the proposed

| abel on i buprofen. | just want to read one of the

stat enent s. This is in regard to drug allergy. It

says: Do not use if you have ever had an allergic
SA G CORP.
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reaction to any other pain reliever, fever reducer.

W heard this norning that people are not
famliar wth the drug category necessarily on these
products, NSAIDs, aspirin, etcetera. | wanted to know
how much is known about cross-allergenicity between
aspirin and the nonsteroidals and then nonsteroidals
and aspirin, and whether or not the word aspirin
shoul d be there, and vice versa on the other products,
to make it clearer.

CHAI RVAN CANTI LENA:  Ckay. Dr. Berlin?

DR BERLIN That was | anguage that was
specifically put in there at the request of the FDA
during the negotiations for the NDA approval, and
t here have been sone nodifications since. So | can't
gi ve you the exact rationale.

There is cross-reactivity which, in fact,
involves all of the analgesics, actually, to sone
extent or another.

DR COHEN Any information on the
pr eval ence?

DR BERLIN. | don't have those nunbers.

CHAI RVAN CANTI LENA:  Thank you. Dr. Katz,
and then Dr. Cush.

DR BRASS: If I could just address the
gquestion, because | think part of this relates to the

aspirin sensitivity syndrome. That's the class NSAI D
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and which consuners understand as an allergy. | think
that the blanket warning, ny recollection was, was
oriented toward that specific syndrone, not the other
types of hypersensitivity that mght be associated
with the individual agents, and that's why it has the
broad | anguage in there, and trying to nmake it in the
consuners' | anguage, because they woul dn't understand
aspirin hypersensitivity syndrone.

CHAI RVAN CANTI LENA:  Thank you. Dr. Katz,
Cush, then Runack.

DR KATZ: M question is about efficacy.

It's sort of -- | come at this froma pai n managenent
point of view, and it's very easy to say, well, you
know, if someone is on 200 mlligrams of ibuprofen and
that's safe, well, our job is done and we can go hone.
But that may represent inportant under-managenent of

pai n.

So ny question for the sponsor is: Are
there actually any clinical trials that show that a
200 mlligram dose of ibuprofen is efficacious for any
type of pain other than dental pain, and | wonder if
sonebody coul d give a specific answer to that?

DR COOPER Yes. I"m Dr. Cooper from
Weth Health Care. In our background docunent, we
have a whole section on efficacy, and we showed data

across alnost every type of pain, headache, sore
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throat, nuscle aches and pains, mgraine headache,
dental pain, dysnmenorrhea, arthritis. Two hundred
mlligrame is at Jleast as effective as 1,000
mlligranms of acetam nophen, and 400 mlligrans is
consistently nore effective in many of those types of
pai n.

The nore severe the pain, the nore
effective t he I bupr of en | ooks rel ative to
acet am nophen, and that's one of the real benefits of
i buprofen, and you shouldn't forget that in the
benefit to risk. It is truly a nore effective
anal gesi ¢ than acet am nophen.

DR KATZ: And what s the maxinal
ef fi cacious dose of ibuprofen in those single dose
st udi es?

DR COOPER: Four hundred mlligrans.

DR KATZ: And nore than that doesn't
provi de any additional efficacy?

DR COOPER That's correct. There is
al so sone information in that background docunent that
shows above 400 m|ligrans, you reach a pl ateau dosage
for peak effect. You mght extend the duration of
effect slightly, but you don't gain enough benefit to
use a hi gher dose for anal gesi a.

For arthritis for an anti-inflammtory

ef fect, you do use hi gher doses.
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DR KATZ: Thank you.

CHAl RVAN CANTI LENA:  Dr. Cush.

DR CUSH Mne is not a question but
rather a statenent. This nmorning we heard a few
statenents, one that the current |abeling is adequate.

W heard that the vast majority of the uses is within
conformance of |abel instructions. W even heard
nunbers with regard to actual nunbers as far as use or
| ess than nmaxi mal use for drugs such as i buprofen.

| think that is very optimstic, and I
think nost of wus share that optimsm as far as
efficacy and the safety of these drugs. However, it
should be noted that this less than maxinmal use or
within prescribing guidelines use by nost patients is
not due to discussions wth physicians.

| think some of it mght be, but the vast
majority of ny patients who are taking OIC products at
ny direction are taking less than what | prescribe,
usual ly 50 percent of what | prescribe. Mreover, it
is not due to themreading the | abels.

W heard yesterday and today from both the
Nat i onal Consuner League and t he Aneri can
Phar maceutical Association that patients don't read
| abel s adequately, don't know the names of the
nmedi cines they are taking, and basically it's gestalt

when t hey can use nedi ci nes.
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| think this is largely due to patients'
belief that they can -- or that they are basically
nmedicine mninmalists or -- and that's sort of good
from a safety standpoint -- or the nore worrisone
bel i ef t hat they have enough -- an adequate
information that they can self-prescribe. It's that
|atter belief that gets us sonetines into trouble,
that we are worried about.

Hence, | think that we should, you know,
congratul ate ourselves as optimsts, but also we
shoul d be sort of thinking about worst case scenarios
when we are considering our revision of |abels. I
think that we should revise labels in an organ-
speci fic manner. | think that we need to nention in
there sonme of that concerns that we have, including
the risks for sone of the problens that have been
identified.

| think, again, we hear today, as we heard
yesterday, that packaging continues to be a najor
impediment to safety, that the nore information that

you put on packaging, the less likely patients are to

read it. It's sort of looking at a contract witten
by a |awer. The longer it is, the less Ilikely
soneone is to read it. The shorter it is, the nore

they mght actually try to struggle at reading it and

trying to understand it.
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So | think we should have mninmal parts of
t he packagi ng which are devoted to mnimal wording in
bol der type that has the name of the drug, has the
indications for the drug, says do not use wth other
t hi ngs, and call your doctor if you use it
chroni cal ly.

CHAI RVAN CANTI LENA:  Ckay. Thank you for
the statement, but if others can sort of confine their
questions to specific issues for sponsors and the FDA,
and then we wll sort of head into the general
di scussion. Next, Dr. Rumack, then Al fano.

DR RUMACK: I'ma little bit unclear on
the 1issue regarding prescription indications for
aspirin and over-the-counter indications for aspirin
and the issue with -- In the last couple of years
there have been data to show that apparently, if you
take aspirin for cardiovascular effect and then you
follow it wth ibuprofen, that you dimnish that
effect.

| was unclear on whether we have cone to
any conclusions on the safety of taking both of those
agents at the sane tine, if that should be addressed
on a | abel .

CHAI RVAN  CANTI LENA: So you have a
question for the sponsor about that or is that

sonet hing you want to talk about |ater as a group?
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DR RUMACK; Vell, I'd like -- There are
two questions there. One was for the FDA. Still, I'm
not sure that | wunderstand the prescription versus
nonprescription labeling on aspirin. | understand

t hat cardi ovascul ar nust be prescription, although it
seenms to ne, when you |look at the box, that people --
it says for cardiac care or sonething, for your heart,
and so | didn't understand where that was.

The second really is for the sponsor.
That is if you take both of them together, where does
that end up both for the heart and --

CHAI RVAN  CANTI LENA: Cay. I think
actually, that's sort of the first part we are
actually going to handle under Item 3 [ater when we'll
talk about that in the labeling. Then | guess we can
franme the second part as a question for sort of what
are the safety inplications for adding on a second
nonst er oi dal , if you are on that aspirin for
car di ovascul ar

Do any of the sponsors want to conment on
that? GCo ahead, Dr. Hennekens.

DR HENNEKENS: | believe your conment
stens from a New England Journal of Medicine paper by
Gareth Fitzgerald and co-workers where he did a
random zed, double blind crossover study. It was true

in that small random zed trial that, if you pretreated
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with ibuprofen, then basically that would inhibit the
beneficial effects of aspirin, whereas, pretreating
with aspirin did not inhibit any beneficial effects of
i bupr of en.

There were no issues about concerns about
side effects. | think the big issue about that study
is whether or not it has any clinical relevance. On
the assunption it has clinical relevance, | think the
clinical pearl is that, if one is taking both drugs,
take the aspirin at least two hours before the

nonsteroidal, but that's based on very limted data

whose clinical relevance, in ny view, is still not
cl ear. But | don't think it's a concern about side
effects. It's a concern about efficacy.

DR LAI NE I would agree about the |ack

of clinical relevance being shown, but that msstates
the paper a little, because they did a second part of
that study showing, if you took the ibuprofen
chronically for a week, whether you want to call that
chronically for six days, even if you didn't take it -
- you know, it wasn't that you had to take the
i buprofen just before the aspirin. Even if you took
the aspirin before the next dose of ibuprofen, so
ei ght hours after the previous dose of ibuprofen, you
still had alnost conplete lack of the antiplatelet

ef fect of the aspirin.
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So again, nobody knows the clinical
rel evance of that, but that suggestion in the second
part of the study would say that it's possible, if you
were on regular three tinmes a day ibuprofen at higher
doses than over-the-counter, | mght add, that it

woul d potentially interfere with the cardi o-protective

effect of aspirin. But again, not clinically
docunent ed.

DR HENNEKENS: I agree wth you
conpletely. | would put it in the realmof a research

guestion rather than a clinical or policy question.

CHAI RVAN CANTI LENA:  Ckay, thank you. Dr.
Al f ano.

