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P-ROGCGEEDI-NGS
(8:04 a.m)

CHAI RVAN  CANTI LENA: VWl come to the
Septenber 19th neeting of the Nonprescription Drugs
Advi sory Conmttee, here to discuss issues concerning
acet am nophen safety.

M/ name is Dr. Lou Cantilena. ["'m the
head of clinical pharmacology at the Uniforned
Services University, and I'll be chairing this session
t oday.

Wat we'd like to do is to go around the
table and have everyone introduce thenselves, and
we'll start over on this side, please. Sir, if you
can i ntroduce yoursel f.

DR FURBERG Curt Furberg, Wke Forest

Uni versity.

DR. CRAWFORD: St ephani e Crawf ord,
University of Illinois, College Pharmacy.

DR CUSH: Jack  Cush. I'm a

r heumat ol ogi st from Presbyterian Hospital, Dall as.

DR ELASHOFF: Janet El ashof f,
bi ostatistics, UCLA and Cedars- Sinai .

DR WATKI NS: Paul Watkins, hepatol ogi st,
University of North Carolina at Chapel HII.

DR. BRASS: Eric Brass, Har bor UCLA
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Medi cal Center.
DR DAVI DOFF: Frank Davi doff, the editor

eneritus of Annals of Internal Medicine.

DR LAM Francis Lam University of
Texas, Health Science Center in San Antonio.

DR CRYER Byron Cryer,
gastroenterol ogi st, University of Texas, Southwestern,
in Dallas.

DR LAI 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 from Boston University and the
Fram ngham st udy.

DR ALFANO Mke Afano, New York
Uni versity.

DR CLAPP: Leslie dapp, pediatrician,
Main Pediatrics and dinical Associate Professor,
State University of Buffalo.

DR TITUS: Sandy Titus, FDA I''m the

Adm ni strator for the Nonprescription Drugs Advisory

Commi tt ee.
DR JOHANSON:  Julie Johnson, University of
Fl ori da.
DR JAVES WLLI AMS: Jim WIIians,
S A G CORP.
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rheumat ol ogi st at the University of U ah.

DR UDEN Don Uden, University of
M nnesot a.

DR HENRY W LLI AMS: Henry WIIians,
famly practice, Howard University, Washington, D.C

DR NEI LL: Richard Neill, famly
practice, University of Pennsylvani a.

DR PATTEN Sonia Patten. ["m an
ant hropol ogi st from M nneapolis, Mnnesota, and |'m
one of the consumer representatives.

DR WOOD: I'm Alastair Wod, and |I'm a
clinical pharmacol ogi st from Vanderbilt.

DR DAY: Rut h Day. | do research on
nmedi cal cognition. [|'mat Duke University.

DR COHEN M ke Cohen fromthe Institute
for Safe Medication Practices.

DR BEITZ: Julie Beitz, Drector,
Division of Drug R sk Evaluation in CDER, FDA

DR GANLEY: Charlie Ganley, D rector of
OrC Drugs, FDA

DR BULL: Jonca Bull, Director, Ofice of
Drug Evaluation V, and the Center for Drug Eval uation
and Resear ch.

DR JENKI NS: John Jenkins, D rector of

the Ofice of New Drugs in CDER
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9
MR GALSON. Steve Gl son, Deputy D rector

of the Center for Drug Eval uation and Research.

CHAI RVAN CANTI LENA: Cay. Thank you,
everyone.

W will now hear the conflict of interest
statenment from Sandy Titus.

DR TITUS: The follow ng announcenent
addresses the issue of conflict of interest wth
respect to this neeting and is nmade a part of the
record to preclude even the appearance of such at this
nmeet i ng.

The Food and Drug Admnistration has
granted waivers to the follow ng special governnent
enpl oyees, which permts them to participate in
today's discussion. This includes: Drs. Byron Cryer,
John Cush, Sonia Patten, Eric Brass, Ral ph D Agostino,

Rut h Day, Curt Furberg, and Paul Watkins.

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

The topics of today's neetings are issues
of broad applicability. Unlike issues before
conmttee in which a particular product is discussed,

i ssues of broad applicability involve many industrial
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sponsors and academ c institutions.

The comm ttee nmenbers and 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 nmany
institutions, it is not prudent to recite all
potential conflicts of interest as they apply to each
partici pant.

W would also like to note for the record
that Dr. Mchael Afano is participating in this
neeting as an industry 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 my be
potential conflicts of interest, but because of the
general nature of the discussion before the commttee,
these potential conflicts are mtigated.

In the event that the discussions involve
any other products or firnms not already on the agenda
for which FDA participants have a financial interest,
the participants' involvenent and their exclusion wll
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
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firmwhose products they may wi sh to conment upon.

Thank you.

CHAI RVAN CANTI LENA:  Thank you, Dr. Titus.

Il will now ask Dr. Charles Ganley to start
us of f.

DR GANLEY: Good norni ng. I would like
to start by taking the opportunity to thank all of the
menbers of the Advisory Conmttee and the consultants
to the conmttee who are taking tinme from their busy
schedul es to participate in today's neeting.

There are four things that |1'm going to
touch on this norning to introduce the discussion over
t he next two days.

First, many nmenbers of today's commttee
have not previously been involved wth Advisory
Comm ttees addressing OIC drug issues. So 1'm going
to give a brief overview of how over-the-counter drug
products are regulated and a brief history of the OIC
drug revi ew.

Second, | hope to explain why | Dbring
t hese i ssues today and tonorrow.

Third, |I'm going to nake sone coments
about safety and efficacy of internal analgesic drug
products.

And last, | want to give sone brief
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comment s on today' s topi c for di scussi on:
uni ntenti onal acetam nophen over dose.

Over-the-counter drug products can be
marketed under two different regulatory nechanisns,
either through drug nonographs under the OIC drug
revi ew or under new drug applications.

When nmarketing under a drug nonograph, the
manufacturer follows the condition of views provided
for in the nonograph. The drug nonographs are
categorized by the indication's pharmacol ogic effect
and body system af f ect ed.

There are no regulatory requirenents
mandati ng that manufacturers provide information on a
speci fic product, such as nanufacturing process or
adverse event reports to the FDA The FDA can,
however, expect manufacturers to obtain information or
the manufacturer can voluntarily provide information
i f asked.

Drugs narketed OTC under new drug
applications generally involve ingredients that had a
long marketing history as prescription products. The
history of mnmarketing in the prescription setting is
inmportant in providing safety information to support
OrC nmarketing. Wien marketing under a new drug

application, the sanme regulations for reporting

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

13

requirenents that apply to prescription products also
apply to OTC drug products.

There is one other subtle point that also
differentiates the two paths. I ndi vi dual products
that are nmarketed under NDAs receive FDA approval
For those marketed under nonographs, the individual
products are not approved, but are generally
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 nmarketed at that tine. Rat her than
review each product individually, a review process was
set up to review categories of products. Data on
safety and efficacy was collected through public
notice and conment for ingredients and their
condi tions of use.

The data was reviewed by an independent
drug review panel and a panel report was published in

the Federal Register. In the report, the panel nakes

speci fic recomendations on the efficacy and safety of
ingredients for a particular category of product.

A conmment period followed the publication
of the report.

The FDA takes the report and public

S A G CORP.
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comments to the report to develop a tentative fina
nonograph, also known as a proposed rule. Thi s

proposed rule is published in the Federal Register for

public comment. The comments are reviewed by FDA and
a final nonograph is witten and publi shed.

After the final nonograph is published and
the effective date 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 in the nonograph.

Wiy  now? The nonograph for internal
analgesic antipyretic and anti-inflammatory drug
products is in the proposed rule stage. The proposed
rule was published in 1988. The agency is attenpting
to finalize this rulemaking as part of the ongoing
review, and as part of that review, we are |ooking at
the nost recent information available for several
safety issues related to the ingredients in this
nonogr aph.

The category of products to be discussed
today and tonorrow account for one of the |argest
segments of products used by consuners in the over-
the-counter drug market in the United States. I
suspect that the majority of folks in this room today

have at I|east one of these products in their hone
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right now

| ngredi ents narketed under the nonograph
i ncl ude acet am nophen, aspirin, non-aspirin
salicylates, and adjuvants, such as caffeine.
Ingredients marketed under new drug applications
i nclude ibuprofen, ketoprofen, naproxen sodium and
acet am nophen for extended released products and
suppositories.

| would like to nmake sone inportant points
regarding this category of products. Consuners can
self-diagnose and treat intermttent mnor aches and
pain without the need for a health care provider.
Serious adverse events are rare. The nmajority of
consuners use these products safely.

The benefit of these therapies outweigh
the risk associated with their use. The availability
of these ingredients in OIC drug products is not an
i ssue. The agency believes that these products remain
avai | abl e as over-the-counter drug products.

The subject for discussion today is
uni ntenti onal acet am nophen overdose leading to
hepatotoxicity. In February of 2001, the FDA and the
Phar maceuti cal Research and Manufacturers Association
jointly sponsored a workshop to discuss drug induced

liver toxicity.
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During that workshop, Dr. WII Lee

presented information on acute liver failure using a
registry of patients on liver transplant |ists. He
found that 60 percent of acetam nophen related cases
were due to unintentional overdose.

Dr. Lee will be presenting sone of his
data this norning.

| would just like to note that the FDA
does not have access to Dr. Lee's data and,
consequently, has not validated it. W do, however,
believe that the data is inportant and should be part
of today's discussion.

Dr. Lee's data pronpted FDA to conduct a
review of cases of hepatotoxicity reported wth
acetam nophen in the FDA adverse event reports
dat abase. Understanding that there are [imtations in
assessing causality wth this database, there are
cases that my be characterized as unintentional
overdose, for exanple, when a consunmer uses nore than
one product containing acetam nophen.

There are also cases of unintentional
overdose reported in the literature. Acet am nophen
hepatotoxicity can occur wth the ingestion of a
single large dose of acetam nophen as a neans of

commtting suicide or with an accidental ingestion by

S A G CORP.
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a child who gains access to a bottle of acetam nophen.

There are many products avail abl e over the
counter, not just drug products, that can be used as a
neans to commt suicide. The issues related to the
prevention of suicide are conplex and extend outside
of the discussion of acetam nophen.

For accidental ingestion by children there
are already requirenents for childproof packaging.
Fai l ures of childproof packaging is applicable to any
OIC product and not just acetam nophen.

Consequent | y t hese nont her apeuti c
i ngestions are not part of the discussion today.

The act ual nunber of cases of
uni ntentional overdose per year will be difficult to
ascertain for a variety of reasons. \Wether it is 25
cases, 50 cases or nore is not the issue. The issue
is can reasonable nmeasures be inplenented to prevent
t hese events.

Even if there were only 25 cases per year
leading to serious injury or death, if they are
preventable with reasonable interventions, we have an
obligation to attenpt to reduce the risk of
occurrence.

As part of your deliberations today, the

commttee will consider the follow ng issues:

S A G CORP.
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Are there identifiable circunstances or
factors that contribute to these events?

Do we understand consunmer or health
provi der behavi ors t hat may i nfl uence t he
ci rcunst ances or factors?

Can the circunstances or factors be
i nfl uenced by interventions?

Are there interventions that may prevent
events or decrease the severity of events, or is
additional research needed to address some of these
i ssues?

That concludes ny introductory conments.
| would like now to introduce Dr. Bill G lbertson from
the Division of Over-the-counter Drug Products.

DR G LBERTSON. I'mgoing to get to it.
Left click. 1'mnot doing too well.

My opening remarks are going to be that
' mgoing to be very brief.

(Laughter.)

DR G LBERTSON: There we go. Thank you.

Again, ny coments will be very brief this
nor ni ng. Actually |I'm going to be talking about,
specifically about the acetam nophen warnings that
are limted in the rulemaking to the liver and to when

it's used with al cohol.
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Now, ny task was to go back through the 25

years of rulenmaking of the ingredient and to pick out

those sections of the Federal Register that are nost

rel evant to today's discussion.

What | did was | selected them out, and
then | sinmplified them for purposes of this
presentation. So here we go.

Back in 1977, the internal analgesic
report was published and the advisory panel concl uded
t hat acet am nophen was safe and effective for OIC use
at the doses described here, and in that report, it is
stated that this ingredient is relatively free of
adverse effects in nost age groups, even in the
presence of a variety of disease states.

Now, this action allowed this ingredient
to be included into the nonograph system At that
time, acetam nophen was marketed under a new drug
appl i cation.

It was first approved in 1960, and it now
had 17 years of marketing experience OTC. And it's
inportant to note as | speak that the panel data and
information was fromthe 1960s and early 1970s.

Now, the report included studies of
patients with various forns of |iver disease, and they

found that several types of l|iver disease may prolong
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the half-life of the drug, but they could not concl ude
that this increase would also increase the risk of
hepatotoxicity, and they were wunable to conclude
whether it was safe for use in patients wth
preexisting liver disease. And they recommended that
studi es be perforned to resolve this issue.

Now, there is a discussion in the report
of cases of acute overdose with doses above 15 grans.
They concluded that single doses of less than 15
grams are not wusually associated with serious |iver
di sease

Now, there was a recognition that severe
liver damage can occur if acetam nophen is used above
the recommended dose, that is, four grams daily. And
the panel recommended a warning, this warning: "do
not exceed recomended dosage because severe |iver
damage may occur."

Now, followi ng publication in the Federa

Regi st er, the agency received nunerous coments
obviously on this |[abel. Sone were opposed to the

warning that nmade any reference to an organ or to be
organ specific because it places the responsibility of
recogni zi ng organ danmage on the consuner. It may be
m sunderstood or may alarm It rmay encourage suicida

persons to abuse the drug. And it's inappropriate for
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children's products because there is a lack of
documented fatalities in children fromacute overdose.

I ncidentally, that comment did not provide
any data to support that contention.

There were also comments in favor of a
liver warning, arguing that there are no unique signs
of toxicity like we have with aspirin, such as ringing
in the ears, and that the synptons of toxicity to
acet am nophen do not appear until a few days after
over dose.

And there is increased use of the drug.
Fatalities and |iver danmage have occurred in children,
and this warning nmnmay discourage consuners from
exceedi ng the reconmended daily dose.

In 1988, the agency published the
tentative final nonograph and broadened the adult
dosage schedule providing for this 500 mlligram dose.

So we have a 500 mlligramevery three hours or 1,000
mlligrans every six hours in addition to what was
there before, but they still limted the maxi num daily
dose to four grans.

Now, the agency concluded that the data
were insufficient to support the panel's reconmended
warning. The warning need to specify toxic effects to

particular organs of the body caused by acute
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overdose, and at that time we had no |abeling in any
products that I'm aware of that nade specific
reference |ike that to an organ

However, |liver damage <can occur from
overdosage and a warning statenment is warranted.

These are actual statenents out of the Federa

Regi st er.
Now, the warning should enphasize the need
for pr onpt nmedi cal attention si nce fol |l ow ng

overdosage there is a 24 to 48 hour period of relative
wel | -being when synptons of hepatotoxicity do not
appear, despite the occurrence of |iver damage.

So the agency reconmmended this warning.
Actual ly the agency proposed the warning statenment to
imediately follow the required warning that's there
now for "keep out of reach of children,” and I've just
highlighted that to show you where it would be placed
in labeling. Pronpt medical attention is critical for
adults, as well as for children, even if you do not
noti ce any signs or synptons.

Now, even though an alcohol warning had
not been proposed in the tentative final, mny
conmments were received in favor of also including such
a warning. Human and aninmal studies were cited

contendi ng that al cohol abusers us the drug within the
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| abel ed dose.

And one conment even proposed that we
| abel for alcoholic abusers a dose of a maxi mum two
grans daily. Now, these comments are on public
display in the Dockets Managenent Branch here in the
Parklawn Building, and as a result, additional
comments were received or | would call them reply
conmment s opposed to such a warning, and these conments
argued that the data were not rational; that the
majority of the reports involved subjects with a
hi story of al cohol abuse and use far in excess of the
maxi mrum daily dose; and that other studies were cited
that disagreed with the animal human data that had
been in the previous coments.