DR ALFANO Yes. This is a question for
Dr. Langnman. You presented data on the relative risk
for a bleed, G bleed for ibuprofen, which was
slightly over one. In the FDA docunents from earlier
in the day, there is a study reference which shows, at
a simlar dose, that it's actually a risk of three.
Wiat's the difference in the database?

DR LANGVAN. Thank you. | think you are
referring to the Bl ossom Matroughan study of over-the-
counter drug use referred to as the ACG study. I's
that correct?

DR ALFANO Correct.

DR LANGVAN: There are one or two
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features of that study that nmake ne a little bit wary
about accepting it at face value. Firstly, the cases
and controls wer e, I t hi nk, vol unt eer ed by
gastroenterol ogists in sets of ten each, but if you
|l ook at the data there are actually 627 cases and 590
controls, which argues for a lack of balance from
sonewhere, which shouldn't be there.

The cases, 45 percent are aged 65-plus,
but only 33 percent of the controls. That is quite a
substantial difference in the area in which you are
wor Ki ng.

Secondly, 62 percent of the cases are
mal e, but only 49 percent of the controls, despite the
fact that they are older where you would expect them
to be nore wonmen than nen. There are also differences

in the proportions of bleeding in controls and cases
which are hard to understand, and the alter ratio for
the |low dose of ibuprofen, the confidence interval
goes bel ow one anyway.

Now if you take all that and stir well,

you say | have reservations and, if you read the
paper, t hey t hensel ves say t hat t hey have
reservati ons. They do not regard it as definitive

and, in essence, they regard it as explorative.
So | think you' ve got a warning | abel

attached to it by the authors and by the data.
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CHAI RVAN CANTI LENA:  Ckay, thank you. Are

there any further questions to the presenters, either
FDA or the sponsors? Ckay. Let's nove on to point
1(a), to descri be t he rel ative risk of
gastrointestinal bleeding for consuners wusing the
maxi mum recomended daily OIC dose of NSAIDs or
aspirin.

Wat 1'd like to do is actually focus
again on just A and open the discussion to tal k about
what we've heard and what we've read and what we know.

Perhaps | can ask Dr. Cryer if he would like to sort
of start the discussion.

DR CRYER  Well, this discussion in part
continues the conmments that Dr. Langman just had, but
| will -- To continue those, | would say that when we
have this discussion, |I think we really need again, as
| suggested earlier this norning, to separate this
issue from aspirin and the nonaspirin NSAI Ds, because
| think they really do behave differently.

Wth respect to the nonaspirin NSAl Ds,
really, the bulk of the data is really a discussion of
| ow dose i buprofen. | would say that there are sone
concerns about the data. None of the datasets are
perfect, but it looks as if the relative risk is going
to range sonewhere between slightly greater than one

up to three, so sonewhere in that range.
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So given the discussions about where, in
fact, it falls within the range -- Wll, | should also
say that | agree very clearly. | didn't state it, but
it was stated several tines this norning by sponsors
that, of the nonaspirin NSAlI Ds, ibuprofen probably has
an ulcerogenicity which is less than that associated
with napr oxen and ket opr of en, and t hat was
denonstrated to us by Dr. Langman.

So one consideration wth respect to
| abeling is, well, | would guess that the OIC | abeling
for those three products would be simlar. So to
which of those products do we associate a relative
risk, given that they are ulcerogenic effects are
different. They differ.

So are we going to have this discussion
with relative risk related to naproxen, ketoprofen,
i buprofen? | nean, it's all over the board. But wth
specific regard to ibuprofen and its relative risk, I
currently think the risks as they are stated in the
proposed |abel are probably -- There are sone m nor
nodi fications, but at least in general terns, they
seemto be nore or less within the realm | think, of
how it should be reflected to a consuner.

CHAI RVAN CANTI LENA: So your point wth
i buprofen is it is significantly less, but not zero or
it is zero?
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DR CRYER | would disagree with the

contention that it is zero.

CHAI RVAN  CANTI LENA: Ckay. Could you
coment on aspirin?

DR CRYER  Aspirin is problematic, and I
think this really is going to overlap into the
di scussion that we wll have, | guess, in question
nunber 3 about this issue of professional |[abeling,
because |, too, am still a little bit unclear as to
how its indications are described to consunmers and to
patients; because -- | nean, and to physi ci ans.

Clearly, the majority of its use, | think
-- I would agree wth the wuse of aspirin for
cardi ovascul ar prophylaxis, and so that discussion
then becones, well, is there risk associated wth
those |ow doses of aspirin? Probably yes, but the
cases -- | think we have all agreed that the benefits
far exceed the risks.

Again, as it relates to |ow doses of
aspirin, if that's what we are going to be describing
in the drug facts or on the label, then ny sense is
that the risk is increased, but that increased risk is
nore or |less appropriately described in whhat is
proposed here as it relates to low daily doses of
aspirin, 325 mlligranms or |ess.

Now if we nove this discussion to higher
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doses that mght be used as analgesics or for anti-

inflanmatory effect, | think that risk needs to be
stated in a different fashion, because | think the
data are fairly clear. The risk significantly
I ncr eases.

So it really depends on what dose and for
what i ndication.

CHAI RVAN CANTI LENA:  Fine. Thank you very
much. Qher comments on the relative risk issues for
gastroi ntestinal bleeding? Dr. Johnson?

DR JOHNSQN, M/ question is not exactly
on relative risk, and this, | think, would be for
either Dr. Gvyer or Dr. Giffin. That is, Dr. Giffin
presented sone absolute risk data, which | think in
sone ways is nore useful in this discussion, for those
over 65.

So ny question is: The relative risk is
sonewhere in the one to three range, but what is the
absolute risk in the less than 65 group which, based
on the data fromat |east one conpany, is the mgjority
of users of at least ibuprofen? Do you have data on
t hat ?

DR CRYER To get to that -- | nean, |
think there was one that | reviewed for you that
| ooked at specifically OIC users within the last 30

days, questioned them about their use and questioned
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t hem about their side effects within that experience.

The absolute risk for a G bleed or an
ulcer with an OIC user was 0.6 percent, but although
that seens relatively low, | think we need to put that
into the context of the expansive use of these
products in an OTC fashi on.

So t he absol ute ef f ect acr oss a
popul ation, while on a percentage basis is seemngly
small, is likely to have a considerable inpact. That
0.6 percent, at least in that experience, was a --
when conpared to the absolute risk in the placebo
risk, gave a relative risk of 2.

That also did not indicate for which of
the OTC products that absolute risk applied or whether
it was a conbination of the products. So | can't say
for which drug we are specifically talking about in
that specific experience that actually gave us

absolute risk in an OIC population over the short

term

CHAI RVAN CANTI LENA:  Dr. Wbod.

DR WOOD: Yes. | like to think about it
in terms of, if we are going to introduce sone

| abel i ng changes, can we introduce |abeling changes
that will make an inpact?
It seens to ne that informng people that

they are at increased risk if they are taking
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corticosteroids, if they are taking Warfarin, and
perhaps -- and informng them if they are elderly --
although | can tell you there isn't nuch we can do

about that. W are kind of stuck with being elderly -
- and also informng them that there is an increased
risk if they are taking other nonsteroidals seens to
be a worth goal

Al  of that presupposes, | guess, that
there's sone generic warning that precedes these
statenments, that says that these drugs cause an
increased risk of G henorrhage and that the follow ng
groups are at particular risk, and you need to think

nore carefully, or whatever wording we want to use in

t here.

I"'mnot all that enanored with the idea of
calling your physician. |'m not sure that that helps
very nmuch, and Marie already addressed that. So |
think, as we go through the process, it's worth

addressing | abeling changes form a perspective of have
we a reasonable level of confidence that whatever
changes we introduce wll have a |I|ikelihood of
reducing risk for patients, and rather than just sort
of laying stuff out there and hoping that that makes
us all feel better.

CHAl RVAN CANTI LENA: Ckay. So, actually,

if | can ask: Wen we talk about relative risk for G
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bl eedi ng, does it nmake sense, or is everyone
confortable with the idea of segregating out the
aspirin versus the nonaspirin? 1s that sonething that
hel ps you sort of think about relative risk, and is
that sonething that we should sort of wuse as an
underpinning, | think, for our discussions? Yes, Dr.
Lai ne?

DR LAl NE; l'm not sure -- | nmean, |
woul d agree exactly with what Byron tal ked about, but
I'm not sure it matters, and | wonder whether we
shoul d get stuck on relative risk. You know, |ots of
studies will give slightly different relative risks,
and none are wong. I mean, you really have to get
the general gestalt of its increase.

| nean, especially for the consuner, |'m
not sure why we need to worry whether it's a twofold
or threefold increase. W know what the baseline is.

W know that it's probably increased to sone degree.
Wiether it's 1.5 increased or 3, I'm not sure it
really matters in terns of our determning a |abel, at
| east fromny point of view, especially because all we
are going to do is fairly sinple wording. W are not
going to be giving a lot of information.

So ny view is, although I agree w th what
Byron tal ked about, I'm not sure it's going to change

how we suggest a | abel.
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DR CRYER |'m in agreenent as well. I

would say that aspirin, when used at the doses that
the population is likely to -- for those indications,
low dose aspirin, the absolutely risk is probably
conparable to what we are seeing with the OIC NSAI Ds
or within the sanme ballpark that | don't think it
needs to be distinguished as it relates to |abeling,
the information that is given to a consuner

| do very nmuch agree with the point that
Dr. Wod nade, that it really should be stated up
front very clearly to the consuner that the class of
t hese products places one at increased risk for ulcer
bl eedi ng.

CHAI RVAN CANTI LENA: Ckay, does anyone
have any other comments about this particular topic?
If not -- Ch, I"'msorry. Dr. Cush.

DR CUSH. What about adding the |line that
Byron had in one of his slides, which is basically
that risk appears -- the risk appears to rise wth
i ncreased use, neaning nunber of tablets, length of
use?

CHAI RVAN  CANTI LENA: Ckay, yes. That
could be sonething that we talk about when we get to

the label in just a few mnutes, but your point that

there's a dose response, | think, is well taken.
All right, any other coments about
S A G CORP.
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relative risk? |If not, we'll charge ahead and | ook at
item 1(b), again now just focusing on G. | guess we
will do this as a -- Wll, first of all, does anyone

in the group feel that they would be helped by a
di scussion concerning subpopulations and how that
woul d i nmpact on how they would answer the question or
are they ready to sort of address the question of are
t here subpopul ations who are at greater risk?

|s there anyone on the conmttee who feels
the need for expertise of their colleagues on this?
Dr. COawford, do you have a specific question or
t opi c?

DR CRAWFORD: No. Perhaps Dr. Cyer or
another nenber, if you would just give a sumary of
t hose mmj or subpopul ations so that we could frane our
t hought process.

CHAI RVAN  CANTI LENA: Dr. Cyer, you are
probably never going to agree to make a presentation
at the commttee again. W are picking on you, but if
you woul dn't m nd.

DR CRYER Sure. So the ol der age group
likely those people who are greater than age 65; the
concomtant use, as we learned from Dr. Giffin's
presentation, of corticosteroids or, in particular,
anti coagul ants; a previous history of ulcer disease,

especially a previous history of conplicated ulcer
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di sease woul d be the nost common risk factors that we
-- oh, and then the other one that really needs to be
-- and thank you, Dr. Laine -- that absolutely needs
to be, | think, in nmy opinion, reflected in sonme way
on a label is this issue of multiple conbinations of
NSAI D use. That really is a public health concern
that we need to educate the consumer on.

CHAI RVAN CANTI LENA:  Thank you very much.

So let's -- | think we can do this fairly quickly
with sort of that as our --

DR BRASS. | have a follow up question.

CHAI RVAN CANTI LENA:  Go ahead.

DR BRASS: Actually, that matches exactly
ny five list, but I have a question mark next to one
of them and that's the elderly; because | understand
it's arisk, but I have no idea what to do about it.

Do you say that you can't use it if you
are old or -- and that's why | earlier asked about
whet her there's differential data on pharnmacodynam cs.

For exanple, is there any basis that a |ower dose
mght be recomended if you are elderly to get
equi valent efficacy and reestablish some risk to
benefit?

| agree with the category, but |I'm quite
confused as to how to deal wth the elderly conponent.

CHAI RVAN CANTI LENA:  There's actually only
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one of the conpounds that | know of which has altered
phar macoki netics, and there was a change in the | abel
in the elderly. But are there other exanples? Dr.
Kat z?

DR KATZ: Vell, | was interested in
phar macodynam cs, actually.

CHAI RVAN CANTI LENA: Vel |, actually, how
that actually canme to be was -- | think it was for the
over -t he-count er switch for naproxen where you
actually saw a change in the pharmacodynam cs, which
we then figured out was as a result of the
phar macoki netics, and that's how we increased the
interval for the dosing. But in terns of others, |I'm
not sure. So Dr. Giffin and Dr. Davidoff.

DR CGRIFFI N | think there is sonething
to do. Just because you are at increased risk does
not nmean you're not going to take the drug. It neans
it may change your opinion about whether it's
appropriate or not, and there are now recomended
therapies for prophylaxis for people who are at high
risk.

So if you are elderly and you are using
one of these NSAI Ds, then nmaybe you should be on a PPI
or nyesoprositol as well.

DR BRASS: Wiich really neans it's not

OfC. Again, if you are asking -- If the conclusion is
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that you can't do it unless you do sone other things,
then you' re tal king about really radical change in the
behavior, and | don't think we are there, and | think
we are just talking. So that's a --

DR LAl NE; This is labeling, but aren't
we really saying, if you have these -- | nean, |
assune we're going to say sonething like, if you have
t hese, see your doctor. W're not going to say don't
use them if we put this in |abeling, but --

DR BRASS. So you're talking about that,
again, a person under age X years old could not use
this drug safely OIC wi t hout supervision?

DR LAINE: No, just to tell themthat the
risk is higher, and perhaps inform them to consult
their health care professional.

CHAI RVAN CANTI LENA:  Yes, Dr. Wod? Then
Dr. Katz.

DR WOOD: This is sort of tangential but
i mportant, | think. | think it's really inportant
that we distinguish in our conversations about this
between relatively high dose and | ow dose aspirin. I
think we would be doing people an incredible
disservice if we put the elderly off taking |ow dose
aspirin because of fears of -- using it for
cardi ovascul ar prophyl axi s, because of these fears.

It would seem to ne reasonable that we
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should confine our discussions to the higher doses,
given that the |low dose is a prescriptive indication
anyway, not an over-the-counter indication. I's that
fair, Lou?

CHAI RVAN CANTI LENA: Yes, | think that's
probably the easiest way out of this.

DR WOOD:  Yes, right.

CHAI RVAN CANTI LENA:  Dr. Katz?

DR KATZ: In terns of the pain nmanagenent
side, an individual with chronic pain who is at high
risk for developing sone conplication for NSAIDs
should be managed by one of the pain managenent
alternatives that does not confer that risk. That
includes tramdol, opioids which in that particular
popul ation would be a substantially lower risk,
physi cal nodal ities, psychol ogi cal nodal i ties,
physi cal therapy. There are acupuncture, inplantable
devi ces of one kind or another. There's all manner of
treatnment approaches to pain in patients with those
particular risk factors.

So proper nmanagenent of those patients
should be to clue themin that they should see their
health care provider and consider other alternatives.

You know, if there are a lot of people out there at
high risk for developnent of conplications from

NSAI Ds, OIC NSAIDs, who are in fact using them for
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chronic pain, they shouldn't be.

CHAl RVAN CANTI LENA:  Yes, Dr. Davidoff?

DR DAVI DOFF: Yes. I was going to say
much of what Dr. Giffin and Dr. Katz have said. But
to extend that a bit, it seenms to nme there are other
t hi ngs people can do, if they look at the box and are
in some sense at increased risk because they are
ol der. Ohe is that they can be nore alert to
potential side effects.

| mean, sone of those are noderately
subtle and are easily overlooked, but if you are nore
sensitized to the possibility, you mght in fact get
yoursel f taken are of nore quickly.

The other was really that there are other
options that they m ght choose. I nean acet am nophen

m ght work just as well.

DR BRASS: | realize we're going to get
to the labeling, and so | don't want to talk about
that specifically. But | am really concerned about
this drift, not so nmuch that any  of t he
recommendations are inappropriate, but | have grave

concerns about being able to conmunicate them
meaningfully in a nondistracting way on two square
inches, and that -- So again, | raise this issue of
t he el derly, because t hese are predi ct abl e

consequences when you go down there, and | don't think
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they are reasonable alternatives, and that, is the
magni tude of the risk we are talking about for the
elderly justify these kinds of draconian neasures or
is sinply the other risk nodifications that are going
to be put in place going to enconpass the elderly
sufficiently?

Again, that's just not clear to ne.

DR LAI NE: | was just going to say, in
nost of the studies the relative risk increase wth
elderly is just as nmuch as the others, and actually in

many hi gher than the steroid, higher than the Counadin

one.
So I would suggest, let's -- 1It's not
nodi fi abl e. It is at least as high as nost of the
ot hers.
DR WOOD: Yes, and being elderly is
risky.

DR CRYER And also | would say that |
woul dn't necessarily consider it draconian, given that

the proposed |abel for ibuprofen says currently ask

your doctor if you are over 65 years of age. | nean,
while | certainly don't want to discourage the
appropriate use of aspirin, | would think that, if

soneone is greater than 65 years of age and is
contenplating, let's say, the chronic use of aspirin,

t hat di scussion, that decision probably should be nade
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with the help of a health care provider

So | don't think that putting that coment
to talk to your doctor if you are greater than 65
years of age would be inappropriate based upon that
need to have that discussion.

CHAI RVAN CANTI LENA: VW have a question
fromDr. dapp and then Dr. Katz.

DR CLAPP: My guestion to the
gastroenterol ogi sts is: If you separate -- and naybe
it's been answered. But if you separate age 65 as an
i sol at ed par anet er and you have t he ot her
consi derations, Coumadin use, you know, previous @G
bl eed and all the concomtant use of steroids, is the
isolated age factor alone a risk factor or is it a
risk factor because these people are nore likely to be
t aki ng the other things?

DR LAINE: : It's clearly a risk factor,
and it's on a multivariate analyses or when you | ook
at absolute -- | won't give you all our nunbers for
ot her studies, but you know, when you | ook at just 65
alone or in nmultivariate analyses, separate it out,
it's an independent risk factor.

CHAI RVAN CANTI LENA: Dr. Katz, you had a
coment ?