Now, in June of 1993, the agency presented
this issue to this commttee, this joint conmttee
actually, in June of 1993. And the reason why | say
June is because tonorrow |I'll be tal ki ng about anot her
neeting they had in Septenber of that year for the
salicylates and the NSAI Ds.

The data that was reviewed by the
commttee were the issues that were in the tentative
final that |'ve just discussed. The published reports
of acetam nophen induced liver toxicity in alcohol

abusers at various doses, phrarnmacokinetic data on
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acet am nophen nmet abol i sm in al cohol abusers,
m crosomal enzyne induction studies in subjects wth
l'iver di sease, effects of al cohol abuse on
acet am nophen overdose, and sone aninal data on the
effects of ethanol in diet on netabolism and on
gl ut at hi one | evel s.

The questions asked of this committee
wer e: does the data support a warning for alcohol
abusers?

What popul ations are at risk? Those that
drink rarely, socially, and so forth?

And they asked such benefit-risk questions
as: wll alcohol abusers switch to other ingredients
t hat have equival ent or greater risk?

What information should be included?
Shoul d we make specific reference to the liver and so
forth?

And are the data sufficient to support a
reduced maxinum daily dose, two grans, for alcohol
abusers? And if so, what should it be?

This commttee concluded in June of 1993
that a warning was justified and should refer to
possi ble |iver damage. However, there was concern by
this commttee that the warning could cause alcohol

abusers to switch to other products w th equival ent or
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greater risks and that it should not be inplenented
until the conmttee had an opportunity to | ook at the
ot her anal gesi ¢ i ngredients.

And they also found that there was
insufficient data to support a reduced nmaxi num daily
dose for al cohol abusers.

So the FDA concluded in 1997 that chronic
heavy al cohol use or abuse has a significant effect on
the netabolism and etoxification of the netabolite
NAPQ ; that al cohol abusers are at increased risk and
a warning is warranted for adult products.

Organ specific warnings are nore effective
than general warnings, and we agree that there is
insufficient data to support that |ower dose, and
| abel i ng shoul d recomend contact with a physi cian.

Now, these conclusions were included in a
1997 proposed rule. Comments were received, and they
were pretty well equally divided in favor for and
agai nst the particular terns in that rule.

However, in 1998, the FDA published a
final rule, alcohol warning. If you consunme three or
nore alcoholic drinks every day, ask your doctor
whet her you should take acetam nophen or other pain
reliever/fever reducers. Acet am nophen may cause

i ver damage.
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Now, all OIC acetam nophen contai ning
products are required now to include this warning
whet her mar ket ed under the nonograph system or under a
new drug application. So today we have this fina
rule in place, and we also have the yet to be
finalized 1988 tentative final proposed warni ng about
seeki ng pronpt nedical attention.

Thank you.

CHAI RVAN CANTI LENA:  Ckay. Thank you, Dr.
G | bertson

Now we have Dr. Senior also fromthe FDA,
who will start the section of the program by the FDA
that's schedul ed for one hour.

Dr. Seni or

DR SENI OR CGood norni ng. ["m John
Seni or, a hepatol ogi st at the agency.

W are going to have a series of
presentations fromthe Ofice of Drug Safety. Sone of
us will refer to acetam nophen. Sone will wuse the
abbrevi ati on APAP. That's acetyl - para-am no- phenol
APAP. So both of these nean the sane thing.

For eons of tine, since pre-history, our
ancestors have been making infusion of wllow bark
teas to relieve aches and pains. The active conmpound

in that was identified in the wearly 1800s as
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salycilin.

And then the German chemists in the late
part of that century devel oped a series of conpounds,
including salicylic acids, some of which is still used
as salicylates, and the conmmon acetylsalicylic acid,
whi ch acquired the name aspirin just at the turn of
the century.

At the sane tine, there were a nunber of
ot her compounds that were found to be effective in
reducing fever and pain, including acetanilide and
phenacetin, which were used for a while, but turned
out to be too toxic.

And it was found by Brody at the NIH in
1948-49 that both of these conmpounds were metabolized
to a nontoxic conmpound that was N-acetyl para-
am nophenol, acetam nophen, paracetanol in Britain,
and APAP, the abbreviation.

However, it took a while before it becane
wi dely used. Aspirin was considered a wonder drug for
the first half of the past century, but was found to
cause a nunber of problens that you'll be discussing
t onor r ow.

Acet am nophen was approved shortly after
Brody's work at the NIH was approved by the FDA in

1950, and then it was allowed to go over the counter
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for consuner self-prescription and use in 1959.

Bear in mind that was before the amendnment
to the law that required the FDA to have proof of
efficacy for drug products.

So acetam nophen canme in as a nontoxic
alternative to what was available, but in the British

Medi cal Journal in 1966 Davidson and Easthan reported

from Edinburgh two cases of fatal overdoses of
acet am nophen in psychiatric patients.

Interesting and ironically, one had
| ear ned about the other one and went ahead and copi ed.

There was al so another paper by Thonpson
and Prescott, another death fromliver damage, another
big paracetanol or acetamn overdosage and an
editorial.

Now, the way this happens in the patients
i's 1nsidious. The acute ingestion may produce sone
i medi ate nausea and vomiting and disconfort, but it
all subsides and goes away for a day, two, three, and
then on conmes the bad stuff, the nausea, anorexia,
vomting, big, tender swollen |iver.

The serum transam nases may go into the

t housands, tens of thousands. The prothronbin tine is

el evated, liver failure, encephal opathy. The whol e
deterioration process ensues, as Dr. Lee will tell
S A G CORP.
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you shortly.

Now, acetam nophen, the conpound that was
identified as this nontoxic derivative of the coal-tar
conpounds, is cleared out pretty quickly by
gl ucuronidation on this phenolic group or by
sulfation. The glucuronides and sulfates are nade by
really a -- catalyzed by a series, famlies of
enzymnes. There's a whole famly now of these
glucuronal transferases, and it has been recently
stated that the glucuronal transferase isoform 1A9 is
t he one t hat particul arly gl ucur oni di zes
acet am nophen.

Now, there was, in Brody's lab again, a
nunber of really brilliant studies that were done and
published in a series of four papers in 1973 that
really opened up the understanding of what was going
on in the toxicity.

Gary Mtchell and his colleagues working
in Brody's |ab described what was going on, and what
they found in mce and rats, that the danmage was
related to the netabolism not to the plasma |evel
that the damage was caused by coval ent bondi ng of sone
netabolite, not the original conmpound, but something
that was produced; then the enzynes in the |liver

called Cytochrone P450s catalyzed this reaction to
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formthis injurious netabolite.

And the gl utathione depletion worsened it,
and glutathione addition prevented the danmage. That
was pivotal because it suggested treatnent.

Now, here's the nmetabolite that was found.

The original conpound, acetam nophen, is oxidized by
this Cytochrone 3El, the principal one, wth mnor
contributions by sone other cytochronmes, to this
oxi di zed, reactive internediate called Nacetyl-
benzoqui nonam ne, and we abbreviate it NAPQ .

This position or these other position
equivalent is very reactive, very electrophyllic and
wants to grab onto sonet hing. It loves to grab onto
sul fur groups.

And there is another famly of enzynes
called glutathione transferases that catalyze the
transfer of glutathione onto that group, agai n
rendering it harm ess for excretion.

|f, however, all of those previous steps
don't occur, this reactive internediate may attach to
cell proteins, to nenbrane proteins and cause cel
death as a result.

Now, here's gl utathione. This is as
protective conpound, and that sulfur group will attach

her e. It was suggested by the Brody and Mtchel
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studi es that you could use other substances and now we
are using this drug, which we call Mconyst in the
trade nane, but it's Nacetylcysteine, and that wll
attach also and protect from the deleterious
consequences of the oxidized netabolite.

So we have inherently four lines of
def ense against overdoses or over anounts of this
conpound, as we have against many other things. A
smal | anount i s excreted unchanged, as unchanged drug.

A ucuronide conjugation is the principa
way of getting rid of it. Fifty-five, 60 percent on
aver age.

Conjugation with sulfate is another third
or so, and then what's oxidized may be nocked up by
glutathione and gets rid of nost of the rest of it.
So there's very, very little of the reactive
internediate left.

And if there still is some, you can still
protect the patients with treatnment, wth Miconyst, N
acetylcysteine, if you get there in tine.

Now, when we have noderate chronic
overdose as occurs in the unintentional patients, we
don't know the nonent they took the overdose. 1In this
country, sonmewhere between a third and a half of the

patients may be unintentional. The rest may be
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depressed, suicidal patients.

In Britain, this nunber is even |ower.

However, they nmay have none of those
prodromal synptons, and a question rermains as to
whet her doses sonewhat over the recommended dose may
be dangerous if the enzyme systens are induced.

Data are really not sufficient yet to
concl ude on this.

Oh the other hand, people who take
acet am nophen chronically nmay becone tolerant, and
Martin Black, a friend and colleague in Philadel phia
who had worked with Mtchell and Brody at NIH had a
patient come to him who was taking as nuch as 65
grams of acetam nophen a day wthout |liver injury,
wi thout significant liver injury.

He was addicted to percodan, and he was
taking the conbination percodan and acetam nophen
t oget her.

The plasma levels nmay not always be
hel pful in these unintentional cases because you don't
know when they took the overdose or whether it was
accunul ation, and it may be too late for effective
treat ment.

So there are a zillion factors affecting

the absorption and netabolism The National Medica
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Li brary PUBMED system discloses literally hundreds of

papers on these subjects. There's variation and
di ssolution, gastric enptying, all the rest of it.
Every one of these steps is highly variable, and sone
of the factors are known.

There are also a lot of drugs, a lot of
conpounds that induce the enzynme systens. The I|iver
has to handl e sinultaneously not only drugs, over-the-
counter renedies such as acetam nophen, al cohol
dietary supplenents, conpounds from the environnent,
i nternal conpounds, all at once, and they all interact
with each other and affect the netabolism

So we have then at the end of the day a
huge probl em of enornmous variability in the amount of
the toxic conpound that we worry about that injures
the cells and kills the patients.

The paper by Kritchley (phonetic) and
Prescott, Prescott has really nmade a |life study of the
nmet abol i sm and pharmacol ogy of acetam nophen. A 60-
fold variation from one person to another. Now, that
cannot be dealt with by taking the average for the
group.

It is very clear that the average dose for
the average person is safe, but we are not all average

people, and a dose that is safe for nost people nay
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not be safe to sonme people. And consequently, |arger
doses that are not tolerated by nost people my be
tolerated if you develop -- you have becone tolerant
to |l ong ingestion.

So there are many, nmany interactions, and
we're just beginning to learn about many of these
things. This is really an update of the previous work
that was just summarized recently.

So | offer these considerations for you to
think about as you hear the argunents pro and con
about the studies that have been reported. Bear in
mnd the physicians are concerned about individual
patients who are really statistical outliers. They
are not concerned about the nedi an nunber, the average
person in a group that is nornmal and not affected.

So we have to bear those in mnd as we
consi der these issues further.

Thank you.

CHAI RVAN  CANTI LENA: Thank you, Dr.
Seni or.

Dr. Lee, please.

DR LEE: Thank you, John.

M/ brief here is to talk about the acute
liver failure study group and specifically about cases

of acetam nophen which |['ve terned in the past
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accidental, and maybe | need to change it over to
unintentional, but if you see the word accidental, we
don't mean children taking overdoses accidentally, but
rather the so-called unintentional cases.

Now, this is the picture at autopsy of a
liver, of actually a halothane case, but it just
introduces the topic of acute liver failure. What
we're talking about here is a severe hepatotoxic
injury to virtually all of the hepatocytes as seen in
this | ow power photomni crograph.

The clinical features t hat are
characteristic of it and mark the severity of the
injury are highlighted by the alteration in nmentation.

No patients in the acute liver failure study group
that 1'm going to show you were admtted to the study
without having this <cardinal feature and w thout
havi ng sone degree of coagul opat hy.

Now, again, we're not talking about
patients with chronic |iver disease, with cirrhosis.
They have to have had an acute illness, and varying
definitions have been used: | ess than eight weeks,
| ess than 26 weeks.

But in nobst instances the acetam nophen
insult is Jless than a week in duration, wth

previously normal presuned at |east hepatic function.
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The interesting thing about acute |iver
failure is that you have a common clinical syndrone
which applies to virtually all cases, and the feature,
again, are the alternmentation, but also in many, if
not nost of them sone degree of brain swelling or
cerebral edena.

The background for this is that its
actually fortunately a very rare disease. There are
probably sonewhere around 1,000 to 2,000 cases per
year. This is a guesstimate, not based on our data,
but from previous N H consensus conferences related to
this.

And as a result, we fornmed the acute |iver
failure study group on the premse that nobst series
prior to our coming on line in 1998, nost series were
single center reports over ten or 14 years, as |'ll
show you in a nonent, and certainly nost centers, even
a major transplant center, will only see a handful of
cases of acute liver failure each year.

Simlarly, there's no viable treatnent for
all patients. W deliver pregnant wonen who have
acute liver failure. There is an antidote for
mushroom poi soning, and there's certainly use of N
acetyl cysteine for acetam nophen poisoning, but other

than that, there's no treatnent.
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So we were | ooking to develop a consortium
to do a treatnent trial for perhaps the non-
acet am nophen cases, and "1 talk about that
nonmentarily.

The early trials or the early registries

or series that were published had nortality rates over
90 percent even in these small, single center studies.
VW now, since about 1981, do transplantation. These
are the patients that have the highest listing in the
UNCS transplant list, but the question is how often do
they get transplanted and how effective is it.

So this is a group that | began setting up
in 1996 and 1997 initially with 14 academ c nedi cal
centers, all of whom preform transplants except one,
and we began coll ecting prospective data in 1998.

W now have 25 centers, and since the year
2000 began, a pediatric collaborative study of simlar
fashi on enploying 23 sites around the U. S.

W have two or three mssions. One is to
collect detailed prospective data and serum sanpl es on
cases neeting the criteria that | outlined before.

W are also doing an N acetylcysteine
trial for non-acetam nophen cases, not the topic
today, and we do nunerous ancillary studies relating

to etiology of the indetermnate group and various
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ot her aspects.

W have been funded initially by N DDK
with an RGB grant; then subsequently for the NAC tria
by the FDA O phan Products Program and we now have an
NIH ROL grant, which we are now starting the third
year thereof.

W collect data once informed consent is
obtained from next of kin since the patient is always
mentally altered. W collect prospective data on five
page case report forms shown here on adm ssion, and
then a subsequent case report form at the outcone,
that is, hospital discharge, transplant or death.

W are doing long-term followups, but
that's just in process now. But anyhow, when | talk
about outcones, such as transplantation and death,
we' |l be tal king about relatively short-term out cones.

Now, just to backtrack for a nonent, |
nmentioned sonme of the earlier studies prior to our
own. Here's a listing of five different studies prior
to 1998, and you notice that this study, which was
UT. Southwestern in really the pre-transplant ear,
had no acetam nophen cases, nostly Hepatitis A and B,
al t hough they weren't called that at the tine. It was
infectious and serum

In Rakela's study, which was a nulti-
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center study, again, in the '70s, no acetam nophen
cases. In Rakela's later Mayo dinic study, again,
over approxi mately nine years non acetam nophen cases.

And t hen the first appear ance of
acet am nophen cases in a registry is the study of
Shakil fromthe University of Pittsburgh, at that tine
t he biggest transplant center in the U S.

And, again, note that this is over a 12-
year period, and the total n of all cases was 177.
But in any event, 20 percent or 19 percent of the
cases were thought to be due to acetam nophen
toxicity.

Now, again, we haven't specified
accidental or suicidal in that study.

This was a retrospective study that ny
group did in trying to get funding, frankly, for that
first RC3 study. So | asked the 14 sites that were
invited to participate to collect two years of their
transpl ant dat abase registry regardi ng several things,
just very basic data: age, gender, presuned etiol ogy,
and out cone, and conma grade on adm ssi on.

And in that study there was 20 percent
acet am nophen toxicity listed as the primary cause by
the site investigator.

Now, this is the overall data from the
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prospective study, the going forward study from 1998.
Currently we are over 450 cases, but this is a
snapshot when we were at 395 cases, and you see that -
- and these are the nunbers here -- that in the
current study roughly 40 percent or 160 out of 395
appear to be related to acetam nophen toxicity.

By conparison, 49, or sonmething like 12
percent, are related to all other idiosyncratic drugs;

Hepatitis B down to about eight percent; Hepatitis B,

sonething like four or five percent, and so forth;
with a still indetermnate group of sonewhere around
18 percent.

Again, the snapshots have been take at
various tines. The largest series that we' ve exam ned
intensively has a smaller n of 308, and I'Il show nost
of the data that you'll see, such as this slide here,
reflects the n of 308, which was just slightly earlier
in our data collection.

Now, this slide shows the retrospective
study in orange that | nentioned a nonent ago, the
1994-96 transplant registry study conpared to our
prospective study in the light blue here. And you see
there are sone differences.

In gender the earlier study appeared to

have only 54 percent wonen, whereas the current study

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

41

has sonet hing around 73 percent fenal e preponderance.

In the earlier study there was 20 percent
acet am nophen. In the current prospective study,
there's 40 percent, and so forth.

There are mnor differences here. There's
few nunbers transplanted overall in the prospective
study, and greater spontaneous survivors.

The differences here, we believe, are due
to the differences in data collection. That is that
if you sinply collect from a transplant database, you
may exclude a lot of the acetam nophen cases. So to
collect all of the cases that have acute liver
failure, including ones that may not be considered for
transplant or listed for transplant, you will have a
|arger nunber of cases, and a nunber of the
acet am nophen cases will fall into that group

There are a nunber of reasons why
acet am nophen patients don't get listed for
transpl ant ati on. One is their general good outcone,
but another is the psychosocial mlieu surrounding
each case.

Now, this is a busy slide, but if you
concentrate just on the two |eft-hand col ums, you see
what the clinical picture is for a group of 120 cases.

This is, again, out of the overall n of 308. Again,
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for the acetam nophen cases, a high preponderance of
wonen, but note that there are nore wonen in the
idiosyncratic drugs and basically in all of the
categories of acute liver failure, and we don't
understand that, why that should be.

Notice the differences in these cases.
The length of illness is very short. One day of
jaundice preceding onset of encephal opathy versus
typically in the idiosyncratic drugs 12 days. The
degree of coma, the severity of the disease, if you
will, on hospital entry is equivalent betwen al
ranges, but note the very high amnotransferases,
whi ch Dr. Senior alluded to earlier versus |ower
am notransferases in the idiosyncratic group.

But notice also with a very short duration
of illness, low bilirubin here, much higher bilirubin
agai n indicating a nuch | onger disease duration.

Notice also the differences in the percent
transpl ant ed. Only six percent of the acetam nophen
cases got transplanted, 6.8 percent spontaneous
survival, for an overall survival of 73 percent.
Still a quarter of the patients with this condition
do die.

By contrast, nore than half of the

idiosyncratic drug cases need to be transplanted, and
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very |low spontaneous survival, and this, again,
reflects the overall picture prior to the transplant
era when nost patients with this condition went on to
di e.

Now, just to digress for one second,
around the world there's quite a difference in the
cases. Dr. Senior alluded to the United Kingdom where
in one study from King's College Hospital in the '90s
there was 73 percent acetam nophen or, as they say it,
par acet anol over doses.

And, again, these they claimare virtually

entirely suicidal overdoses.

Now, agai n, ' ve used t he term
"accidental ," and |'Il correct it to "unintentional"
versus "suicidal." Wen we talk about the cases that

I''m going to now show you two or three slides on, the
suicidal cases we define as having a history of a
single time point ingestion -- | think that's key --
with suicidal intent, whereas the unintentional cases
are multiple tinme point ingestions, typically have a
cause for pain identified, and deny suicidal intent.
Now, let me digress one nore nonent and
remnd you that this is, again, not the total universe
of patients that get admtted to the hospital wth

acet am nophen hepatotoxicity. W outlined this, and
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ot hers have, Madre and Sief and Zi mrerman, through the
'80s, and we did this study of a 40 nonth exam nation
of all the cases comng into Parkland Hospital that
had this as their main diagnosis.

And we cane up with, as it shows here, a
total of 71 cases admtted over 40 nonths wth
accidental or suicidal ingestions |eading to potenti al
or acconplished hepatotoxicity. Now, again, this is
not all getting to acute liver failure. Only a small
fraction of them woul d have reached that endpoint.

But clinically these <cases are very
different in that the accidental cases typically
present late, after 24 hours, whereas virtually all of
these suicidal cases are in the energency room within
four hours of the ingestion. They announced t hat
t hey' ve taken an overdose, and they're brought in, and
they get N-acetylcysteine quite early.

In that study, we saw a |ot of alcohol
abuse, particularly in the accidental or unintentional
group. Agai n, because they cone in late, they have
| ow acetam nophen levels versus the early presenting
sui ci dal cases.

The late presenting cases tended to have
hi gher am notransferase |evels, again, when you

consider all people entering, because as it shows
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here, only one in five of the suicidal cases ever got
an am notransferase |level greater than 1, 000. Thi s
shoul d be greater than.

Most patients in all categories receive N
acetylcysteine or at least at Parkland Hospital they
do, but the outcones are worse for these so-called
acci dental cases.

So nore of the accidental cases on a
percentage basis at |east get to the threshold of
acute liver failure.

Now, back to the current data. Wien we
had the 120 cases, to analyze this cohort separately,
we actually deleted at 12 because in each of the 12
there mght have been a concomtant issue, Herpes
Si npl ex i nfection, possi bl e i di osyncratic dr ug
reaction, and so forth.

So the 108 cases was our analysis of ones
that appeared to be purely related to acetam nophen
hepat ot oxi ci ty. Once again, you' ve seen sone of the
nunbers, 79 percent women. Al cohol use was 57
percent. Again, alcohol abuse in this group was only
19 percent.

What's new to us at |east was that nearly
40 percent were ingesting narcotic conbinations, that

i's, vicodan, percocet, and so forth, l|argely vicodan,
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by the way, and that these people were ingesting these
drugs for as long as two or three nonths, typically in
doses above those on the package | abel s.

And, again, sonehow the conputer has
changed these synbols. It's Mac versus PC here. This
should be dose greater than four grans per day, 69
percent; dose greater than ten grans per day, 32
per cent . Agai n, acetam nophen I|evel detectable on
adm ssion, 82 percent, greater than 50 mlligram per
liter acetam nophen | evel would be 42 percent.

Am not r ansf er ase greater t han 7, 000
international units nore than half of the cases, and
greater than 3,500 92 percent of the cases, and again,
this is creatinine greater than two, 52 percent; and
pH |l ess than 7.3, 17 percent. So not very nany of the
cases becone acidotic.

Now, again, we use this sanme criteria for
dividing the so-called accidental from the suicidal
cases. This does not add up to 108 because there were
five cases where we could not determne intent. |
you exam ne the suicidal and the accident cases, they
actually look quite simlar in terns of the dosing; a
little bit different in age in the accidental cases
bei ng ol der.

Interestingly they both have roughly the
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sane degree of antidepressant use reported, roughly
the sanme degree of al cohol use. This, again, is not
abuse but use.

A use of nore than one acetam nophen
conpound at the same time was quite common in the
uni nt enti onal over doses. Agai n, the narcotic
acet am nophen use was nore common in the unintentiona
over doses.

The am notransferase |evels on the whole
in this study, again, renmenber this is different from
the Parkland study. This is only people who reach the
threshold of  hepatic conmg, sonme degree. The
am notransferase |level was |low suggesting it's a
little bit nore subacute than these cases. The

creatinine was higher, and the overall survival is

simlar.

So | think once you reach the threshold of
acute liver failure, the cases, whether they're
unintentional or intentional, are quite simlar in

their characteristics.

What's the outcone? Basically for the
overal | study, again, the 308 patients | described, 43
percent survived without transplant. Only 29 percent
get transplanted, and this has partly to do with the

organ shortage in the US., and only 84 percent of
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t hem have short-term survival

Twent y- ei ght per cent die bef ore
transpl antation, some of them being listed, some of
them not being listed, and still the nbst common cause
of death in those who died wthout a graft was
acet am nophen hepatotoxicity, representing about ten
percent of the overall group and about 25 percent,
again, of the acetam nophen group

So in sunmmary, acet am nophen stil
accounts for about a third of all the deaths in this
series. It seens to be the nost common cause by far,
and possibly growing in the US. This estimate is
just a ballpark estimate of the nunber of cases, not
nunber of deaths. |It's very hard to get this data.

In our nost recent studi es, t he
relationship to alcohol abuse may be present in sone
cases, but it's arelatively small nunber. dinically
t he accidental and suicidal cases look simlar to each
ot her once they reach the threshol d of encephal opat hy.

And we still have relatively low nortality
in these cases, but nmany of them are not |isted for
transpl ant .

What | think is interesting perhaps is the
role of antidepressants, the role of narcotics

particularly as John alluded to, the build-up of
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dosing of six to 12 granms per day of narcotic plus
acet am nophen, and in these cases, we honestly don't
know what's goi ng on.

If they could tolerate, let's say, six or
eight grans per day of acetam nophen, then why did
they get sick on the day or two that they came in?

Again, repeated daily dosing and use of
multiple preparations is a problemin a small fraction
of cases, and in our pediatric series, about 20
percent of these cases are apparently acetam nophen
rel at ed.

Thank you very much.

CHAI RVAN CANTI LENA:  Thank you, Dr. Lee.

Qur next three speakers are also from FDA,
Dr. Nourjah, Dr. Ahnmad, and Dr. Karwoski .

DR NOURJAH: Good nor ni ng. M/ nane is
Parivash Nourjah, and I'mfrom Ofice of Drug Safety.

I'mthe first of three speakers today who
will talk about the safety analysis of acetam nophen
associ ated hepatotoxicity.

This is an overview of our presentations.
I will pr esent t he nat i onal estinmates of
acet am nophen associ ated overdose. Dr. Ahnmad wll
follow with a review of the literature and poison

control data. And Dr. Karwoski will conclude with a
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summary of FDA spontaneous reports of APAP associ ated
hepat ot oxi ci ty.

APAP associated hepatotoxicity has been
reported wth intentional overdose, unintentiona
overdose, or rarely as recomended doses.

The objective of ny talk is to present the
estimated nunber of overdoses associated wth APAP,
particularly related to unintentional overdoses.

Source of data. For ny analysis | wused
four national databases. First, the national hospital
anbul atory care survey, the energency departnent
conponent of this survey.

This is a probability survey sanpling of
visits nmade to energency departnent of non-federal,
general, and short stay hospitals in the U S.

Second, the national electronic injury
surveill ance system all injury program This survey
collects information on conceal nent product related
injuries treated in energency departnments of 60
sel ected hospitals.

Third, the national hospital discharge
survey. This is a probability survey sanpling of in-
patients' discharges from non-federal, short stay
hospitals in the U S.

And fourth, multiple cause of death files,
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a data file that contains information from death
certificates.

These f our files provi de nat i onal
esti mat es.

This slide summarizes ny findings from
anal yzing the nentioned databases. These groupi ngs
are independent of each other and represent annual
averages in the U S

Let me remnd you that these nunbers

repr esent over doses wi t hout any nment i on of
hepat ot oxi ci ty. Annually there were over 56,000
enmergency  depart nent visits, nore than 26, 000

hospitalizations, and 458 deaths associated w th APAP.

These nunbers represent both intentional
and wunintentional overdoses. The definition for
intentionality that are used for our analysis depend
on the data source. For the hospital discharge and
nortality data, | wused ICD9 code. APCP overdoses
were classified as intentional cases when they were
codes for suicides or overdoses due to other
substances, while unintentional cases were defined as
those with a code for accidental overdoses by APAP,
and there was no indication of suicide, overdose to
ot her substances, or depressive disorder.

For the energency departnent data, |

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

52

review comments field and classify intentional cases
as those with nmentions of suicide or suicide ideation,
and unintentional cases as those with nentions of
acci dental ingestion or therapeutic m suse.

Children less than six classified as
accidental ingestion unless it is stated ot herwi se.

This slide represents the nunber of
estimated cases of wunintentional overdoses. Agai n,
t hese groupings are independent from each other and
represent annual averages.

There wer e over 13, 000 ener gency
departnent visits, nore than 2,000 hospitalization
and 100 deat hs associ ated wi th APAP.

| attenpted to examne possible risk
factors associated with unintentional overdoses. \%Y
analysis was |imted because certain variables were
under reported or sinply not reported at all.

Additionally, the sanple size was too
smal| for exploring certain variabl es.

| was interested in exploring the age
distribution for APAP overdoses since it is known that
the nedication utilization varies by age and different
APAPs are available for different ages. | exam ned
the age distribution for cases in three databases to

see if there were differences for the age groups. I
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find that the age distribution varies by settings.

Young people were the highest percentage
of cases in the energency departnent and accounted for
23 percent of hospitalized cases and less than two
percent of deaths.

Chronic liver disease has been postul ated
to be one of the factors that increases the risk of
hepatotoxicity from APAP. Using the nultiple cause of
death database, | examned the presence of non-1Q
liver disease anobng those wth wunintentional and
intentional overdoses. | found that anong the
uni ntentional cases, 13 percent have chronic alcohol
liver disease, and 42 percent had sone other chronic
l'iver disease.

This finding suggests that chronic |iver
disease may be a risk factor for developing or
increasing severity of hepatotoxicity anong patients
experienci ng uni ntentional overdose.

This analysis nmay be limted because the
di agnostic information may be m sclassified. First,
if alcohol is not nentioned on the death certificate,
al cohol related liver disease nay be msclassified as
ot her chronic liver disease.

Al so, sone diseases nmay be acute, but

identify as chronic.

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

54

Second, sui ci dal cases may be
m scl assified as unintentional overdose to protect the
patient's famly froma stigna.

There may al so be detection bias because
the contributing cause of death may be investigated
nore with unintentional APAP overdoses than when the
cause of death is known to be suicide. Thus, liver
di seases may be reported nore often.

Finally, and potentially nmost inportantly,
deat h certificate i nf ormati on, such as t he
circunstances that led to death, for exanple, whether
it was an accidental overdose or the body system
injured, such an acute liver injury may not be
consistently reported, and thus there nmay Dbe
underesti mat ed of these vari abl es.

In conclusion, in this review of the
nunber of cases of APAP associ ated overdoses, | found
that children account for at |east 22 percent of the
hospitalized cases of unintentional overdoses.

Additionally, the observed association of

chronic l'iver disease wth uni nt ent i onal APAP
overdoses suggests that preexisting liver disease,
both in the presence and absence of alcohol, nay

increase the risk of severity of APAP associated

over doses.
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This is the end of ny talk, and |

i ntroduce Dr. Ahmad.

DR AHVAD. Good norning. The objectives
of ny presentation this norning are to identify case
trees (phonetic) of APAP associated hepatotoxicity in
published literature and to study the extent of APAP
associated fatalities reported to poison control
dat abase.

A MEDLI NE search was done to identify APAP
associ ated hepatotoxicity literature. The review was
restricted to USK series, which at |east ten cases
published in the US literature in the last ten
years. Eight publications were identified and four of
whi ch cases were collected exclusively of review of
hospital nedical charts and two case series, cases
that were obtained from hospital nedical charts plus
publ i shed cases.

And in one case series froma registry of
cases contri buted by hepat ol ogi st's and ot her
practitioners, and one exclusively from a consortium
of liver transplant centers.

The nunber of cases per series ranged from
47 to 73. Two were pediatric case series and the
remai ning six slightly adult case series.

CGender was reported in six case series,
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and there was a preponderance of fenales.

O the eight case series intentionality
was mentioned in five. This slide gives the dose
range in these five studies. In three of these
studies, there were cases where APAP was ingested at
recommended dose, that is, four granms per day or |ess.

In the Johnson case series, there were
nine, or 17 percent of cases, who ingested APAP at
four grans per day or |ess. The mean dose ingested
ranged from 1.3 to four grans per day. Al of these
nine cases had a history of alcohol use. The age
range, from 27 to 58 years. There were six nmales and
three fenal es. Days of use ranged from one to seven
days.