DR KATZ: I had a question. It seens

like many of us would like to put nore information on
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that little label than can be put on it neaningfully
and still be readable. The representative from the
Nati onal Consuners League had nade a suggestion to put
a patient information leaflet in the box to provide
expanded i nformati on beyond what could be neaningfully
put on the 2 x 2 |abel.

| don't know anything about the ability or
the regulatory oonpha that would be required to do
sonething |ike that. So | put that out as a
suggestion that had been nade for conments.

CHAI RVAN CANTI LENA: Yes, Dr. Ganley, do
you want to comment ?

DR GANLEY: Yes, you could do that. The
guestion is --

DR KATZ: | personally could do that?

DR GANLEY: The answer is what inpact it
actual ly has, and how do you nake people read that?

DR WoOD, But, ah, Charley, we've got a -
- we can put a book in there, right?

DR GANLEY: Anything you want.

CHAI RVAN CANTI LENA: After you open the
box, though, it's probably gone.

DR DAY: And a lot of those inserts these
days that are required are like the full nonograph.
For exanple, oh, | guess, sone products, it's a very,
very long thing like this, and it's narrow, and it's
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at a very professional, technical |evel. Al t hough
ours mght just be drug facts wth sone nice
additives, people would see it all folded up, and
there mght be a disincentive to unfold it, let alone
read it.

DR BRASS: | would just further that by
saying that not all the containers are as big as this
one. | nean, if you are at the airport, you may have
a very small one, and putting additional information
into that nmay not be as practical.

CHAl RVAN CANTI LENA:  Right. Well, if you
were a sponsor and you were going to hand around a
package, which one would you pick? M/ questi on.
kay. Can we go to subpopulations. | think we've had
a pretty good discussion. Wat |'d like to do for
this is to get a yes, no, to the question 1(b): Are
t here subpopul ations. But then if you answer yes, if
you would list those for us.

Again, we're not going to talk about how
we're going to handle it in the labeling or other
strategies, but we wll have an opportunity to that
under nunber 2. So perhaps we can start with --

DR CUSH  Should we not say no, accepting
Dr. Oyer's list, and then whether or not you want to
nmodi fy that? Makes it easier.

CHAI RMAN CANTI LENA: That would be fine,
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but if there are other things that you want on there,

t hen vyes. So it would be yes and, if yes, you can
accept his list and/or nodify it. So we can start
over on this side with Dr. Kopp, and then we'll just

go around the room

DR KOPP: I'mactually going to abstain.

CHAI RVAN CANTI LENA:  Dr. Rumack.

DR RUVACK: | would say yes with this
list, and the only other issue to think about is
change in diet or hydration, since if you are taking
especially aspirin and you switch to cranberry juice
or orange juice, you can change the level of the body
quite dramatically, and that's sonmething we've
certainly seen in our GRA patients. But | don't know
the data for the OIC doses, although |I think |I've said
before that it worries ne a little bit, given the
know edge that patients take it for |onger and higher,
whet her we should just stick with just the OIC doses.

CHAI RVAN  CANTI LENA: Excuse ne. Dr.
Crawf or d.

DR CRAWFORD:. Thank you. | say yes for
the list that was articul ated.

CHAI RVAN CANTI LENA:  Dr. Cush?

DR CUSH Yes, | agree with Dr. Cryer.

CHAI RVAN CANTI LENA:  Dr. El ashoff?

DR ELASHOFF: Yes for Dr. Cryer's list,
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except | have some objections to the over 65. | tend
not to like these things that were based on sone
arbitrary cut point used in sonme analysis that then
kind of took over. You could have probably picked 60
or 70 or 75, and so | guess |'m agai nst the over 65.

CHAl RVAN CANTI LENA:  Doctor Wat ki ns.

DR WATKINS: Yes, for Dr. Cyer's |ist.

DR BRASS: Yes, with the caveats about
el derly.

DR DAVI DOFF: Yes. | don't have a big
problem wth 65. I think everyone recognizes it's
kind of a surrogate, indicating that you are getting
on, and it's arbitrary. | don't renenber if Dr.
Cryer's list included glucocorticoids.

DR CRYER: Yes. How you relate
specifically glucocorticoids on a label, | think, is
problematic, but that's --

DR DAVIDOFF: A good editor can do that.
The other question that | think was unresolved -- |
don't know whether it's on the table now or not,
really, and that is the alcohol warning, because it
seenms to ne that is -- It's clearly inplied as a risk
factor, and maybe you want that as a separate debate,

but | think that has to be resol ved.

CHAI RVAN CANTILENA:  Yes. | think we wll
-- At this point, we'll keep that separate.
S A G CORP.
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DR LAM Yes to the Cryer Ilist.

DR CRYER | agree with nyself.

CHAI RVAN CANTI LENA: W are very happy
about that.

DR LAINE. Yes to the list. | would just
say, although 65 is arbitrary, for instance, in the
study that Marie Giffin showed, you could see that at
65 it perhaps started to go up, just l|ike colon cancer
screening at 50. You know, you could start anytine,
but that is when it starts perhaps going up nore, but
agree, 64 or 66 are probably very simlar.

DR D AGOSTI NO Yes, and again with the
arbitrariness of the age, | think it's inportant to
not dimnish the fact that, as one gets older, as I
get older, our risk increases, and there is a lot of
enphasis on cardiovascular risk as you get ol der and
you can't do anything about it, but to keep driving
that point home -- and if we are going to start
listing other things and one of the nbst obvious
things gets left out, 1'd be very upset about that.

DR ALFANO It is a prudent |ist.

DR CLAPP: Yes.
DR KATZ: | accept the list, too.
DR JOHNSON: Yes, with an acceptance of
the |ist.
DR UDEN.  Yes.
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PATTEN: Yes.

WOCOD:  Yes.

DAY: Yes.

T %3 3 3 3 3

COHEN:  Yes.

DR &R FFIN I"'m not wvoting, |
think. | agree with the list, but --

CHAI RVAN CANTI LENA: Than you for
opi nion. Ckay, very good.

Now we will then proceed to 2, 2(a),

220

WLLIAVS: Yes, accepting the |ist.

don't

your

whi ch

is based on this discussion: Should additiona

warnings or other risk rmanagenent strategies be

consi der ed?

Now we are broadening it. W are talking

about the list. W are talking about specifically the

| abel, and we have asked the FDA to put up the drug

facts label for aspirin, just for your reference.

This actually -- we can do it just, as | said, for G,

and we can do a yes/no. Should additional warnings or

other strategies be considered? |If yes, if you

woul d

specify what types of things you would like to have

done with all the wusual caveats for followup and

studies of the effectiveness of change. But |

t hi nk

we are ready to get into this discussion. Does anyone

have any --
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DR GANLEY: Lou, could | just let people

know what this is, so that they are clear on it. This
is the drug facts l|abel that would be required to
appear on the outer package. This is essentially the
| abeling that was proposed in the tentative final
nonogr aph or proposed rule in 1988 with the exception
of the alcohol warning where it says, if you consune
three or nore alcoholic drinks, etcetera.

Then there is another warning you see
under there where it says "Inportant. See your doctor
before taking this product for your heart or for other
new uses for aspirin." W haven't talked nuch about
that, but there was, | believe, a 1993 proposal trying
to have people not just start wusing it, but also to
| et themrecognize that this nmay actually benefit your
heart. It may not convey it in the best way, but I
think, if we are going to put information on a package
that tells of all the bad things, you don't want to
drive people away fromactually using it.

Dr. Hennekens pointed out, | think, that I
think 50 percent of the people are -- 50 or 60 percent
of the people that should be on it are on it, and that
nmeans 40 percent off. So you don't want to create
such a | abel that people don't want to take it, too.

So just keep that in mnd. [|f people want

to coment on that part of it, too, we can always work
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on that to actually encourage people to see their
doctor to use it for the heart, but to recognize that
there are problenms and not to just start it on your
own.

Everything else on there is proposed, and
that's where we are trying to get sonme answers today.

CHAI RVAN CANTI LENA: Al right. So as |
understand the question, you are asking for itens in
addition to what is already there.

DR GANLEY: Wll, there are things on

there that cover sone of the issues. | don't think
the elderly is on there. Corticosteroids, | don't
think, is on there. | can see the bottom where it

says ask a doctor or pharnacist before use, if you are
taking a prescription drug for ant i coagul ati on
(thinning of the blood). So it covers sone of the
t hi ngs.

DR WoCOD: But wouldn't you want that on -
- Even though that m ght appear redundant, would you
not want that on al so as a warni ng?

DR GANLEY: That whole section there is a

war ni ng. You see where it starts. War ni ngs start
until it goes all the way down to Directions. Ckay?

So all those are warnings. The way the |abel was
crafted was to -- is to have consistency anongst

| abels, so that, for exanple, hopefully, in several
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years people will know what section to look for, for a
drug interaction. There will be consistency anong all
these labels. So they will know to go ask a doctor or
phar maci st before use if you are taking.

So, you know, five years from now everyone
is going to know, well, if there's drugs that |
shouldn't take with this medicine, they are going to
be listed in there. So it's a consistency aspect of
it. All those are considered warnings under the
regul ati on.