Now, let me say a few words about the one
case which ingested a nmean dose of 1.3 grans per day
of APAP. This was a 47 year old nmale who ingested a
nmean dose of 1.3 grans per day for two days to treat
al cohol w thdrawal synptons and di ed.

In the Schiodt case series, there were
three of 14 person cases in the unintentional group
who ingested four granms per day or |ess of APAP. All
of these cases were possibly related to fasting and/or
al cohol use.

In the Zi mmerman case series there were 27
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of 40 person cases who took APAP at recommended dose.

In addition, there were 13 of 20 person cases who
t ook APAP between 4.1 to six grans per day. Al of
t hese were regul ar al cohol users.

In the Witconb case study, there were
three cases who ingested APAP at or slightly above the
recommended dose. APAP dose was ingested between 3.5
to five grans per day in one case and four to six
grans per day in tw cases. One case had a history of
recent fasting, and the other two had a history of
both fasting and al cohol use.

In the Broughan case study, there were no
cases that ingested APAP at recommended dose.

This slide conpares these outcomes and
deaths in the unintentional and intentional groups.
These outcones were defined as hepatic conm, acute
liver failure, and liver transplant. You will notice
that there were a high nunber of deaths and serious
out conmes reported in the unintentional group.

In other words, in two case series where
intentionality was noted nore severe hepatotoxicity
evidence by severe liver injury, higher transam nase
| evels, longer Ilengths of hospital stay, and nore
deat hs were seen anong unintentional cases conpared to

i ntentional group.
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Now | would like to search case and
describe data from Poison Control Centers. Tests or
toxi c exposure surveillance system is the poisoning
dat abase of American association of Poison Control
Centers, and currently has a repository of over 27
mllion human poison exposures reported by over 60
participating Poison Control Centers covering over 90
percent of U.S. popul ation.

W reviewed annual reports from 1995 to
1999 and included only cases that |isted APAP as the
primary first agent. APAP is the |eading cause of
poisoning in tests. In 1999, APAP related calls
represented ten percent of all calls to Poison Contro
Cent ers.

There was a slight decrease in calls from
111,000 in 1995 to 108,000 in 1999. In 1999, nearly
50 percent of calls were treatnent and health care
facilities and two percent of calls had najor effect,
that is, the signs or synptons occurring as a result
of APAP exposure were life threatening or resulted in
significant disability, and nore than half the calls
i nvol ved children and adol escents.

O all APAP related calls in children
under six years of age which represented about 40, 000

calls, 22 percent of these occurred in children who
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i ngested adult fornulations of APAP.

In 1995, overall APAP related fatalities
were at least 76, and this increased dramatically to
141 in 1991. APAP is the |eading pharnmaceutical agent
associated with deaths in tests and represented about
60 percent of all deaths that were reported to tests
in 1999.

This slide gives a breakdown of the
intentionality anmong 141 APAP related fatalities in
1999. Si xty-five percent of the cases were suicida
and 30 percent of the cases were unintentional.

e i ncl uded t her apeuti c error
uni ntenti onal , unknown, i ntentional m suse, and
adverse drug reaction in the unintentional group.

W included intentional msuse since these
were not classified as suicides and assuned likely to
represent individuals who ingested excessive APAP with
t herapeutic intent.

This slide describes the nunber and types
of APAP  fornulations that were associated in
unintentional fatalities. Sixty-five percent of
deaths occurred in individuals who took single
i ngredi ent APAP product which are available over the
counter. Ni ne percent deaths occurred in individuals

who took prescription APAP product, and 26 percent
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occurred in individuals who took nultiple APAP
products simultaneously, which included an OIC plus
prescription, t wo prescription product s, t wo
prescriptions and an OIC, and two OTC products.

The current limtations of tests. Under
reporting may be extensive. Serious cases may (o
directly to emergency departnent and nmay not be
captured by poison control centers. Chronic users nmay
not be captured by poison control centers.

In conclusion, there are a snmall nunber of
published cases of APAP related toxicity at
reconmended dose, some of which occurred in the
setting of alcohol use and of fasting. Unintentiona
cases are associated with nore serious outcones,
i ncludi ng death, conpared with intentional cases.

Use of adult fornmulations of APAP in
children under six years of age accounted for 22
percent of APAP rel ated calls.

And finally, anong uni ntenti ona
fatalities, 26 percent were due to use of nore than
one APAP product simultaneously.

Now, let ne introduce you to Dr. Karwoski
who wll summarize spontaneous reports of APAP
associ ated hepatotoxicity seen in AERs.

Thank you.
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DR KARWSKI: Good norning. M objective

is to describe the ~circunstances that led to
hepatotoxicity in individuals who ingested one or nore
APAP cont ai ni ng products.

The review was of spontaneous reports in
the adverse event reporting system and our focus was
on cases Wwi thout apparent suicidal intent.

Qur criteria included U S. cases received
by the FDA between January 1998 to July of 2001.
Cases reported at |east one APAP containing product as
suspect resulting in hepatotoxicity. Cases w thout
apparent suicidal intent were included in our review

O 633 reports, 43 were duplicates and 283
were excluded for various reasons, primarily for
sui ci dal ingestion.

W ultimately reviewed 307 cases of which
25 were pediatric and 282 were adults greater than 12
years of age. These will be summari zed separately.

Anong pediatric patients, the ages range
from less than one day old to eight years. Mal es
represented about 70 percent of the cases that
reported gender infornmation.

Fifteen of the 25 cases were categorized
with severe |ife threatening liver injury. O these,

ten died. Twenty-one of the 25 <children were
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hospitalized, and two were seen in an energency
depart nent.

The mlligram per kilogram per day dose
was estimated based on reported daily doses and
weight, and ranged from 106 to 375 mlligrans per
kil ogram per day. This information could only be
estimated in ten cases.

The recomended pediatric dose is 75
mlligrans per kil ogram per day.

Most of the children were receiving only
one OTC APAP containing product. Single ingredient or
an unspecified APAP product was nost commonly
reported. O the single ingredient products, the
concentrated drops were reportedly used in seven
cases.

Medi cation errors leading to overdose and
hepatotoxicity was noted in 20 cases. |In sonme cases,
nore than one error was possible. Errors related to
pr oduct conf usi on i ncl ude use of t he W ong
formulation, such as the use of the concentrated drops
instead of the children's APAP formnul ation.

The concentrated drops are three tinmes as
concentrated as the children's APAP.

In four cases they described the use of an

i ncorrect neasuring device, such as using teaspoonfuls
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Five cases reported msinterpretation of

dosi ng guidelines on the |abel or instruction provided

by a health care provider. Use of nore than one APAP

contai ning product may have been a factor in three

cases, and there were other cases

easi|ly be categorized.

that could not

Factors leading to hepatotoxicity were

unknown in five cases.

Additional possible contributing factors

were noted in ten cases. Co-suspect nedi cation use

was reported in six, and possible
di sease was reported in four cases.

O the adult patients,

underlying |iver

the ages ranged

from1l5 to 85 years. Fenales represented just over 60

percent of the cases reviewed. One hundred sixty-nine

cases were categorized with severe

life threatening

[iver injury. O these 124 died, and seven required

liver transplant. Two  hundred

patients were hospitalized.

and twenty-nine

W used the indication for use or

di agnosis for use as a surrogate for

One hundred and ninety-ni ne cases,

intentionality.

or 71 percent of

the adult cases, reported using an APAP product for a

therapeutic indication, primarily analgesia. In 74
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cases, the indication for use was unknown, and nine
cases reported abuse of an APAP product containing a
narcoti c.

One hundred and 38 cases listed an
unspeci fied APAP product. It is unknown whether these
were single ingredient or conbination products that
were either OIC or Rx<. One hundred and twenty-two, or
33 percent of all cases, reported the use of an Rx
conbi nati on product with a narcotic, and an OTC single
i ngredi ent product was listed in 76 cases.

Were the dosage strength was known, 500
mlligrans was reported nost often. Approximtely 25
percent of all individuals took nore than one APAP
product, and if nore than one product was reported, it
nore often included the use of an Rx product with a
narcotic in conbination with an OTC product.

The daily dose was estimated in 132 cases.

| f a dose range was provided, the mdpoint was used,
and if the strength was unknown, a 500 mlligram dose
was used.

O all cases in which the dose was
estimated, the nean and nedi an dose was six and a half
and five grams, respectively, but ranged from 650
mlligranms to 30 grans per day. This was across all

| evel s of severity of hepatotoxicity.
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Sixty-five of the 132 had severe |liver
injury, and their nean and nedian dose was slightly
higher, at 7.1 and six grans, respectively. Twent y-
three of these reported using less than or equal to
four granms per day, which is the recommended dose.

I ndi vidual s that use nore than one APAP
product also reported higher doses. In 43 cases,
there was qualitative dosing information provided,
wor di ng such as excessive use or excessive doses. O
t hese, two thirds suggested that greater than
recommended doses were used, and in 107 cases, there
was no dosing information.

Al cohol use is not a standard field that
is collected in the AER system So concl usi ons about
this variable nust be nmade with caution since the
information may vary with reporter.

Al cohol use was reported in 116 cases
These were broadly described as al coholism or al cohol
abuse in 64 cases, regular, daily, or noderate use in
23 cases, occasional use in ten cases, previous use in
six, and 13 did not provide a description.

Eighty-six of the 116 al cohol users
devel oped severe liver injury. For those that
provi ded dose information, the nean dose was |ower for

users versus those that did not report al cohol use.
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In the table, the first row shows the nean
dose of patients with an al cohol history versus those
with no history. This is anmong all cases that
reported dosing information.

The second row shows these doses in
patients that devel op severe liver injury.

A history of liver disease or possible
underlying liver disease was reported in 70 cases. At
| east 20 were reportedly due to al cohol. Twenty-three
reported a history of possible viral hepatitis.
Forty-nine of the 70 cases developed severe |iver
injury.

And, again, the nean and nedian dose for
those patients with liver disease was |ower conpared
to those that did not report liver disease.

The table that's simlar to the previous
slide wth the first dose shows the nean dose of
patients with liver disease versus those wth no
disease, and this is anong all cases that reported
dosi ng information.

And the second row, again, shows these
doses in patients with severe liver disease.

Co- suspect nedication use was reported in

93 cases. Sixty-three of these were |abeled for
hepat ot oxi ci ty. Information regarding fasting or
S A G CORP.
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mal nutrition is often not captured, but we did note a
smal | nunber of cases that reported nmalnutrition or
decreased PO i nt ake.

|'m going to go back to the 23 cases of
severe liver injury that reported doses of |ess than
or equal to four grans. Anong these 23 cases, 18
reported risk factors. El even reported nore than one
risk factor. Fifteen had a history of alcohol use.
In ten they were described as alcoholism or alcohol
abuse.

However, there were five that reported
regul ar or occasional use. Thirteen reported |iver
probl ens, including alcoholic liver disease and four
viral hepatitis in four case and five others reported
ot her abnormalities. Three reported poor nutritiona
st at us.

The circunstances were unclear in five
cases with no reported risk factors. O her possible
contributors in two of the five cases were concomtant
use of phenytoin and possible sepsis in two.

There are sone |limtations to the data
|'ve presented today. Dosing information may be
unreliable. APAP products are generally taken on an
as needed basis, and so the actual dose ingested can

be difficult to ascertain.
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There is no certainty that all of the
adult cases were unintentional. There nay be a stigma
associated with reporting suicide and, thus, cases nay
be reported as unintentional when they are actually
i ntentional

For all spontaneous reporting systens
there is no certainty that the drug caused the event.

W lack an accurate nunmerator and denom nator.
Therefore, incidence rates cannot be determ ned, and
spontaneous reports are subject to under reporting
with only one to ten percent of adverse events
reported to the FDA. This may be nore significant for
OrC products.

In conclusion, our review of the AERs
cases identified circunstances that Ilikely let to
hepat ot oxi ci ty. Errors related to product confusion
were nostly observed in pediatric cases, and these
errors primarily relate to confusion over varying
product formulations and strengths and wuse of
i nappropri ate neasuring devi ces.

Many adults were taking too nmuch APAP, and
in sone cases, use of nultiple APAP containing
products likely contributed to hepatotoxicity.

Ri sk factors such as al cohol use or |iver

disease were also identified and nmay Ilower an
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i ndividual's threshold for APAP hepatotoxicity.

Questions remain that were not answered by
ny analysis. Do user |ack know edge of the potential
for hepatotoxicity when wusing an APAP containing
pr oduct ?

Do users | ack know edge of the synptons of
hepat ot oxi ci ty? A lack of know edge may lead to a
delay in nedical treatnent.

Wat is the role of malnutrition and
fasting?

What is the contribution of concomtant
hepat ot oxi ¢ nedi cati on?

And finally, what additional factors place
a small nunmber of individuals at risk for severe
hepatotoxicity at or slightly greater recomended
doses?

The Ofice of Drug Safety Analyses from
all three presentations have shown that unintentiona
APAP associ ated overdoses have been associated with a
| arge nunber of energency departnment and hospital
adm ssions and an estimated 100 deaths each year.
Uni nt enti onal APAP associ at ed over doses are
prevent abl e.

Using a nunber of data sources, our

anal yses have shown that circunstances |eading to APAP
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hepatotoxicity are nulti-factorial. APAP is present
in multiple prescription and OIC products.

Additionally, these products are avail able
i n nunerous strengths.

Gven the observation that a nunber of
cases have occurred from multiple product use and
overuse, there is likely to be a lack of know edge
about the safe use of APAP.

Qur review of the nultiple data sources
presented today identify alcohol, wunderlying Iiver
di sease, and fasting as risk factors that may [|ower
the potential for hepatotoxicity with APAP

W believe that a variety of risk
managenment and communication interventions should be
considered to address unintentional APAP associ ated
overdoses | eading to hepatotoxicity.

Thank you.

CHAI RVAN CANTI LENA: Cay. Thank vyou,
speakers fromthe FDA

We now have an opportunity to question the
speakers from the FDA, and while you're getting ready
with your questions, | would actually like to ask the
first one to Dr. Lee, and actually it's really asking
for a coimment or even to get you to speculate for us

why four fifths of the individuals are fermale, you
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know, in your group.

DR LEE: The question was why are so many
of the cases that we see wonen. | don't think we have
an idea whether it's nore frequently turning to a pain
reliever, and | think there is sone NHANES data that
suggest that wonen nore commonly wll use pain
relievers than nen overall in the U S,

But you notice that there was a higher
i ncidence of wonen in all the categories. So there
may be some intrinsic difference in dosing or in
nmet abolismin wonmen. | honestly don't know.

CHAI RVAN CANTI LENA: Ckay, and then if |
could just perhaps ask Dr. WAatkins to coment on the
issue of, you know, gender effects with the SIP
enzynes.

DR WATKI NS: There are well recognized
sex differences in drug netabolism in rodents, but
consensus, | believe, is in man that differences are
very small if they exist at all.

There are certain exanples of enzynes
where you can neke a good argunent that there are
differences in netabolism but in the enzynmes that are
rel evant to acetam nophen netabolism to nmy know edge,
there is no data suggesting sex differences, for

i nstance, in Cytochrone P450-2E1, for instance.
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Now, there are other people, such as
Al astair Wod who have considerabl e experience in this
area and mght al so have a coment.

DR WD No, | think that's right. Paul
sunmarized it reasonably.

CHAI RVAN CANTI LENA: Ckay. Dr. Katz, do
you have a question for Dr. Lee?

DR KATZ: yes, thank you, and this could

equally well go to any of the FDA folks.

I'm struggling with t he i ssue of
association versus causality and the acute Iliver
failure data and in the other data as well, and

obvi ousl y acet am nophen exposure is ubiquitous in our
soci ety. Exposure to conbination opioid products
contai ning acetam nophen is also ubiquitous in our
soci ety.

And |I'm wondering how you dealt with the
i ssue of associ ati on ver sus causati on with
acet am nophen and liver failure.

DR LEE Sur e. | think this is a hard
problem and | should point out | didn't have a
l[imtation slide, as nost of the FDA speakers did, but
you have to renenber that these patients are all
altered nmentally when they enter our study.

Now, we're getting historical information
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It is a prospective study. So our investigators are
usually on the scene, but there may be other
information that could have been garnered from the
referring hospital, and many of our cases are --
sonmething |ike 82 percent are referred in from anot her
hospi tal .

So the primary data, in part, is from
famly and part is from patient if they're still
awake, and then part is fromreferring hospitals.

| would say we have three main criteria.
One is history of an ingestion of nore than four grans
per day, and that was fulfilled by, | think, sonething
like 92 percent of the cases.

Presence of an acetam nophen level clearly
doesn't necessarily inply hepatotoxicity, but if there
is hepatotoxicity and there is any acetam nophen in
the system t hat is certainly suggestive, and
acet am nophen |evel s being absent doesn't exclude it,
but sonmething like 69 percent of our cases had an
acet am nophen | evel, and 52 percent had | think it was
-- had greater than 50 grans.

So actually docunenting acetam nophen in
the system is nunber two, but nunber three is the
presence of very high amno transferase levels, and

this, although it's not exclusively limted to
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acet am nophen, it's very characteristic as | think you
coul d see.

Certainly there is some overlap with vira
hepatitis, but in virtually all of the cases, there
was screening out, you know, by routine hepatitis
serol ogi es.

So high amino transferase |evels, presence
of acetam nophen, presence of history of nore than
four granms is the best we can do. Mst of our cases,
by the way, would have all three; not necessarily all
of them t hough

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. Uden

DR UDEN For Dr. Lee also.

In one of vyour slides, you had that
there's a 68 percent spontaneous survival w thout
treat nent. Does that nean that those people survived
without Iliver transplants or how nmany of those
i ndividuals received Nacetylcysteine and were real
spont aneous?

DR LEE: Yeah. WMaybe that's a poor word.

W mean survival wthout transplantation, but again,
all of them would have reached the threshold of having
hepatic encephal opathy and coagulopathy and then

recovered. And sonething |ike 80 percent or so would
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have received NAC, but not all of them

DR UDEN: Ckay. And excuse ne, M.
Chai r man

And on your summary slide you said 35
percent were receiving antidepressants and 38 percent
were receiving narcotics in your series. How nany
were receiving both, and how many were receiving
ei ther one individually?

DR LEE | can probe into that, but I
don't have it right avail able.

DR UDEN. Thank you.

DR LEE: Thanks.

CHAI RVAN CANTI LENA:  Dr. Brass.

DR BRASS: Cay. | have a question for
Dr. Seni or

As | think about the basis for risk
associated with the ingestion of a given dose of
acet am nophen, it seens that two nmajor host
determ nates would be what percentage of the ingested
dose wll be netabolized by 2E1 and to the
stoichionetric availability of glutathione to deal
with the generated netabolites.

And it's the second that I'd like to probe
just a little bit with you. Specifically, are there

any data in man as to the wvariability in the
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gl ut at hi one content of the liver per gramof |iver?

And how predictable is that, as well as
the relationship between liver weight and body weight
and, therefore, the glutathione content for an
i ndi vi dual ?

So we do not dose acetam nophen per
ki | ogram So the effective dose in a 50 Kkilogram
person versus a 100 kilogram person mght be very
different if the anount of glutathione available for
detoxification scal es by body weight.

So could you just comment a little bit on
gl ut at hi one content in human |liver?

DR SEN OR Yeah. These are excellent
guestions and very pertinent to the problem and really
deals with a ot of the previous questions.

Wiat data are available in man? Very,
very few on these points that you raise so
pertinently. In searching the literature, there are
hundreds of papers on acetam nophen netabolism on
acet am nophen absorption. There are scores of papers
on glucuronidation, on sulfation, on glutathione
conjugation, but very few, very, very few of those
papers, only a handful, give data on individua
peopl e.

What they give is nmeans of groups, and
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what we're concerned about is that sone people my
lack glutathione stores in the liver, but we don't
know it. How would you find out?

Wll, you d have to do an awful [lot of
liver biopsies or sonmething in order to find out, and
that just hasn't been done.

Recal|l that this drug, acetam nophen, was
approved before there was even a requirenment to show
efficacy so that there were never any really properly
dose ranging studies done for safety purposes. And
t he nmethods and techniques available in 1950 were very
[imted.

Now, there are sonme new techniques com ng
avai | abl e now, sonething called metabonom cs, which is
an anal ysis of netabolites, which can be done on very
smal | sanples of urine and serum and bl ood or plasna.

And we hope that we can find out sonmething to answer
sone of your questions.

The Kkey question is how much of the
reactive internediate is formed and is not conjugated
to a harmess glutathione nercaptide. It's the
unconjugated, freely reactable NAPQ, this reactive
internediate, that does the damage, and the best
estimates that were made by Kritchley and Prescott

were that there's a huge interindividual variation,
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but we don't really have good data in humans.

DR BRASS. Wll, for exanple, it's often
said that the issue with alcoholics is both induction
of 2E1 and depletion of glutathione stores. Do we
know in man; are there any data as to how nuch al coho

it takes to lower glutathione and how nuch it |owers

it?

DR SEN OR Only anecdotal ly. W don't
have any really systematic studi es in man
unfortunately. There are sone studies. Dr. Watkins
and Dr. Slattery, | think, did sone studies on giving

a rather large single dose of alcohol to naive
subj ects and showed that there was a nodest induction
of about 20 percent.

But that isn't the way nost people drink.

Most people nmay take two or three drinks a day over a

| ong period of tine and thereby may be inducing over a
long period of tine rather than just over one six-hour
peri od of adm nistration.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. D Agosti no.

DR D AGOSTI NO | have a couple of
guestions | think are directed to Dr. Lee and sone of
t he FDA individual s.

You all admt quite readily the weaknesses
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of the databases. So | have two questions that |'m

trying to grapple that mght give ne sone nore

i nsi ght.

A nunber of you nentioned or showed
conpari sons bet ween t he sui ci dal and t he
uni ntenti onal . Is there some insight |'m supposed to

gat her by those type of conparisons, nunber one?

And, nunber t wo, on the different
dat abases, could you just review again how you get
your final data from those who die in terns of what
they actually did take?

DR LEE  Yeah, I'm not sure | can answer
the second one. |'mnot sure what you're driving at.

But the answer to the first one is --
could you rephrase the question? | got stuck on the
second.

DR D AGOSTI NO You gave conparisons
bet ween the suicidal --

DR LEE  Ckay.

DR D AGCSTINO -- and the unintentional.

DR LEE: Right, right.

DR D AGCSTINO And I'mtrying to grapple
with the notion.

DR LEE: Right.

DR D AGOSTI NO Wat am | to gain from
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t hose conpari sons?

DR LEE Ckay. | think the difference
from let's say, the Parkland study, for exanple, is
that the unintentional cases, not realizing they've
done sonething in error, do not conme in in a tinmely
fashion and, therefore, don't get NAC early and tend
to have nore severe injury. That is, they tend to
have a worse outcone overall, in the overall universe
of these kind of patients.

There's nmany, many nore patients that cone
in very early, suicidal intent, don't even raise their
am notransferase |evels. However, of the suicidal
cases that reach the level of acute liver failure,
they | ook identical to the accidental cases.

But | think the point is the disease
sneaks up on the so-called unintentional or accidental
cases.

DR D AGOSTINO  Yeah, I'mnot sure | know
how to nmake great inferences about the conparisons. |
just wonder if all of the suicidals are very
successful. You don't see many of them and you don't
know what they took.

The other question about the nortality, |
mean, there is the causality that's going on that

we're trying to grapple wth. If a person dies, you
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mght list everything that they ever have in their

drug chest and every

ot her thing. So could you just

go over again how we tied the actual drug intake to

the nortality to get that information?

DR NOURJAH: The nortality data, | go

with the coding, whatever the death slide tells ne.

They coded for acetam nophen. There is a code

specifically. | for
docunent, which when
code primarily exclus
ot her drugs.

But for

got the nane. | have it in ny
we look at it, that drug, that

ively includes acetam nophen, not

other classifications, for other

ICD-9 or E codes | have, they are very general. They

include so many different drugs into one class. So |

don't know exactly what specific nedication they use

for overdose, but |

ot her cl ass of drugs.

know they have overdoses wth

DR D AGCSTINO But on these spontaneous,

is it they get the information upon arrival? | nean,

is there later revi ew?

You know,

if they run to the energency

departnent, is that where the information is gathered?

DR NOURJ

AH: For ?

DR D AGOSTI NG For any of the databases.

DR, NOURJAH  For any of the database --
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DR D AGOSTINO | just don't have a sense

of how extensive especially with the nortality cases,
how extensive and conplete, over conplete the data
gathering is.

DR NCURJ AH: Vel |, we know that
certificate is not very conplete. What ever the
certifier put on the death certificate, we go wth
that. They may not put all the nedication or not at
all in sone cases.

Now, whatever the list of the medications
was and how they do coding | do not know exactly, but
| know they have overdose to other nedications besides
acet am nophen. That's the only thing | know.

And you asked why we did conparison. The
reason | conpared, to look at, to see what risk
factors that these intentional -- the accidental have
conpared to intentional because we know that
intentional or associated deaths, it's related to
maj or over dose. They take so nmany nedications, so
many dose of acetam nophen. W know t hat.

But for unintentional we don't know
anything, and we want to know what l|eads to that
hepatotoxicity or death. W don't really know they' ve
got hepatotoxicity or not. What we know, it is on

death certificate a nention of accidental overdose to
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APAP.  And we wanted to know what |eads themto death.

What other risk factors was nentioned on death that
| ed themto death?

DR D AGOSTI NG  Thank you.

CHAI RVAN CANTI LENA:  Dr. Cryer, please.

DR CRYER This question is also for Dr.
Lee.

In the database review by several of the
FDA revi ewers, underlying chronic Iliver disease
surfaced as a potential risk factor for acetam nophen
rel ated hepatotoxicity, and this certainly caught ny
attention because ny assessnent of the previous
l[iterature was that chronic liver disease -- it
certainly wasn't conclusive that that was related to
acet am nophen hepatotoxicity.

So ny question is: based upon your
dat abase review or based upon your studies, did that
surface chronic liver disease as a risk factor and
what's your assessnent of chronic |iver disease as
being a potential risk factor?

DR LEE W have very little data about

that, Byron, because we basically exclude those cases

fromfurther consideration. |In other words, we try to

elimnate acut e, nonchroni c cirrhosis with

superi nposed acet am nophen toxicity. That's kind of
S A G CORP.
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our basic criteria.

Not to say that there might not be sone
cases that didn't have cirrhosis, where they didn't
know -- the patient didn't know they had Hepatitis C
bef orehand, and we certainly do screening, and we w ||
occasionally pick up Hepatitis C antibody, but | would
say it's a very Ilow nunber because our site
investigators are already excluding these people from
t he begi nni ng.

DR CRYER Wll, can you give ne your
assessnment then just about the possibility or the
feasibility of that association, not specifically
based on your experience?

DR LEE ['m not sure | can. | think
it's possible that there's an effect, but every one of
the hepatologists in the roomis probably still using
acetam nophen in chronic Hepatitis C patients for
synptons related to interferon therapy. So | don't
think we're excluding people wth chronic liver
di sease from using any acetam nophen at this point
certainly.

| hadn't focused in on that, again,
because we've tried to separate out and only consider
t he people that have an acute probl em

CHAI RVAN CANTI LENA:  Dr. Cush.
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DR CUSH Dr. Lee, | also have a
guesti on. In one of your slides where you | ooked at
acute l'iver failure patients, you showed

antidepressants as a risk factor in about a third of
the patients.

DR LEE  Yes.

DR CUSH Can you explain that or do you
think that's a surrogate marker for nmaybe sonme other
behavi ors that may have put themon your |ist?

And did you see a use as a predictive
factor in the Parkland study?

DR LEE: Yes. There seened to be less in
the Parkland study in our unintentional or accidenta
group, although | don't have the nunber right
avai |l able. W were surprised by that, but | think if
you reflect on the group of individuals, many of them
again having chronic pain, low back pain, they are
often seen in a pain managenent clinic and would be
given antidepressants as adjunctive therapy. That's
ny assunption.

But to exclude the likelihood that a few
of them or sone of them even have occult suicide
ingestions | can't say. And, again, this group nmay be
havi ng a chronic pain problem and then take a suicida

overdose, which mght explain, you know, the abrupt
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onset of a problem when they seem to have been

tolerating four granms or six or eight or ten grans a

day.

CHAI RVAN CANTI LENA:  Dr. Wbod.

DR WOOD: Yeah, this is both a question
| guess, back to Eric's coment from earlier. It

seens to ne there are three major factors associated
wi th acetam nophen hepatotoxicity. One is the dose or
concentration that the patient is exposed to. A
second one is the amount of drug going down the
potentially toxic pathway, which is nediated by 2E1,
and the third factor, | guess, is the extent of the
gl ut at hi one stores that the individual has.

And part of the question about the
i ntentional/nonintentional is an attenpt to convert, |
suppose, the continuous variable of dose into sone
di scontinuous variable which my or my not be
appropri at e.

It seens to ne, however, that we all got
very confortable extrapolating from other situations
in which we induce or inhibit drug netabolizing
enzyne. You know, we label drugs if they're
netabolized by a CYP3A as being lightly to be
interfered wth by other agents that inhibit or induce

3A, and we do that in a fairly confident fashion
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W know a | ot about the things that induce
2E1, and all of the animal data points to induction of
2E1 as being an inportant risk factor for toxicity.
It seens extraordinarily inprobable that induction of
2E1 in people, given all the information we have,
woul d not also be a risk factor for toxicity.

So | don't see there's a nmajor distinction
between | abeling for induction of 2E1 for toxicity as
acetam nophen as being any different from | abeling
frominhibition of 3A, which do every day of the week
al nost .

Going to the glutathione stores is harder.

Intuitively, in animal studies there's plenty of data
to show that depletion of glutathione increases
toxicity of drugs, such as acetam nophen, that are
normal |y detoxified by binding to glutathione.

It's pr obabl y al so reasonabl e and
relatively low risk in terms of labeling to say that
i ndi vidual s whose gl utathione stores were in sonme way
depleted are at increased risk. | don't have data to
support that, | guess, but doing that experinent would
be hard to do. But it seens an extraordinary |ow risk
| abel i ng i ssue.

But the focus | think, the major focus,

shoul d be on deciding whether we're going to | abel for
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factors that induce 2E1 and identifying in a broad
fashion what these are. There may be other enzynes
that also contribute, but 2E1 certainly seens a najor
contributor.

CHAl RVAN CANTI LENA:  Dr. d app.

DR CLAPP: My question is for Dr.
Kar woski .

I'd like to ask whether in your review of
the pediatric literature on acetam nophen toxicity,
whether or not you were able to ascertain if there
were any cases of nortality or norbidity along the
lines of <children over 12 taking adult doses of
acet am nophen, at a four gram per day nmaxi num who are
| ess than 40 Kil ograns. If you had |ightweight 12
year old children taking appropriate doses along the
labeling that could result in toxicity of 130
mlligranms a day or nore.

DR KARWSKI: W didn't have any of those
speci fic cases today. The ol dest anong the pediatric
was eight years old. There was one case that was
actually summarized in the adults of a 19 year old who
was only 26 kilograns and received a dose of 600
mlligrans Q six hours and devel oped hepatotoxicity.
This particular wonan was al so on tegretol, which they

t hought there mght have been sonme sort of drug
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interaction there that resulted in her having an
i ncreased susceptibility to APAP toxicity.

But, no, our nedication error staff have
actually reviewed other databases or data sources
wher e t here wasn' t necessarily hepatotoxi city
associated with it, and they did find a nunber of
times where adult formulations were given to children,
but in many of those cases there wasn't a toxicity
associated with it.

CHAI RVAN CANTI LENA:  Dr. Johnson

DR JOHNSON: | have a question for Dr.
Lee.