DR WOOD: Charley, what would you feel
about when vyou are dealing with this statenent,

"I nportant, see your doctor before taking this product

for your heart or other new uses of aspirin" -- As you
well know, there are other secondary preventive
strategies that are also very effective post M. I's

there an opportunity there not to advertise that
directly, but to nmake the point that there are other
therapeutic strategies that ought to be considered
that they need to be --

DR GANLEY: Well, again, | guess there's
certain limtations of how rmuch information.

DR WOOD: You could work on the wording
is what | --

CHAI RVAN CANTI LENA:  Yes?

DR DAY: Excuse ne. Can | get Dr. @Ganley
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to conmment on the following. It is a warning section
It looks like there's four things. The eye scans
down. There's Reye's syndrone. There's allergy

alert, alcohol warning, and |nportant.

There are really five things. Aspirin may
cause stomach bl eedi ng. That is a separate idea. It
may happen to people who drink alcohol, but there is
sone sense that that is a risk as well, in and of
itself. Shouldn't it be on a separate |ine?

So | wuld not be proposing to add
anything to the label, but | would want it pulled out,

because a consunmer could go down and see alcohol

war ni ng, say, oh, | don't drink, and they don't read
further. So they go down to Inportant and totally
m ss that.

DR GANLEY; Yes. | didn't mean to inply
that, but all I'm saying is, when we talk about

warnings, the "do not wuse" is a warning under the
regul ati on.

DR DAY: Right, and I'm--

DR GANLEY: You can add where you think
it needs to be, if it's --

DR DAY: Pull it out on a separate line
so if there's five things, you can see five things

woul d be ny reconmendati on.

CHAI RVAN  CANTI LENA: Ckay. So you've
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al ready answered your question. There was a question
here from Dr. d app. Dr. Uden also had a question
also for Dr. Ganl ey.

DR CLAPP: Is there any -- Wat's the
rationale for the order in which the itens are |isted
under "Ask the Doctor"? Is this according to the
preval ence or -- because --

DR GANLEY: There is no required ordering
of that.

DR CLAPP: And it's not al phabetical
either. So I'mlooking at this.

DR GANLEY: They don't have to list it
one after another. It can be across the Iline. Ve
just did that for clarity, but what wll happen in
packagi ng -- You know, we have to be sensitive, too --
is that conpanies have so nuch space on a box, and
they will nove the ordering around, depending on how
much space is on a line and what fits in there.

DR CLAPP: Wen | look at the "Ask a
doctor before,"” you have then asthma, ulcers, bleeding
problens. It doesn't even seem --

DR GANLEY: There is no -- A conpany can
nove those around in any position they want.

DR CLAPP: | don't get the logic, but
perhaps could there be a recommendation that the nost

likely side effects be the first one |isted, because

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

226

you are going to drop off in reading.

DR GANLEY: If that's what people --

DR CLAPP:. That's ny reconmendati on.

DR GANLEY: Ckay.

CHAI RVAN  CANTI LENA: Ckay, Dr. Uden.
Actually, what we will do is you can incorporate not
only things that you want to add but alterations that
you would like to see in this |abel.

DR UDEN: Dr. dapp, those aren't all
side effects, but to Dr. Ganley: Am| to take it that
this issue of the indication for the cardiovascular
use of aspirin, there is going to be no packaging
whi ch says that aspirin is indicated for whatever the
terns, you know, primary and secondary prevention? |
assune that's not going to happen. |Is that correct?

DR GANLEY: That is not a consuner OTC
i ndi cati on.

DR UDEN. Ckay. Then ny second question
was: So you are not going to probably see 81
m | | i gram packagi ng which is directed toward that?

DR. GANLEY: Could vyou repeat the
guesti on?

DR UDEN: So then we are likely not to
see packaging with 81 mlligramtablets in there that
are specifically related to the cardi ovascul ar issues

in terns of, you know, Ilike it was going to be
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Caritin hives and daritin allergy. So it wouldn't
be Bayer aspirin heart. W're not going to basically
see that type of stuff?

DR GANLEY: | don't know. They can put
pretty rmuch -- because it's nmarketed under a
nonogr aph, okay?

DR UDEN.  Ckay.

DR GANLEY: And you heard sonmewhat
yesterday of what our regulations require on the outer
package. They could call it pretty much anything they
want with the risks that our conpliance fol ks would be
viewng that if they called it Aspirin Heart, that
that would be making it an inplied indication. It's a
very-- You know, | hate to be nore so confusing about
that, but there are certain things that are put on
packages that really inply an indication. GCkay? And
sonetinmes our folks in conpliance will ook at that
and say they are just nmaking that as an indication
when they really don't have the data.

It's usually people trying to nake a claim
when they don't have the data. In this situation, it
would be making a potential OIC claim for heart use
when they don't have that claim as an OIC drug
product. They have it for professional use.

Now | think, if you want to address

sonet hi ng about encouragi ng people to use it for their
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heart, you go along the line of the "Inportant, see
your doctor" phrase, but again there is a potential if
soneone called a drug -- you know, an OIC drug
product Aspirin Heart that our conpliance fol ks would
look at that as an inplied claim and potentially go
after them

DR UDEN. Thank you.

CHAl RVAN CANTI LENA:  So, Dr. Ganley, just
to be absolutely clear, really what you are saying is
under uses you woul d not have the heart indication.

DR GANLEY: You would not have it.
That's correct.

CHAI RVAN CANTI LENA:  But, obviously --

DR GANLEY: If you look at an 81
mlligram aspirin product, if you go down to the
directions it wll say with the adult -- This is a
325. So it's one to two -- | think it says one to two
capl et s. It would say four to eight for an 81

mlligram

DR CRYER Dr. Ganley, would the 81
m |l ligram packaging differ in any other way from the
325 ot her than what you just nentioned?

DR CGANLEY: On the principal display
panel, it would have to say that it's 81 mlligrans.

CHAI RVAN CANTI LENA: Dr. Brass, then Dr.

Runack.
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DR BRASS. | believe the question on the
table is gastrointestinal risk managenent. So I'd
like to return to that, and that | think the areas of

concern and the objectives are dictated by our
previ ous di scussi on.

| think that there is an opportunity for a
little bit of symmetry with what we did yesterday that
m ght be helpful in terns of consistency in I|abeling.

So that, for exanple, yesterday we tal ked about "do
not use with other acetam nophen containing products”
as being an explicit warning.

| think in this case the inportance of "do
not use with other _ products” is also going to be
a critical warning. It's a blank here, because |
don't know what the best way to convey that is. I
suspect it's other pain relievers or sonething like
that, that carries the syntax across the entire group,
but I think sone validated testing, warning, |ike that
woul d be i nportant.

Simlarly, yesterday again we had the
problem of the risk of exceeding dose. So | think
again in the case of symmetry, we have the opportunity
to add sonmething that says "do not take nore than,"
using the corrected |anguage from yesterday, "the
indicated or recommended dose; taking nore than the

recoomended dose nay cause stomach bleeding and
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potentially kidney," if you want to add that, too
But again the symmetry of the warning about nmultiple
use and explicitly saying what the risks of exceeding
the dose are, | think, mght be an effective way to
convey to consuners the inportance of following the
| abel indication.

W already have the |anguage w th respect

to anticoagul ants. I do not know how to conmunicate
corticosteroids. | suspect steroids m ght be the best
way, but | actually don't know what would be the best

way, and | don't think there is a disease surrogate.

Sone of the ibuprofen |abels we've seen
sinply says "any other drug," and again adopting the
broadly generic may be the best way, but | think
devising a way to comunicate that concern would be
opti mal .

Then | have already outlined ny confusion
-- Ch, for underlying disease, we already have if you
have stonmach problens, and for the elderly | remain
unsure what's the best way. W have a proposed
i buprofen label that is draft label F in the package
of labels that does say -- incorporate |anguage "over
t he age of 65, contact your doctor."

Wiile | can see the prudence of sonebody
over 65 seeing their doctor, |I'm not sure that 1is

actually going to nodify consuner behavior in the rea
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world wth the enornous preval ence  of t hese
nmedi cations and availability of these nedications, and
whether or not -- how to communicate that risk
effectively, | don't know how to do that.

CHAl RVAN CANTI LENA: kay, other comments?
W have Dr. Rumack and Dr. Davidoff.

DR RUVACK: | think I'll -- Unless we are
going to cone back to it, since we swtched gears
again, I'll wait until we go to nunber 3 to discuss ny
guesti on.

CHAI RVAN  CANTI LENA: Thank you. Dr.
Davi doff, is this on this topic?

DR DAVI DOFF: Yes. To extend the
suggestion that has been made about pulling out the
"aspirin may cause stomach bl eeding" warning, | would
not only agree. | would urge or suggest that there be
a subhead bolded and like sort of analogous to the
Reye's syndrone and al cohol warning statenent saying
"Bleeding alert: Aspirin may cause stonmach bl eeding.”

Even though | realize that the issue on
the table is stomach bleeding, | think it's going to
be hard to separate stonmach bleeding from other
inmportant kinds of bleeding related to aspirin and

other NSAID ingestion, nanely, the bleeding that is

associated with a whole variety of things, like if I'm
a dentist, | want ny patients to stop taking aspirin
S A G CORP.
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or I want to know if they've been taking aspirin
before they get their tooth extracted, or if | am a
gastroenterol ogi st about to biopsy sonebody's polyp,
etcetera, etcetera, etcetera.

Subtle, genetic abnormalities of platelet
function are not at all uncomon, and those patients
are at significantly increased risk. So | would
suggest that we at |east consider, if not now |ater
that the statenment be "Aspirin may cause stomach or
other bleeding.” | think that is a fair and accurate
statenment, and that bel ongs sonewhere.

As to the issue of steroids, | would think
that a useful way to convey that would be to say
"Drugs related to cortisone.” M concern about using
the term steroids, which | agree is in sone ways not
unreasonabl e, but | think that's gotten so confused in
people's mnds with anabolic steroids for conditioning
and building and bul king your rmuscles that that m ght
be nore confusing.

The drugs related to cortisone -- nost
people even who are taking prednisone sort of talk
about taking cortisone. So that nmay be a useful
appr oach.

Finally, on the question of organ specific
kinds of information, | wonder whether it mght not be

appropriate to consider, if we are going to be talking
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about redness or swelling and pain is present in the
pai nful area, if we are concerned about early warnings
of G bleeding and getting people being taken care of
sooner rather than later and preventing them from
getting much worse or dying, to include sone wording
about "stop use and ask a doctor if any new synptons
appear, particularly faintness, black stools or
vom ting bl ood" or sonething along those |ines.

CHAlI RVAN CANTI LENA: Ckay. | think what
we will do -- There's a lot of coments, and | think
we are starting to actually answer the questions
conpl etely. I guess what |I'd like to do is, unless
soneone wants a clarification, Dr. Johnson, after your
conment, why don't we go around and get a sense for
whether or not changes are what you want, and
specifically, we can either add to or subtract or
nodi fy. But I think we have to sort of conme to
closure on this, because we have other things to
cover. So go ahead, Julie.

DR JOHNSON:  Ckay. | think I mght need
sone clarification from FDA, and ny confusion is
really sort of the consistency and wordi ng between the
aspirin -- really between all four of the products
relative to "stop use and ask a doctor if" and rel ated
to sort of worsening stomach kind of synptons.

For aspirin, the only thing that is l|isted
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is "any new synptons appear,” which to nme is not very
useful . For ibuprofen -- and | sort of get confused
which ibuprofen label to look at, but the one I|I'm
| ooking at right now says "stomach pain or upset gets
worse or less,” which if you read that literally says
if it's new stomach pain you don't call the doctor,
because that's not what it says. It's only if it gets
wor se or | ess.

| guess | like the wording that is on the
naproxen |abel which says "stomach pain occurs or
| asts, even if synptons are mld." So |I'm wondering
if you can clarify, really, | think a very, very broad
range of nessages and what the basis for that is.

CHAI RVAN CANTI LENA: Dr. Ganley, do you
have a -- As long as you give it back, I'Il let you
have it.

DR LUMPKI NS: I think basically what you
are seeing is a function of when the products were
appr oved. What you are seeing is labeling that was
devel oped through the OIC nonograph process, and then
you are seeing a nunber of products that were approved
by different people at different tinmes, and they had
different ways of addressing the problem of stomach
pai n.

DR JOHNSON: So as new products are added

or sort of  better understanding -- | guess ny
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inpression was in a drug class. So, for exanple,
NSAI Ds, that there was consistency across the
| abeling. That's not the case?

DR LUWKINS: Not actually.

CHAl RVAN  CANTI LENA: Only in t he
nonogr aph.

DR LUWPKINS: Yes.

DR JENKI NS: Maybe | could help you
understand that. | think the |abeling you are seeing

up here for aspirin is the proposal we put out in '88.

Is that correct? So what you are seeing up there was
witten in 1988 in the proposed rule for the nonograph
products.

Subsequently, you have the approval for
the OIC versions of these products that, hopefully,
over time have gotten better wording as we have
| earned nore and as we have negotiated with sponsors
of those new drug applications, because, renenber, the
three NSAIDs that are available over the counter are
under new drug applications, and that is nore of a
negoti ati on process with each individual sponsor.

|'m glad to hear that you think that the
|ater versions of that wording are better than the
earlier versions. So the wording that mght cone in
the final rule could be closer to what you are finding

that you like in the nore recent versions, if that's
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what you recommend.

CHAI RVAN CANTI LENA: Right, and | think
also one of your recomendations could be that we
standardize it, you know, so that it was sinple for
t he consuner.

kay, let's start over on this side. Wat
I'd like you to do is just say yes or no in terns of
should we nodify the |abel, add warnings or other
prograns to reduce risk for nonsteroidals or aspirin,
and then if you would list under G sone of the things
that you feel are the nost inportant toward that end.

W can start over here. Dr. Giffin.

DR GRIFFIN | would say yes, and | would
think that it could be fairly conparable to what we
just tal ked about as far as subgroups at higher risk.

| guess I'ma little concerned about this
sort of warning people away from using aspirin for
cardi ovascul ar indications, and then not having the
information. | guess | would maybe |ike the committee
to consider a better way to inform the public about
talking to their doctor about taking the aspirin for
cardi ovascul ar indications, and that the | ower dose is
associated with a [ ower risk

It seens to nme that consuners should know
t hat . | don't know how that could be incorporated

into this | abel.
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CHAI RVAN CANTI LENA: | don't think anyone

of us knows exactly. We'Ill certainly include that in
our recommendations to FDA. Dr. Cohen?

DR COHEN: | also think we should go back
to Dr. Cyer's prior list. | think there is a word
that we could use possible that sone people would
understand when it conmes to the conbination therapy.

NSAID is, | think, a termthat is -- It's
comng into nore common use, at |east for sone people.

| see it in drug information leaflets, for exanple,
that are intended for consuners, and at |east there's
a chunk of people out there that m ght understand what
it is so that you could say, you know, that this is an
NSAID and it shouldn't be taken in conbination wth
other NSAIDs or other pain relievers, etcetera.

CHAl RVAN CANTI LENA:  Dr. Day?

DR DAY: | agree with putting the various
t hi ngs on we have di scussed, but | want to reenphasize
that it has to be conmunicated well. So in the
war ni ng section each chunk should stand out by itself,
have a little subtitle before it, and |I'm not sure
that | |ike the final one about "Inportant, see your
doctor” and so on, but why is that inportant and the
other ones aren't? Each one should have a subtitle
whi ch is about its content.

There's Reye's syndrone. There's all ergy
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alert. There's al cohol warning. There's bl eedi ng
alert or whatever you want to call it, something
softer, and then it could be "New Uses.” So nane what

a thing is, and then put everything that goes with it
there, and don't subsune things wthin the sane
category that don't bel ong there.

Therefore, we would be obeying two very
strong principles that have been denonstrated in
cognitive science over and over. Wen you have a | ot
of information, chunk it. Put together what goes
together, and code it. Name it what it is named. And
if you don't do that, if you sprinkle it all around,
don't name it or put things together, people aren't
going to get it.

CHAI RVAN CANTI LENA: So your vote is to
sinplify then, which is what they are asking for?

DR DAY: | would say not just to
sinplify, but to make very clear how nany different
warnings there are, and only put together what goes
together for a given warning, and | abel each. kay.

CHAI RVAN CANTI LENA:  Dr. Wod?

DR WOOD: | would go with the list we
have al ready covered, and the only additional things I
woul d say are that, you know, if you think about the
Intel logo -- you know, "there's Intel inside" |ogo --

| woul d encourage the agency to try and cone up with a
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simlar way of identifying things |ike "acetam nophen
inside,"” and "nonsteroidal inside" with some sort of
| ogo.

I'm not being facetious, actually. I
mean, think how successful the Intel |ogo has been
You know, it even plays a sound, and that we cone up
with that; because | think people are not going to
pick up easily on these things.

The other thing that | want to raise is
this al cohol warning. I"m not persuaded that the
al cohol warning has much in the way of scientific
rationale, and it gets pretty big play here.

DR CRYER I t hi nk t he
gastroenterologists in this corner of the table,

Doctor, would agree with that |ast statenent about

al cohol

DR WOOD:  You nean that you think it does
have --

DR LAI NE: No. W feel extrenely
strongly. | mean, we can talk about it now or later,
but we feel strongly about taking -- that we would

take it out.

DR WOOD So | don't see any data to
support it, and | think, in the absence of data, that
it should conme out.

CHAl RVAN CANTI LENA:  Ckay. Let's --
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DR CRYER In fair balance, | nust say

that there are data that are out there. The data are
m xed, and there's no consistency of data.

DR WD Gventhe limt that we can --

DR LAI NE I nmust say, | think the
majority, though, of epidemologic and random zed
controlled trials fail to show an association of
al cohol, and since we have repeatedly been talking
about this idea that we want data before we nake broad
reconmendations, it makes no sense to ne that this
woul d be there.

CHAl RVAN CANTI LENA:  kay. So, Dr. Wod,
your conments, including the strong consideration that
that be renoved. Dr. Patten

DR PATTEN. Yes. | agree that additiona
warnings or other risk nmanagenent should go into
pl ace. Sonme specific suggestions under the "stop use
and ask a doctor if" for aspirin. | really don't see

anything here that would pertain specifically to @

bl eeds, and since that is a hazard, | think sone of
the -- No, | see that there, "ask doctor before use if
you have," but | don't see anything under "stop use
and ask a doctor if." | think something should also

be nmentioned in that category.
| think we could start the |earning

process with regard to this category of NSAIDs, but I

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

241

don't think that -- | don't think we should put all
our confidence there. It could be done sonething like
this perhaps. Let's take aspirin, for exanple.