In one of your slides you describe that 38
percent of the unintentional patients were taking a
narcotic conbination, and |I'm wondering if you have
data on whether the high doses of acetam nophen were
the result of taking the conbination product plus
over -t he-count er acetam nophen or was really sort of a
si de consequence of abuse of the narcotic product.

DR LEE: | don't have that specific data.

| think the majority of them were nore abuse of the
product, in other words, taking a daily dose that was
in excess of four grans, but there nmay have been -- |
just don't renenber offhand how many were actually

doubl e use i ndivi dual s.
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CHAI RVAN CANTI LENA:  Dr. Day.

DR DAY: | have a question for Dr.
Kar woski .

In the overall summary from the Ofice of
Drug Safety, three broad classes of factors were
cited, factors concerned with the product itself, with
know edge, and with risk factors, and we've heard a
ot this norning about the product and about the risk
factors.

And can you coment on the know edge
conponent, specifically the availability of research
studies on prior know edge about potential toxicity
and also any | abel conprehension studies which speak
to this issue, and in both consuners and health care
provi ders?

DR KARWSKI: |I'mnot going to be able to
coment on that. ['m not aware of that. ' m not
sure. Sonebody else from the OIC Division mght be
awar e.

CHAI RVAN CANTI LENA: Yeah, | think we'll
have an opportunity this afternoon to tal k about that
alittle bit.

Ckay, and Dr. Alfano.

DR ALFANO M questions is for Dr. Lee.

Dr. Lee, you ve assenbled an admrable
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network of study sites and are doing prospective work
in this area. | think it's the only such database
we've heard from and it may explain why the bul k of
t he questions have been directed to you today.

In his introductory remarks, Dr. Ganley
indicated that the FDA has not had access to this
dat a. Since your studies are ongoing and since this
problem clearly wll need to be evaluated on an
ongoi ng basis, ny question is: is it your intention
to make this data avail able, raw data avail abl e?

DR LEE: Yes.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Two nore questions. Dr. Katz, did you
have one? And then Dr. Uden, and then we'll cl ose.

DR KATZ: Thanks.

| just wanted to follow up on the issue of
causality for anybody who'd care to answer. It seens
like from a fundanmental epidem ological standpoint
we're a long way from deducing causality fromthe data
that we've seen, which was just really associations.
And one would normally think of doing at |east a case
control study where you try to get around the issue of
t hat when people get sick, they start to take whatever
is in their medicine chest.

And one could easily see that iif vyou
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devel oped any painful illness, neningitis or what have
you, they'd start to take whatever was in your
cabi net .

So I wonder if anybody is aware of any
case control data where people were hospitalized for
other serious illnesses or |ooked at for how much
acet am nophen they were taking, whether they were
taking nultiple fornulations, whether they were taking
high doses to see whether, in deed, there is any
strong reference for causality in sone of the cases
we' ve seen, especially with the levels of therapeutic
dosage of acetam nophen.

CHAI RVAN  CANTI LENA: Wio from FDA woul d
i ke to answer that?

DR BEI Tz W're not aware of such
st udi es.

CHAI RVAN CANTI LENA: Ckay, and then our
final question for this part of the program Dr. Uden.

DR UDEN. Yeah, I'd like to nail down the
pediatric nortality information. In the presentation
by Nourjah, Ahmad and Karwoski, they tal ked about age.

Sone of you alluded to it, and Karwoski, you had
i nformati on about pediatric deaths.
| remenber back in the late '70s, early

*80s. | don't know how commonly this was held that it
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was children less than six or infants. Really if they
took an overdose of acetam nophen, there weren't
really any published deaths at that point in tine, and
that for sone reason that they were able to netabolize
a drug nore efficiently better didn't have the toxic
i nt er medi at e.

So what do we know about pediatric
patients |ess than six years of age and their risk for
nmortality as conpared to risk of nortality of the
group who are in their 30s, 40s, and 50s?

DR NOURJAH: From ny observation from
t hese databases, if you |l ook at the pyramd, | mean,
didn't create the pyramd for children |ess than six.

However, we have a lot of observation visits for
children less than six to conme to energency
departnent, and then less so go to hospital, and for
nortality data, they're a very small nunber, very,
very small nunber. Like it's like suggesting their
children, although they get overdose to APAP, but the
severity is not that much

That | can tell fromthe data | see.

DR UDEN And that's all we know about
that? It would seem that we would know a lot nore
about pediatric nortality related to acetam nophen

than that. | nean, |'mjust surprised at that.
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DR KARWOSKI : I don't t hi nk t he

spont aneous reports are going to give us that answer.
| nean, we certainly have a smaller nunber of reports
in pediatric which may give you sone indication that
they seemto run into trouble | ess often, but we can't
make any conparisons as to the nortality in those
versus adul ts.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

| think what we'll do, | first of all want
to again thank the speakers from the FDA for their
presentation. W'Il|l now take a 20 m nute break.

(Whereupon, the foregoing matter went off

the record at 10:07 a.m and went back on

the record at 10:34 a.m)

CHAl RVAN CANTI LENA:  We're going to begin
the open public hearing session, and the first group
that will be presenting will be led by Dr. Bowen. Dr.
Bowen? And this group has five, zero mnutes, five,
zero mnutes for their presentation.

DR BONEN: Good nor ni ng. M. Chairman,
Dr. Glson, Dr. Ganley, advisors and consultants and
FDA, |I'm Dr. Debra Bowen, Vice President of Research
and Devel opnment at MNeil. W are the primry
researcher and manufacturer of acetam nophen, which is

the nost widely used analgesic in the United States.
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McNeil also markets ibuprofen and aspirin products.
It's a pleasure to be with you this norning discussing
the science of the safety of our products.

As you know, McNei | ' s overridi ng
commtnment is to our consunmers who use our products
and to the health care professionals who reconmend
t hem

Today our objective is to provide a
context for the <commttee's consideration around
guestions raised by FDA. W'Il provide the scientific
evi dence that acetam nophen is safe and effective as
it is currently marketed and formulated, and we'l]l
also review the data and the databases that underscore
acet am nophen's safety and use.

W' || share information about sone actions
that we've taken to insure that acetam nophen in
actual use continues to be one of the safest drugs
avai |l abl e when taken as directed.

Let me begin by providing a  brief
background on acetam nophen. In the United States,
acet am nophen has been narketed since the '50s, and
it's used by nore than 100 mllion people each year.
It's also used in culturally and racially diverse
popul ati ons around the worl d.

| nst ances  of serious harm are rare,
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al though we are the first to say that we nust insure
its safety and use.

As you know, all drugs have risks as well
as benefits. In massive overdose, 15 grans over a few
hours, acetam nophen may cause hepatic damage if N
acetylcysteine, NAC, isn't admnistered early.

In adults, nost of these episode are
suicidal. In children, nost are accidental ingestion

Qur review of the 307 AERs cases suggest that rare
serious adverse events nmay occur in American consuners
who inadvertently overuse acetam nophen containing
products.

That is the issue that we're here today to
di scuss with you. The precise incidence of harnful
in advertent overuse can't be accurately determ ned
from the databases that we currently have. It is
clear, however, that given the fact that 48 mllion
Anerican adults use acetam nophen containing products
in any single week, it is a rare event.

The reasons for inadvertent overuse are
even harder to uncover. W've reviewed the case
reports cont ai ni ng i nconpl et e or i naccurat e
descriptive information, and we've coupled this wth
our understanding of reported consuner anal gesic use

patterns to reveal actionable insights.
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To reach actionable conclusions, we
reviewed and discussed with scientific experts the
sci ence of anal gesics, acetam nophen and the NSAI Ds.
W initiated a new nultiple dose pharnmacol ogy study to
gai n additional insight.

This study provides new data that you'll
be hearing later, underscoring this drug's w de safety
end use margin.

W also conducted a nodern dose ranging
efficacy study to confirmfindings in old studies that
the optimal single adult anal gesic dose is one gram

In addition, we | ooked at consuner
attitudes and behavior. In cases where consuners
report product overuse or msuse, we set out to better
understand the attitudes about nedicating that may
underlie their reported usage.

Now, McNeil's interventions fall into two
cat egori es. First, interventions intended to prevent
serious adverse events from drug overdose.

Second, I nt erventions to optim ze
appropriate use. McNei | has always taken the
| eadership role to insure the safety and use of
acet am nophen containing products for all consuners,
not just those who buy Tyl enol.

To prevent serious adverse events in the
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case of large drug overdoses, McNeil initiated the IND
for the antidote, NAC, funded the support of its
devel opnent, provides continuing support for Poison
Control Centers to answer overdose inquiries, and
introduced a child resistant and error resistant
concentrated drop device for infants.

These are all exanpl es of our |ongstanding
conmtnment to prevention of drug overdose and safety
end use for Anmerican consuners.

FDA has focused today's dialogue on
uni ntentional m suse. VW have inplenented | abeling
changes that build in the strength of FDA's Drug Facts
| abel to further mnimze the inadvertent overuse of
anal gesics and today we are recommending an organ
speci fic overdose warni ng.

These |abeling and education initiatives
are equally relevant to the other over-the-counter
drugs that we market, including ibuprofen and aspirin
and all multi-synptom anal gesi cs.

In addition, we continue to enphasize the
i nportance of our citizens' petition to allow dosing
directions for children wunder two vyears old on
infant's products. W believe with you that the
Anerican consuner is smart, responsible, and can self-

manage nedi cati ons.
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Because our tinme is limted, we'll use the
remai nder of our time to review the science of
acet am nophen. W strongly encourage the conmttee
menbers to cone by and review our intervention
progranms in nore detail down the hall in the Potonac
Room

W |ook forward to the discussion this
af t er noon.

Today ny colleagues wll review the
| ongst andi ng sci ence, new data, and provide their own
points of view for vyour consideration. Dr. John
Slattery from the University of Washington wil
di scuss the pharnmacokinetics and netabolism of
acetam nophen and will present the recent multi-dose
dat a.

Dr. Richard Dart, Professor from the
University of Colorado will review clinical toxicity
overdose and case anal yses.

And Dr. Raynond Koff from the University
of Massachusetts wll discuss issues in specia
popul ati ons focusing on underlying |liver disease.

And finally, Tony Tenple, Vice President
of Medical Sciences at MNeil wll conplete our
presentation and direct the question and answer

sessi on.
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Qur review supports key concl usions,
nanely, that acetam nophen has been marketed for over
half a century worldwide and in many popul ations.
Review of science and consuner usage continues to
underscore its safety. Harmis rare and is caused by
over dose.

Serious harm caused by inadvertent
msuse, IS very rare. As manufacturers of
acet am nophen, ibuprofen, and aspirin, proper consumner
use of the entire class of pain reliever fever
reducers is our obj ecti ve. Any change in
effectiveness due to |ower a dose, changes in access,
or risk enphasis for one ingredient in the entire
anal gesic class will affect consumer choice and health
out cones.

Today we wel cone the opportunity to share
what we know and to learn from you. Making the right
changes, affecting consumers' health in an overal
positive direction is a goal that we share with you.

Thank you.

Dr. Slattery.

DR SLATTERY: Thanks very nuch. It's a
pl easure to be here today to talk with you about a
conpound that |['ve been working with for 20-sone

years.
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You've already seen a review of the
nmet abol i sm of acetam nophen, but that's actually what
I'm going to be talking about in relation to
hepatotoxicity, and as you' ve heard, the mgjority of
the dose of acetam nophen is actually elimnated by
nont oxi ¢ routes to the formation of a glucuronide
conjugate and a sulfate. There's a relatively smnall
fraction of the dose, a few percent, on the order of
five to ten percent of the drug that's converted
primarily by Cytochrome P450 2E1 by two reactive
guinonimne called NAPQ, and this exerts toxicity by
binding covalently to macro nolecules and also
initiated processes, such as oxidative stress.

Under nor nal circunstances this, of
course, is conjugated by glutathionate transferase
enzyme wth glutathione to form the glutathione
conjugate, which is eventually elimnated in the urine
and cysteine nercaptor (phonetic) acid conjugates and
ot her thiol ethers.

It's inportant to realize, and as you' ve
heard today, as the dose of acetam nophen is increased
a couple of things happen. One is that the co-factor
for this process beconmes depleted and you have |ess
going out by this route.

And anot her thing that happens, of course,
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is the glutathione stores within the I|iver becone
depleted, and we end up with nore of this reactive
internediate being available to covalently bind and
eventual |y cause toxicity in the liver.

So the inportant things to renenber from
this is that there is something of a threshold
phenonenon here and that you have to deplete those co-
factors. Wen we |ook at glutathione stores, we have
to have substantial depletion of glutathione stores
bef ore we get appreci abl e hepatotoxicity.

And, of course, we'll renenber here that
acet am nophen is nontoxic at recomended doses.

Now, there is a little bit of controversy
in the literature regarding the enzynmes that are
responsi ble for the oxidation of acetam nophen to the
reactive species NAPQ, and those enzynes in the human
that have nost often been tal ked about are 2E1, 3A4
and 1A2.

And the evidence for this largely cones
from studies in human liver mcrosones, and this is
just sonme data from our own |aboratory, and the way
that this wirks is that it's called reaction
phenot ypi ng, and one uses various chem cal inhibitors
very often that are specific for certain isoforns, and

you | ook at the degree of inhibition.
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Here we had just 35 percent inhibition in
this human -- the mcrosones fromthis human |iver at
a dose or at a concentration of acetam nophen of 0.1
m cronol ar.

And | won't go through the rest of this in
any detail, but as you know, those of you

particularly who have dealt in this area of drug

nmet abolism with Cytochrones P450, in vivo or in vitro
to in vivo correlations are not always perfect.

So a few years ago we started sone
studies, and we were particularly interested in
probing the contribution of 1A2, and the way that we
approached that was through a drug interaction study
using oneprazole, which in slow netabolizers of
mephenytoin  -- those are deficients in 2Cl19
activity -- achieve high levels when maxi mum daily
doses are used.

One of the things that we included in this
study as a positive control was caffeine. Caf f ei ne,
as you know, is a probe substrate for Cytochronme P450
1A2. The inportant data to look at is over here wth
the sl ow netabolizers, and what you can see is that in
the presence of oneprazole, the caffeine clearance was
al nost doubl ed.

By contrast, when we |ook at the formation
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clearance of these thiol ether conjugates, this is
actually a nmeasure of the ability of the individual or
the body to form NAPQ. You can see that that
formation clearance actually didn't change, and this
then suggests, it shows us that P450 1A2 is not
i mportant in human beings in making this internediate.

This is inportant when one thinks about
risk factors. Smoking can kind of be rules out at
this point and ot her conpounds that woul d i nduce 1A2.

Wen we saw this, we thought that we'd
better continue with this series, and we conducted a
study of rifanpin again on the disposition of
acet am nophen. Now this study was conducted very nuch
the same way. Rifanpin is recognized as a very potent
i nducer of 3A4.

And what we did here, again, it's a
relatively small study. W admnistered rifanpin, 600
mlligrans per day for seven day, again |ooking at
this neasure of the ability to form the reactive
i nt ernedi at e.

W can see between the mnus rifanpin case
and the plus rifanpin case there was really no
difference in the ability to form that. So that in
Vivo in human beings, 3A4 seens not to be inportant in

the formati on or NAPQ .
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This then al so rul es out another potenti al
set of drug interactions. So we thought we had better
continue on this line, and the next approach that we
took was we used disulfiram which is a very potent
inhibitor of Cytochrome P450 2E1, and here we gave
disulfiram 500 mlligramns the evening before the
i ndi vidual received acetam nophen, and again we have
this same neasure of the inability to form the
reactive internedi ate.

And what you can see is that this actually
declines substantially. It actually declines by about
75 percent. So only 25 percent residual activity to
form NAPQ was |eft.

And so what this has told us and ny
t hi nking has been from that tinme that P-450s 1A2 and
3A4 are not inportant in human beings, |ive human
beings in formng the reactive internediate from
acet am nophen, but the 2E1 is by far the principal
enzyne in that process.

So as I sai d, It has I mpor t ant
inplications wth regards to drug interactions. The
issue of drug interactions and particularly inducers
of 2E1 has been brought up earlier this norning, and
one thing I would like you to know is that the

mechani sm of induction of 2E1 is kind of different
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than with nost other P450s, at |east one particul ar
facet that is inportant.

One of the ways that this -- this is 2El,
in case you can't recognize the shape of this protein
here -- present in this little cartoon, had what we're
considering here is a substrate. W can think of the
substrate being acetam nophen, and we have an
i nhibitor inducer and probe inhibitor inducers that
we' ve done studies with are isonized in ethanol.

And the way that this works is when this

i nhibitor inducer -- and you'll see in a mnute why I
call it both -- is present, it can bind the active
site. Okay? |It's just -- all it needs to do is be a

ligand for 2E1. It bind the active site, and when it
does that, it protects the enzyne from degradati on.

So what you see here in the cartoon is now
two nol ecules of this enzyne, but the inportant thing
to realize is that while it's been induced, protein
| evel s are up. The active site is occupied so that
the substrate can't get in there.

Wiile the enzyne levels are up during this
phase of induction, what we actually see in terns of
activity is inhibition because of the occupation of
the active site. It switches to enhanced activity

when we can see the evidence of induction once the

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

107

inhibitor inducer is actually elimnated and the
substrate can gain access to that active site.

Now, we've done a few studies that have
actually looked at this in humans, and this is a study
that was done with Kent Ml e and Paul Watkins, who is
here today, and in this case what was done was to give
ethanol by constant rate, constant |V infusion to
maintain concentrations  of 100 mlligrams  per
deciliter for a period of six hours, and what we're
really trying to sinulate here is the fol ks, you know,
who goes out Saturday night, puts the elbows on a bar
and has a few drinks, and gets legally drunk and
hopefully calls a taxicab and goes hone.

What happens during the period that they
are drinking, this is the ratio of the ability to form
NAPQ at any particular tine along this axis, divided
by the ability to form that at tinme zero before any
et hanol was initiated.

Wil e ethanol is on board, actually enzyne
levels are rising a bit, but what we see is inhibition
of the ability to formthis toxic internediate. Once
you renove, you stop administering the ethanol, and we
see the sane sort of thing for isoniazid. The ethanol
is elimnated, and as you admnister acetam nophen

again after ethanol is elimnated from the body,
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that's the tinme at which you can actually pick up the
enhanced activity.

There's a thing that's inportant to
realize about this interaction, and that is kind of
the wndow of vulnerability 1is actually kind of
relatively short and requires that the inducer-
i nhi bitor adm nistration actually be stopped.

There were sone questions about what goes
on with hepatocellular glutathione during this period.

W' ve recently conpleted some studies that have been
accepted for publication, and | can talk about that in
the question and answer period, but actually what's
going on there in ternms of risk of this interaction
runs opposite to what's actually going on with the
enzyne.

This is a very intricate drug interaction
and one that |'ve been pondering for quite sone tine.

Anot her thing that has come up recently in
the discussion about risk factors for toxicity
following ingestion of admnistration is Glbert's
Syndrome, and this is a genetic deficiency in a
particul ar glucuronal transferase. The enzynme that's
i nvol ved in maki ng this nont oxi ¢ gl ucur oni de
netabolite or conjugate. This is actually a

deficiency in UGT 1A1l.
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Wrk by Court, et al., published in JPET a

year or so ago actually denonstrated that UGTI 1A6 is
t he pr edom nant form in maki ng acet am nophen
glucuronide. It has a Kmof about 2.2 mllinolar, and
if we transfer this Km into body burden so that we
give it an anount sort of measurenent, that really
corresponds to a body burden of about 20 grans. So
this has a very high Km

They also identified that 1A1 and 1A9 are
m nor contributors. So the question come ups really
if UGT 1A1 is gone, what is the effect on actually the
formation as was identified this norning.

One of the inportant things in terns of
toxicity is the flux of acetam nophen through the
NAPQ pathway and how rmuch NAPQ is nmade. So we can
actually <calculate that from data that they' ve
presented in this paper.

They did sone incubations at hal f
m | linolar acetam nophen, which really corresponds to
about a five gram body load, and if we cal cul ate that
UGT 1Al actually was not present or its activity was
zero, the formation of NAPQ increases to where it
woul d count on average in individuals from about six
and a half percent of dose to only about 7.3 percent

of dose.
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Now, these are studies in human |iver
m cr osones. In these sane sets, 56 sets of human
liver mcrosones, each prepared from a different
individual. The overall variability and formation of
acet am nophen gl ucuroni de was about 15-fol d.

Let ne tell you that these conclusions
about UGI 1Al and 1A6 are consistent with in vivo data
in people with Glbert's Syndrone. There have been
two studies done, neither has denonstrated that
there's any difference in the ability to form
acet am nophen gl ucur oni de. So | think this is a
strong concl usi on.

McNei | has recently conduct ed sone
nmul tiple dose studies |ooking at the super therapeutic
range and what the focus of these actually was, is the
dose dependence at steady state after the drug has
been given for three days.

These studies had 12 individuals per group
in the active arm and they included a placebo arm so
that they could follow liver enzynmes, and over the
period of admnistration of acetam nophen and three

days after the period of admnistration, there was no

evi dence. None of the Iliver enzynes were increased
beyond the normal limts.
Thi s IS j ust t he acet am nophen
S A G CORP.
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concentration tine course, and there's not too nuch to
point out here, except that you'll see really an
absence of accunulation of acetam nophen over the
period of admnistration, and we're going to be
| ooking at data as a function of dose really fromthe
| ast dosing interval of adm nistration.

And so here we have the four gram the six
gram the eight gram dose, and what we're |ooking at
first is just the fraction of dose excreted in urine,
and you're of course interested in this because the
fraction of dose excreted in urine as the thiol ether
conjugates -- that's what the T is here in each one of
these things -- is actually giving you the information
about flux through the NAPQ pat hway.

These data, these are actually kind of the
raw data here, and what's easier to |look at for the
relatively -- changes conpared to what you would see
at the four gramis actually these. So these are just
these different data sets expressed relative to what
happens at four grans.

And what you see at six grans and eight
grams is a nodest increase in the ability or in the
urinary recovery of the glucuronide conjugate. You
see a decrease in the recovery of +the sulfate

conjugate, and that's really expected because we know
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that the co-factor for sulfation is being depleted as
we encounter doses in this range.

The actual recovery of the thiol ether
conjugates that are formed through the NAPQ pat hway
is decreasing. W have variable results with regards
to the recovery of acetam nophen in urine, which is
not surprising. The poor solubility of acetam nophen
in water nmakes it renal clearance urine flow
dependent. So that finding isn't surprising.

To get a little bit of nechanistic
information from this and interpretation, we need to
ook at what's going on with formation clearances.
Formati on cl earances being the neasure with each one
of these different steps, the glucuronide, the
sulfate, the thiol ether or NAPQ, and acetam nophen
renal clearance. This is really a neasure of directly
kind of what's going on with the activity in those
di fferent pathways.

W see sonething of an increase in the
ability to formthe glucuronide conjugate, and this is
really sonething of a surprise to nme, and | don't have
much to specul ate on nechani smof that right now

A decrease in the ability to form the
sul fate conjugate, which again is not surprising, and

a decrease in the ability to form the thiol ether
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conj ugat es.

There are potentially two explanations, |
think, for this nmechanism One is that we know as
| arger doses of acetam nophen are ingested we deplete
glutathione, and that's one potential reason for the
decreased recovery of these kind of daughters of
NAPQ .

The other is that, of course, we're
formng this reactive electrophile that likes to bind
proteins, and we know from studies in aninals, sone
conducted in our |aboratories and sone el sewhere, that
NAPQ is actually good at destroying the enzyne 2E1
that nmakes it, and so there are probably two
nmechani sns underlying that, one being chronic
adm nistration resulting in destruction of the enzyne
that actually nmakes NAPQ .

These interpretations have to be regarded
as hypot hetical because they haven't yet been directly
i nvesti gat ed, and they anenable to experinental
i nvestigation.

In summary, NAPQ is formed by Cytochrone
P-450 2E1 and nodul ati on of other Cytochrone P-450s is
uni mportant, in ny view, as risk factors in the
toxicity of the conpound.

Toxicity follows substantial gl utathione
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depletion, and the mtochondrial pool is -- | didn't
have a chance to discuss this very nuch -- but it's
very inportant in terns of this toxicity.

Absence of UGT 1Al in Gl bert's disease is
not a significant risk factor. W saw that
acet am nophen does not accurulate on multiple doses up
to about eight grans, and | just nention the changes
that actually go on in netabolism

Thank you very nuch.

DR DART: Good norning. |1'll be talking
about the safety of acetam nophen from severa
different perspectives. First we're going to talk a
little bit about acute substantial acetam nophen
overdose. W'Ill talk a little bit about the AERs data
sets and evaluation of those; chronic alcohol use,
where we've done sone research at Rocky Mountain; and
finally, we'll be talking about repeated -- and this
is new data on repeated supertherapeutic ingestion
al so fromour poison center

Well, you just heard that you can give
multiple doses of eight grans a day to patients and
not have accunulation or liver injury. So you won't
be surprised to hear that there are prospective data
about acute single ingestion of acetam nophen up to

9.1 grans that show the sanme results, and because that
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data is now available, I"'mgoing to skip over the rest
of the slide.

Now, in the clinical situation, we deal
with this. This is a tool that we use called the
Rumac NAC Nonbgram and what you see here are two
lines. One is called the possible liver toxicity
line, and the other is called the probable Iiver
toxicity line.

And in the United States, if your serum
| evel after a single acute ingestion falls above the
dotted line here, then you will be treated with NAC
N acet yl cyst ei ne.

In the U K, they use the higher line. So
there's a little bit of difference, but the main point
of this slide is to show what happens at a therapeutic
dose, such as 15 mlligrans per kilogram a conmon
t herapeutic dose, and you can see that levels top at
about just under 20.

If you take five tines that nuch or 75
mlligranms per kilogram then you can peak out in the
range of 90 mcrograns per nL, but still far bel ow
So it takes a really renarkable ingestion to get up
over the nonmogram i ne.

Now, noving to the AERs data set, this has

al ready been descri bed. Il won't go into detail. Ve
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know that it's hepatic events that we're being
assessed. There was 307 reports, and we're going to
focus on the 281 adult reports. There were also 25
pediatrics and actually one that doesn't nention
acet am nophen.

Sone limtations like this were already
mentioned, but | just want to remnd everyone that
there are limtations to case reports. W sonetines
have to use them in nedicine, but really we need to
understand that causality cannot be ascertai ned using
retrospective data, especially case reports, for
several different reasons, one being the history of
dose is often inaccurate.

There's a very strong -- and as a
practicing person who takes histories from these
patients -- there's a very strong enphasis or pressure
on the patient to mnimze the dose they have taken.
They're in your energency departnent. You are seeing
them  They very consistently under estinmate the dose
that they have taken.

The other option is they don't know at all
because they're unconscious or intoxicated, and you're

just not sure what that history is.

Another concern | have wth the case
report data is that -- and this is often unrecogni zed
SA G CORP.
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-- that in today's world -- this wasn't true when |
trained, but it is certainly true today -- is that
there is very strong pressure from training prograns
and from hospitals to not put information about
suicide in the nedical record.

The only tine we -- in fact, we counsel
our residents: do not put that information in the
medi cal record unless it is extrenely clear that this
happened because you are going to deprive that person
of medical insurance in the future possibly. You nay
deny paynent for their health expenses in the future
of any kind. So there's huge inplications for the
patient to wite that in the record, and unless you're
sure, then you're not going to put it in there.

Now, we forned an expert review panel that
was supported by MNeil. | was the chairman, and
these are the individuals that were included in that
panel. Several are in the roomtoday, and you can see
that they represented energency nedicine, toxicology,
hepat at ol ogy and pedi atri cs.

What we did was took the AERs database for
adults, 281 adults, net, went through our own self-
created panel training and creation of a standardi zed
data collection instrunent by the panel.

The panel then reviewed each of these
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cases individually and canme to their own clinical
judgrment. In other words, they were asked to | ook at
the AERs report, and based on that data, and obviously
there is no other data besides what's in the AERs
report, to nake a clinical judgnment of causality
related to the liver injury of that patient, if liver
injury was present.

So the panel then nmet to wundergo an
iterative consensus process where the group assigned
probability of association wth acetam nophen. So
each person nade their individual judgnent. Then we
nmet and put these into definitely acetam nophen
rel ated probably, which neant greater than 51 percent
clinical probability that the liver injury was
acet am nophen rel ated; possible, which was |ess than
50 percent and basically neant that there was another
cause that was as or nore likely than acetam nophen;
unlikely meant -- I'msorry. | got carried away.

Possible neant |ess than 50 percent.
Unlikely meant that there was another cause nore
i kely than acetam nophen. And definitely not meant
there was no possibility in the panel's mnd that this
was a acetam nophen case. And then the category of
i nsufficient information.

This shows the results of the panel's
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del i berations. As you can see, there were three cases
that the panel thought were definitely acetam nophen,
but if you add those to the probables, then about 25
percent of all cases were considered related.
Acet am nophen was considered to be causally related to
the liver injury that the patient experienced.

At the other end of the graph, we have the
insufficient data, and here we see that about another
quarter of the patients, there just wasn't information
to be able to make that determ nation

Twenty-seven cases were judged definitely
not and 53 unlikely. These nmean that there was either
very good evidence that it was not acetam nophen or
anot her cause, and that accounts for about another
guarter of the cases.

And then finally there's this sonmewhat
gray zone of the possibles, where the probability was
j ust judged clinically, and this is somewhat
subj ective, to be I ess than 50 percent

If you look at these in a little nore
detail, what you see is that nost of the definite or
probable cases were associated wth substantial
overdoses. That's not surprising at all.

Also, nost of the definite or probable

cases were also associated with alcohol or alcohol

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

120

abuse, although as the FDA also noted from theirs as
well, this is spontaneously reported. So we really
don't know what the incidence of alcohol abuse was in
t he groups.

Fi nal |y, 111 J ust mention the 25
pediatric reports. Four were unintentional single
i ngestion. There involved a maternal overdose, and 18
i nvol ved adm nistration. Mst reported children under
the age of two years, which is one of the reasons that
that would be nice to have on the | abel.

Now, out of this information the packagi ng
or the materials for this neeting lists putative risk
subset s, especial ly hi story of liver di sease,
coi ngestion of hepatotoxic nmedications and ethanol
use.

Now, there's several concerns here, the
primary being that this is all based on essentially
case report data, and so this is very soft.

The other problem is that acetam nophen,
as we've heard, is used in about 23 percent of people
in an given week or 100 mllion individual users per
year. So there's a huge confounder here in that if
I'm going to die of sonething and | happen to have
t aken acetam nophen, the presence of acetam nophen in

the blood in a person who is dying does not indicate
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that it was -- or even in liver injury -- does not
i ndicate that the acetam nophen was the cause of that
liver injury.

There's over 100 substances just on a
short list that are known to cause hepatotoxicity to
| evel s greater than 1,000 on AST. So there's a huge
conf ounder here.

And then finally, on the ethanol use, I'd
just like to present sone data that we've generated in
Denver. W performed a random zed, double blind,
pl acebo controlled trial in hard core alcoholic
patients. These patients received acetam nophen, one
gram or placebo four tines daily for two consecutive
days. These were all currently drinking al coholics by
history. Over 50 percent of them had been doing this
for over 20 years, and nearly all of them had been
doing it for at |least five years.

One third of the patients had a | ow body
mass defined as less than 21. Standing here, ny body
mass i s 26.

W found that there was no statistically
significant difference in the mean AST, ALT, or INR at
two and four days for the acetam nophen group, and
we're doing another study that's simlar. V' ve

enroll ed 80 patients and have the sanme results.
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Now, | want to point out that if you
renenber Dr. Slattery's slide where you saw the
bi phasi ¢ effect of alcohol, what we do in these cases
is the patient conmes in intoxicated. W wait until
the alcohol wears off, get inforned consent, draw
their bl ood, adm ni ster the acetam nophen.

So we're administering the acetam nophen
at the tinme of maximal vulnerability for that patient.