"Aspirin: Aspirin is an NSAID. NSAI Ds
are pain relievers. Do not take aspirin with any
other NSAID pain reliever,"” or something like that to
give people tinme to begin to use this newtermin this
new category. But | think they would have to have the
i nformation both ways.

Wth regard to the matter of wusing the
product for your heart, and you need to see your
physician and so on, the information is out there.
People are wusing aspirin for their heart wthout
seeing their physician. So it seens to ne the risk is
great that they are using it at too high a dose, and I
don't know what you would suggest to be done about
that, but | think it is happening. So | think we
shoul dn't sidestep that problem

DR WOOD: Vell, there are two potentia
doses. | nean, there is the dose that you m ght want
to carry around in your inside pocket for the day you
have vyour chest pain, and that you want to take
acutely, and there is the dose you would want to take
chronically. That's going to be tough to deal with if
you get into that in too great a detail

CHAI RVAN  CANTI LENA: Al right. Dr.
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Neill?

DR NelLL: W're talking still about
guestion 2(a). Correct? | just wanted to nake sure,
because there's a lot of other extra coments.
Related to the G bleeding specifically, and given the
section 4 see analgesic labeling that we got
yesterday, | like Appendix F for ibuprofen with the
caveats about renoving the al cohol warning. | woul d
not, in renoving that, want to get rid of the
“i buprof en nake cause stonach bleeding.” That does
need to be separated out.

For aspirin | |ike the proposed |abeling
in Appendix B with the caveat that | do think staff
need to work with industry to find sone way to resol ve
the inherent conflict about "see your doctor before
taking this product for your heart or for other new
uses."

That | anguage is awkward. W have al ready
di scussed that sort of inherent problens of know ng
that people wll take this. To clarify in ny own
m nd, the risk when taking the |ow dose, 81 mlligrans
a day, accrues from how long you take it, not fromthe
fact that it's a |ow dose. So people taking that |ow
dose over sone long period of tine have a higher risk
of G bleed than sonebody who may take a maxi mnum dose

of four grams of aspirin a day for three days. Aml
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t hi nki ng wrongly about that?

So it's not that the risk is lower with a
| ow dose. It's that, you know, people are taking this
every day all the tinme at a |ow dose, and their risk
is higher, and they don't knowit.

CHAI RVAN CANTI LENA:  Dr. WIlians?

DR WLLIAMG: M vote is for yes for the
previously described |ist.

CHAI RVAN CANTI LENA:  Dr. Uden.

DR UDEN: Yes for the previously
described list, and | think Dr. Johnson will say this,
but I will say it first. | like the part in naproxen
where it says that, "if stomach pain occurs or |asts,
even if synptons are m | d" should be added.

| also agree with Dr. Davidoff that there
should be sonething in there about vomting blood or
bl ack stool s.

CHAI RVAN  CANTI LENA: Thank vyou. Dr.
Johnson?

DR JOANSON:  Dr. Uden stole ny thunder.

In terms of the cardiovascular benefit,
and | know we are not exactly tal king about that, but
is it possible to -- Dr. Gnley, is it possible to be
explicit and say sonething like "aspirin may hel p your
heart; talk to your doctor,” or is that too --

DR GANLEY: No, | think you can make a
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recommendation, and we will look at it. | don't know
if you want to nake anot her comment, John.

DR JENKINS: Yes, | thought maybe | coul d
help clarify sonme of the things about this
cardi ovascul ar indication, because the I|abeling we
passed around a little while ago, |ooks like this, the
professional labeling for aspirin, has all those
cardi ovascul ar indications init.

That, in effect, would be the prescription
| abeling for aspirin, but there are no prescription
aspirin products. Therefore, it's called professiona
l abeling which gives doctors the information they
woul d have for prescription aspirin if they were using
it for this indication.

It's not wunlike ibuprofen which has OIC
uses for analgesia and fever for short term use, but
we still have prescription ibuprofen for arthritis
chronic use. It's not inconceivable that a conmpany or
a sponsor or someone could petition the agency or
subm t to t he agency a pr oposal t hat t he
cardi ovascul ar indication should be over-the-counter
i ndications. That would be clearly sonething we woul d
have to have data, and we woul d probably have at | east
one neeting of this commttee to further discuss such
a proposal, but that's the problemwe are running into

now, as Dr. Ganl ey descri bed.
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You can't put an indication on the OTC box
that's not an OIC indication, but we know that people
are comonly using the OIC product for that
pr of essi onal or "prescription” (quot e/ unquot e)
indication, and we are not currently able to give them
the advice and naybe the warnings that we would |ike
to give them That cones up in question nunber 3. So
you may want to save some of that wuntil question
nunber 3.

| was going to try to clarify that
distinction. W essentially have prescription aspirin
i ndications and nonprescription aspirin indications,
but we only have nonprescription products.

DR JOHNSON. Ckay. So I'll save that.

In terms of the other things, | agree with
nost of what everybody el se has said, and | think that

the later iterations of labels got progressively

better, and | think that probably consistency is a
good thing. | think probably in sone ways the worst
of the labels is the aspirin I|abel. | guess may be

that's because it's the ol dest.
So | would argue for consistency in

| anguage where that is appropriate, which I think is

in nost of the cases. | think that we want to avoid

| anguage that really conveys nothing neaningful. So,

for exanple, under ibuprofen -- and | think this is
SA G CORP.
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the old -- | don't know, the first ibuprofen |abel in
our packet -- it says "ask a doctor or pharnacist
before use if you are under a doctor's care for any
serious condition."

l"m not sure that conveys anyt hi ng
nmeani ngful to a patient, because | think sonme patients
may have what we mght think of as a serious
condition, and they don't view it that way. So,
again, | think | guess | don't believe that genera
information like that is probably very useful

CHAI RVAN CANTI LENA:  Ckay, thank you. Dr.
Kat z?

DR KATZ: | have a couple of conments
sone of which are actually related to the question on
the table.

The first coment that | have is that |I'm
sitting here with this very nice, huge bottle of

aspirin, and | can't nake out the back of the | abel

and |I'm 41. So, you know, maybe | should look into
getting glasses, but I have 20/20 vision, and | can't
read it. So I think, you know, we are having a |ong

di scussion about all these wonderful things that ought
to be put on the back of the bottles, and this is
probably as big as these bottles get, and | don't
think that we are being realistic.

| think we need to think about that, and
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maybe, as Dr. Johnson was saying, we can take a |ook
at the very end and see what can be deleted, either in
this neeting or offline afterwards. But | think that

we are really being very unrealistic about what people

wll read when all is said and done.
Having said that, | have a few specific
conment s. One is that | agree with -- | like Dr.

Wods' idea about having sone sort of a figure, sone
sort of callout in front that says this is this type
of medication, because | think at the end of the day
sone sort of pictogram may be the nost effective way
of comunicating to people what class of nedication
this is.

| don't think it's so terrible that, when
the first time sonebody |ooks at this on a counter,
they won't understand what it neans, because | think
just as | didn't understand what the "Intel inside"
| ogo meant when | first saw it and figured it out only
after | saw the logo and got intrigued by it, | think
this could actually be part of the teaching process.

In ternms of +the specifics of the @
things, | think that the warning, as it stands on the
drug facts label right now, which is "ask a doctor or
pharmaci st before use if you are,” is not strong
enough. | think that, to ne, | can't think of a

reason why sonebody should be on Counadin and a m xed
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NSAID or aspirin for pain, and | can't think of a
reason why sonebody should be on corticosteroids and
m xed NSAIDs these days as a first line of treatnent,

given that there are other options that are much |ess

risky.

So | would favor a |anguage nore like "do
not take this if" blah-blah-blah, "unless you are
under a doctor's care.” | think that we have -- G

bl eeds and deaths from @ bleeds in this country are a
big problem They are a nuch bigger problem than the
acet am nophen overdoses we heard about and spent a | ot
of time talking about yesterday, and | think we have
to take a stronger stand, since it is obviously still
a problem despite the sorts of labeling that we wll
be seei ng.

If a bleeding callout, as Dr. Davidoff
suggested, would be a nore effective way of getting
that point across, | would be in favor of that, but |
think this sort of Jlanguage is way too weak to

acconpl i sh what we need to acconplish here.

As far as the alcohol thing goes, I|I'm
sorry. Not being a gastroenterol ogist and being as
famliar with the data, | sort of have to fall back on
good old fashioned common sense. It seens to ne that

al cohol causes stomach ulcers and varices and pl atel et

pr obl ens. Nonst eroi dal anti-inflammatory drugs cause
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stomach ul cers, bleeding problens. To ne, two and two
makes at |least four and, if it doesn't nake five, that
doesn't really bother me too nmuch. So I think it
would be a big step backward to try to renove the
al cohol war ni ng.

CHAI RVAN  CANTI LENA: Thank vyou. Dr.
d app?

DR CLAPP: Vell, first with the al cohol
warning, ny inpression is that the less you can have
on these labels, the better. There is no basis in
data or reality that really supports an alcohol
warning. | would say renove it.

M/ sidebar to the gastroenterol ogists just
now was doesn't alcohol abuse cause derangenent of
your PT and PTT on the basis of liver destruction and,
therefore, wouldn't you have nore |ikelihood to bleed
if you take NSAIDs, but he says it's a very tiny risk.
| don't know. I"'m not a gastroenterologist or a
hepat ol ogi st. So | have to depend on you folks who
are to give nme sone direction. But if, in fact, there
is not a risk that is statistically significant, |
woul d renove the al cohol warning.

Secondly, as far as the other indications,
| think they should be placed as Dr. Cryer |isted.
The sinpler, the better. | would have to endorse

whol eheartedly Dr. Day's suggestions about chunking
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and putting things in a way that are nore likely to be
r ead.

| think the FDA m ght consider a standard
approach to warnings such that the nost likely or the
nmost devastating be put first, because we all know our
reading falls off as we proceed, and asthna does not
grab me as a high risk indication for deadly outcone
with aspirin use. W all know the syndronme, but how
many of us have ever run into it. [It's not as common
as a @ bleed.

O her concerns | have include, just as --

I'm sorry, | don't know the neurologist's nanme but
appreciated his -- You know, | ama little older than
you. | couldn't read that |abel w thout stretching ny

arm and |I'm sure that 65-year-old people who need to
read the label wll have a very difficult tinme doing
that. So ny next suggestion is that the FDA | ook into
how t hey can extract or nake the manufacturers extract
the nost pertinent information from the back of the
box and put it on the bottle so you get the high
points in big print and keep noving with that.

Those are ny suggesti ons.

CHAI RVAN CANTI LENA:  Thank you. Conments
fromDr. A fano?

DR ALFANO  Yes, thank you. A couple of

conments on this issue in general and then a few other
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comrent s.

The first coment, and again in "first, do
no harm' arena: | was pleased to see both Dr. Katz
and Dr. Day in the course of our discussions here
point out the need for continuing |abel conprehension
studies. Even |abel suggestions that we m ght nake as
a panel need to be studied for unf or eseen
m sinterpretations on the part of the consuner.

Like others here, if the data is not
strong for an alcohol warning with this class, we

ought to renove it, because we haven't given consuners

a place to go. If the earlier approach was to |evel
the playing field, that's fine. It puts things into
neat little boxes from an agency perspective, but it

doesn't necessarily help the consunmer who is trying to
find a nmedication he can take if, in fact, he or she
has consuned al cohol

A third conment is | have some heart for
Dr. Brass's suggestion early on, that we mght want to
differentiate over-label usage from |abeled usage in
this category, like we did yesterday, because it
ratchets up the warning that it's serious if you
exceed these |abel recomendations, and so this m ght
be an opportunity to do that.

Then | guess the final comment revolves

around an earlier remark | nade. You know, we have a
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tendency to want to have these things wth very
simlar |abeling, and earlier today Dr. Laine made the
comment, which | tend to agree with, that it doesn't
make nmuch difference if it's relative risk of one-
sixth or two-four. But we do have sonme nonsteroidals
that, at I|east according to the Langman data, are
substantially higher than that.

Wth naproxen, it's six or nine. It
depends on how you look at it, and ketoprofen at 34.
Wen you start to get that different, you know,
fitting them all onto the sanme |abel doesn't nake as
much sense to ne. Thank you

CHAl RVAN  CANTI LENA: Thank you. Dr.
D Agosti no.

DR D AGOSTI NO Yes for the A bleeds,
and 1'm going to yield ny three to five mnutes of
el aboration to ny G coll eagues.

CHAI RVAN CANTI LENA:  Thank you. Your tine
is yielded. Dr. Laine.

DR LAI NE: Yes with agreeing wth nost
everything that he said. | actually agree with the
idea that we should have actually uniform |anguage
across the different NSAIDs and, frankly, across
aspirin, so it doesn't get confusing as it was stated.

| clearly think we need to break out the

stomach bleeding into a separate warning, and | would
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use the stomach or intestinal unless you think that
intestinal is too confusing for people understanding,
and just |leave it stomach or stomach or other, as you
nment i oned.

I agree with the -- | think it's
inmportant, the five risk factor rule we tal ked about.
The fact that increasing dose increases risk 1is
reasonabl e.

Let ne actually spend nost of ny tine
tal ki ng about the al cohol, just again to try to defend
renoving it. A couple of points just to nention.
One, al cohol and al coholism doesn't cause ulcers. So
we need to keep that clear. H  Pylori does, and
NSAI Ds do, but alcohol has not been docunented to
cause ul cers.

Second, the issue of alcohol versus
cirrhosis. There is no doubt that the prothronbin
time is markedly abnormal in alcohols who have
advanced cirrhosis. Only 15 percent of people who are
al coholics may develop cirrhosis, and only a certain
proportion of them wll develop a coagul opathy and
then, you know, if they happen to have an ul cer, yes,
it's possible they mght have an increased risk of
bl eed, although I don't know of that data. But once
you get to the cirrhotic stage, there's a far nore

i mportant reason that nobody should be using NSAID
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except -- wunless it's very carefully considered, and
that's because of the renal side effects that we'll
tal k about.

So | think you ve already got that
cirrhosis taken care of on the renal side effects.

Finally, the issue of additive versus
synergistic that people talk about, that two plus two
equals four. It is inportant that it be synergistic,
not additive.

Let's say we accept that two percent
al cohol risk and two percent for aspirin risk to make
up nunbers. If I'mdrinking alcohol and I'mtaking --
If | take aspirin or | eat a chocol ate chip cookie,
have the sane two percent increase absolute risk of
devel oping G bl eedi ng. So the point is it doesn't
matter what | do, | still have the same increase in
al cohol and the chance of devel oping an alcoholic -- a
bl eed associated with al cohol.

| guess ny point is the two percent
additive is additive to anything, and unless you want
to tell the FDA to put it on all alcohol that that
causes bleeding, | think that's really not the issue
her e. The issue is does it increase the risk
significantly if you use NSAIDs as conpared to if you
don't use NSAIDs, and the point is, no, it doesn't.

The relative risk would be the same, whether you used
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NSAI Ds or didn't use NSAI Ds.

CHAl RVAN CANTI LENA:  Dr. Cryer?

DR CRYER | agree with nobst everything
that's been previously nentioned. I just would like
to enphasize two that have not received as nuch
enphasis, and that was the previously made conment
that "do not use with" and the blank would be sone
words to describe these other pain nedicines or anti-
i nfl ammat ory drugs.

Then | think it really is inportant -- |
kind of sat here and nulled over for a few nonents
this issue of stopping if there are synptons of d
bl eedi ng, specifically vomting blood or black stools,
and | really think that's inportant; because | don't
know how many patients |'ve seen who have presented to
the hospital with nmelena on an NSAID who had no idea
what that nel ena, what that dark stool represented.

CHAI RVAN CANTI LENA: Good. Thank you.
Dr. Lam

DR LAM Yes. | wll respect the opinion
of ny G colleague, and if there is no good data, take
out the al cohol warning, and use the space to actually
hi ghlight the warning regarding the G bl eeding. As

it stands right now, it is the |last sentence under the

al cohol warning and, if | read it, if you consune
three or nore alcoholic drinks, and | don't, then |
SA G CORP.
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woul d just nove on to the next box.

CHAl RVAN CANTI LENA:  Dr. Davi doff.

DR DAVI DOFF: Yes. | continue to think
that the suggestions | nade earlier are still valid
but | have a few other things to suggest.

First of all, even though | don't know how
the regul atory process would accept this, | wonder if
it wouldn't nake sense, considering that bottles tend
to be a lot -- inner packages tend to be a |ot snaller
than the box or to have | ess space for information, to
consider the sanme sort of things that editors have
considered for a long time, and that is that in
publishing their articles they have an abstract which
gives you a precis of the key information. Then if
you were interested in getting into depth, you read
the full article.

| wonder if we maght not consider the
bottle as the abstract and some other instrunent |ike
t he package or a package insert, or both, depending on
what you can do, as the place you look for nore
information, and the abstract or the bottle could say
"for nmore information, refer to the package" or the
insert. That's just a thought.

| don't know how that would fit with the -
- | mean whether you could tease apart the drug facts

format to pick out the key things, and only those go
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on the bottle, and then the rest goes elsewhere, or
not . But the concept strikes me as one way sort of
through this thicket of trying to squeeze out nore
information and yet nake it readable, and that m ght
be an alternative sol ution.

A couple of other thoughts. One is that
this item under the warnings of "inportant, see your
doctor before taking this product for your heart”
strikes nme, in connection with what Dr. Day was
tal king about, as sort of comng out of the blue. I
nmean, here you've read the uses, and nowhere does it
mention heart uses or anything else, and all of a
sudden it is telling you about what to do about heart
uses.

| wonder if it doesn't make sense to
actually nove the information about uses for heart or
other new uses up into the uses section and say
sonething like, after the uses that are listed there,
then say "this product can al so be used for your heart
and ot her purposes” or whatever.

CHAI RVAN CANTI LENA:  Yes. On that point |
t hi nk, you know, Dr. Jensen -- excuse me, Dr. Jenkins
was saying that that is not an OIC indication. So you
actually can't have that as an indication.

DR, DAVI DOFF. But this isn't saying that

you should use it that way. It's just notifying
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people that there are other uses. | mean, it's
alerting them to -- You could say usage alert or
sonething, not -- | nmean, because it just strikes ne
as, if I'"'mreading this and |I've read the uses and

then it doesn't say anything about those, and then I
cone down to warnings, it's backwards. It just
strikes ne as anonal ous, and there mght be a way to
deal with it that 