Junping quickly, and I'm sorry to swtch
gears so fast, I'd like to talk about repeated super
t herapeutic ingestion. Wat do | nean by that?

Well, that's our termfor the patients who
take multiple doses throughout a day or wusually nore
than a day that armount to nmore than four grams in a
day. So they're taking nore than the reconmended, but
they're doing it split up, not as an acute single
i ngesti on.

W see a |lot of acetam nophen. W had in
this 16 nonth period 7,300 cases of acetam nophen
That's because we are well known nationally for this
and get a | ot of phone calls about it.

O those 277, we had a docunented history
of repeated super therapeutic ingestion as | just
defined. Two hundred forty-nine patients agreed to be

enrolled in the study, and in those patients we
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measured their acetam nophen |level and their AST |evel
or recommended that to the physician calling, | should
say.

If either of those was positive, greater
than ten or greater than 50, that patient was treated
for at least 12 hours with acetyl cysteine. I f not,
t hey were di scharged.

But the inmportant point here is that we
then followed them up over the subsequent 72 hours
and here's the results of that study.

For patients who had no liver injury, and
that nmeans wupper Ilimts of normal; so they were
underneath the upper limts of normal for the person's
lab that was calling. There was a nean ingestion of
10.6 grans with 95 percent confidence intervals of 9.4
to 11.7.

There were 126 of these patients. One
hundred nine were conpletely well at follow up.
Seventeen were lost to tel ephone follow up. However
they were well when they were discharged from the
hospi t al

In the group that achieved AST |evels of
50 to 1,000 international units per liter, the mean
ingestion was 11.7; confidence intervals of 9.6 to

13. 8. There were 40 of these patients. Thirty-seven
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did well, and three were lost to foll ow up.

Anong patients -- and this is probably the
nost interesting group -- that achieved ASTs greater
than 1,000, sort of the traditional definition of
acet am nophen induced hepatic injury, 12.6 grans was
the nmean dose, 10.3 to 14.9, and | want to point out
this relationship here where there was a striking
increase in the duration of the ingestion as the
enzyne | evel s went up.

There were 44 patients in this group.

Still 37 of themdid well. However, seven of them --
actually six died and one was transplanted for a total
of seven patients.

The not done group neans that this is
where the physician did not draw the |aboratory test
that we recommended, and as you can see, they tended
to be -- basically they weren't ones he expected to
get toxic. They were |ower doses, and they did --
every one we followed up did well.

They probably belong in this group, but we
separated them out because we don't have that AST
| evel .

Looking at this data graphically, you can
see that we see a dose response relationship for --

there's no toxicity in this colum. MIld to noderate
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| guess | would call this, and then greater than 1,000
in this colum.

And especially | think the time is
sonething that we -- it's very striking to us in

handling these cases, is this isn't sonething that

happens in one day. This takes kind of a conmtted
effort. I'm not saying they'd necessarily do it
intentionally, but there's really -- it takes some

time to be able to develop this.

Switching gears again, |'m going to talk
about the data from the subm ssion about acetam nophen
associ at ed. It was called acetam nophen related in
the packet. 1've called it associated because |I felt
that was a better term and they're talking about a
total of 458 deaths from acetam nophen each year.
This is an annual figure.

Now, sonething that's worrisone about this
data is, as Dr. Lee nentioned, this is -- you know,
patients who have acetam nophen toxicity have sone
very characteristic things, which is they always have
liver injury if they're going to die during that acute
event .

And yet on these discharge sumaries, even
t hough these patients should have had severe |iver

injury, no liver disease was reported.
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So we're not sure what to do with that
section of the data. This includes hepatitides and
things like that. This is the chronic l|iver disease,
and then there were 58 patients out of that that were
acute liver toxicity.

I f you |l ook at those 58, 28 were stated to
be wunintentional, 30 intentional. Even this nunber
concerns me because of the fact in nedical records
that it's so common to not wite down intentionality
or suicidality at |east because of the ramfications
for the patient.

And that's not one we're going to cover
for tine.

Concl usi ons. Prospective studies to date
indicate no toxicity at or near the recommended dose
of acet am nophen. Serious hepatotoxicity does occur.

The single does estimate, as we've heard before, is
15 grams or, as energing evidence is showing, it
appears to be about 12 granms a day for repeated
dosi ng.

Qur al coholic dat a suggest s t hat
al coholics may safely take the current recomended
doses of acetam nophen, and therefore, | see no need
for any dose reduction.

Thank you.
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DR KOFF: Good nor ni ng. My nane is Ray

Kof f. |'ma hepatol ogi st.

| want to address sonme of the questions
that canme up this norning with regard to the safety of
acet am nophen in patients with chronic |iver disease.

Acet am nophen at currently recomended
doses, up to four grans per day, is safe to use in
patients wth chronic |l|iver disease. And the
supporting evidence from this cones from prospective,
singl e dose, and nmultiple dose studies in a variety of
liver di seases: chronic hepatitis, cirrhosis,
al coholic liver disease, netabolic |iver disease.

And finally, there is a large clinical
experience over the last ten years in the use of
acet am nophen in patients with chronic |iver disease.

In contrast, as you've heard this norning,
t he concer ns for I ncreased hepat ot oxi city at
t herapeutic doses of acetam nophen is largely based on
anecdot al case reports which may be inaccurate, may be
unreliable, and it's very hard, | think, to use them

Now, this is not a new subject. St udi es
of acetam nophen netabolism in patients with chronic
liver disease go back nore than 20 years. Here's a
study by Forest and colleagues, 1979, |ooking at

patients wthout |liver disease, patients with mld
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liver disease, patients with severe liver disease,
based on synthetic liver function.

These were given a single dose, 1.5 grans
of acetam nophen. Uinary netabolites were | ooked at,
and although plasma half-lives were, in fact,
prolonged in the patients only with severe disease,
urinary netabolites did not change, suggesting that at
| east that dose given in a single tinme period had no
effect on hepatic netabolism of acetam nophen.

I'1l skip that one.

Gordon Benson, who's sitting in this
audience did what is a landmark study also al nost 20
years ago. He took a group of stable patients wth
liver disease, nost of them who were biopsy proved
sone with cirrhosis, sonme wthout cirrhosis, and gave
them four granms of acetam nophen or placebo in a
doubl e blind crossover study.

And what he showed is that the typical
mar kers  t hat we look for for hepat ot oxi ci ty,
bilirubins, bilirubin fractionation, AST and ALT, did
not change with al nost two weeks of therapy.

Now, the nobst common wuse today for
hepatol ogists in 2002 is the use of acetam nophen in
t he managenent of patients with chronic Hepatitis C

This is what we do day in and day out.
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Dr. Dargere and colleagues in France,
realizing this and wunderstanding the bits of
controversy about this, decided to use three grans,
which was the recommended threshold in France -- it's
now four granms, by the way -- in a study of 17
patients who received placebo, 17 acetam nophen, for a
peri od of one week.

And as you can see, |ooking at ALT as the
nost sensitive marker, there were no changes either at
the end of the therapy and three days later in the
pl acebo versus the acetam nophen group.

Because these patients did not get
interferon, there was no change in antiviral --in
viral levels, and one would not expect changes in
viral levels with an oral anal gesic.

Now, we've had, as | nentioned in the
begi nni ng, over a decade of experience using
acetam nophen to manage the side effects of
interferon.

In February of 1991, the FDA approved for
non-A, non-B Hepatitis/Hepatitis C interferon alpha
2B. The starter packages that Shering sent out to
treating physicians contained not only interferon
al pha 2B, but acetam nophen

Today we are now  using pegyl at ed
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interferons, and Dr. Lee and nyself, Dr. Rley in the
back, and every hepatol ogist who is in practice today
continues to use acetam nophen to nanage the side
effect of the pegylated interferons.

W nonitor these patients exceedingly
carefully. W bring them back at week one, week two,
week four, week eight, week 12. Every nonth we see
them and they are on extended therapy for upwards of
a year and sonetines |onger. W see no evidence of
hepat ot oxi ci ty.

Finally, if wyou re a physician dealing
with patients with liver disease, you understand that
t hr onbocytopenia is an inportant problemin those with
hyperspl enism and cirrhosis, and this agent has no
i npact either on platelet nunber or platelet function.

So at recommended doses, acetam nophen for
hepat ol ogi sts remains the analgesic of choice, and I
think no dosage adjustnments are necessary in patients
with liver di sease or those who have liver
dysfuncti on.

Thank you.

DR TEMPLE: No, I"'mnot Dr. Carr. W're

going to pass through is presentation.

Good nor ni ng. ['m Dr. Anthony tenple.
|"m pediatrician, nedical toxicologist. | know quite
SA G CORP.
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a fewof you. | wish | knew nore. That's sincere.

|'m pleased to be here. This process has
been a great opportunity to review the w de array of
nmedical Iliterature, case reports, and new research
about acet am nophen.

And what | would like to do very quickly,
and just provide you a summary of the data we've
tal ked about. You got a huge subm ssion from us. I
hope you got a chance to read it.

What we think are the inplications of that
data, and then maybe ask sone questions that we also
think need to be considered in this process.

There's no question but what acetam nophen
has been extensively investigated. Thirty thousand
research articles have been publ i shed on
acet am nophen, 30,000 research articles since 1970,
but sometines the science is not always fully
understood, and that's why we have discussions |ike
t hi s.

And there are a couple of things that we
think need to be enphasized then. One is that the
threshol d effect associated with the risk of overdose
toxicity, is it really an inportant consideration.

You have to exceed the threshold in order

to have toxicity, and it's a secondary effect. It is
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the depletion of 70 to 80 percent of  hepatic
gl ut at hi one bef ore toxicity occurs, and dat a
denonstrates that it takes a substantial overdose to
do that.

W have shown you studies involving
adm nistration of single, large doses well in excess
of the recommended dosage range, as high as nine
grans, but do not cause toxicity; a dose escal ation PK
study with doses of four grans per day -- that's the
recommended dose -- plus six grams per day, plus eight
grans per day, given for three days wthout any
adverse events or alteration of netabolism of
acet am nophen or the events of liver toxicity.

And, in addition, even though the data are
still case reports and have sone or all of the
difficulties that case reports have, Dr. Dart's
prospective case series of repeated supertherapeutic
i ngestions, where an added effort has been nmade to
guantitate the doses in which it gives us probably the
best picture, [ think, of risk from repeated
supertherapeutic ingestion, and that suggests that it
takes doses in the range of 12 grans per day over
several days to produce significant toxicity.

Now, much has been said about individua

case reports, and we believe it's very inportant that
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those case reports be scrutinized carefully. And
you' ve heard that we nade an attenpt to try to do that
with an expert panel.

It's not that we're not famliar wth
these. MNeil submtted nore than half of these cases
to FDA. So we saw them long before this process went
along, and even wth our best efforts, such cases
often remain sketchy and often have |lack of detailed
i nformati on.

As a result, it's very inportant that we
understand that there are difficulties, extremne
difficulties, in determning causal rel ati onshi ps
between the fact that acetam nophen as reported in
association wth an hepatic event, but nor e
inmportantly, that the cases lacked reliability of
dosi ng information.

And as a result, these cases can be used
to indicate that people msuse OIC and prescription
products. FDA has said that. W agree with that.
They do indicate that people msuse these products,
but the data cannot be used to assess the risk of a
specific dose level or to use doses to assess special
popul ations as FDA did their analyses. And it is the
dosing data that is the basis for much of their

assessnent.
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Now, let's go on. W want to tell you
what we think we ought to do. You all know that
managenment of everyday aches and pains is an

i mportant consuner benefit. W think that the data
continue to say that acetam nophen remains the safest
OIC pain reliever when used at recommended doses, and
the very things that we talked about suggest that
there are not very nmany potential interactions in
spite of all of the theoretical ones postul ated.

No substantial evidence to suggest an
interaction wth anticonvulsants or wth Glbert's
di sease, and certainly the data don't suggest even
with alcohol a need to reduce the dose for consuners
of al cohol

Qovi ously, consunmers deserve the right
dose. W spent no tine tal king about the right doses.

W gave you lots of data. The right dose of
acetam nophen is 1,000 mlligrans four tines a day.

What we think is inmportant to this whole
process is consuner attitudes and sone of the
behaviors that we've tal ked about. And through this
process we've gained sonme insights into consuner
nmedi cation wuse behaviors that we think are very
inmportant to think about.

And we've already begun the process of
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i npl enenting new | abel changes and initiated education
efforts to focus consuners on the proper use of
nmedi cat i ons.

Consuner s need to know pr oduct
ingredients, and they need to be able to find that
information on their package. They need to know
proper dosing and proper use of nedications. They
need to know that they should avoid taking nore than
the recomended dose of any product, especially
acet am nophen, not use two products containing the
sane ingredients during the same period of time, and
recognition that all nedications have risks when taken
i nappropriately or an overdose.

As we've said before, we're conmtted to
try to do the right thing. To this end, we've
initiated what we think are sone appropriate
nodi fications to the | abel of our products.

On the front panel, the ingredient nanes
appear nore promnently on all of our products than
they ever have before, and that is included on the
cough-col d conbi nati on products. W believe this is
important for all products in the category, and we
have brought industry support for this.

On the back panel we have already nodified

the overdose warning to include specific |anguage not
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only to react quickly and not wait, which we've done
for years, but |anguage that says taking an overdose

may cause serious health consequences, and we're

stating here today that we will nodify it further so
that it says taking an overdose nmay cause |iver
damage.

W think others in the industry should
follow and put simlar types of warnings on all of
their pain relievers, and as we wll| denonstrate if
you go to the other room we're commtted to a broad

range of consunmer and health professional education

progr ans.
Now, we wi sh we --
CHAI RVAN  CANTI LENA: Excuse ne, Dr.
Tenmple. [If you can just hold your coments for just a
couple of nore mnutes, please, that wll give you

five mnutes over.

DR TEMPLE: (Ckay.

CHAI RVAN CANTI LENA:  Thanks.

DR TEMPLE: W thought you mght be
interested to know that there also are sone other
ongoing research looking at long term wuse of
acet am nophen because this sonetinmes cones up. Ve
have two additional ongoing trials looking at |ong

term use, four grans a day, one a placebo controlled
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trial of three nonths' duration and the other an
active control trial of 12 nmonths' duration.

There have been previous trials |ooking at
long term use of acetam nophen. W think these wll
hel p add to that database.

And now we'll speed through these, but we
do have some issues that we wanted to raise. As
you've heard, a lot of coments have been nade about
the AERs data system or case reports in general, and
we're concerned whether AERs is an appropriate
surveill ance system for an old drug with a well known
safety profile and whether AERs reported doses are
accurate or inaccurate.

If AERs reported doses are inaccurate
instead of accurate as you're asked to say, what
conclusions can be drawn? And are the assunptions
i nher ent in a system like AERs applicable to
acet am nophen, which is nost often associated with an
intentional overdose when it is designed to work best
with drugs that are taken at recomended doses?

W think that we would like to hear from
the conmittee if they have sone ideas about ways to do
prospective data capture, sone type of surveillance
system targeted at specific issues, such as the

out cone of exposures to OTC pain relievers that m ght
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give us better ideas about the future.

dinical studies do address specific
issues, still have to be done, and can prospective
clinical trials -- should prospective clinical trials
using | arge overdoses of acetam nophen be conduct ed?

In addition to our I|abeling proposals,
you' ve heard that a |large part of the probleminvol ves
al so prescription conbi nati on products or use of
prescription product s in conbination wth orc
products, and we're interested in your thoughts on
what can be done to inprove FDA oversight of
prescription consuner | abeling.

You' | | see we have made a lot of
acconpl i shnents we can talk about in the question and
answer session.

And lastly, even though FDA didn't nention
that nost of the nedication errors occurred in the
under two age group, we're really concerned about what
we can do now to establish consensus on pediatric
| abeling for children under age two.

Thank you.

CHAI RVAN CANTI LENA:  Ckay. Thank you, Dr.
Tenpl e and the rest of your team

W'l actually now hear two five mnute

presentations from other sponsors, and so then if you
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can hold your questions, and we'll have questions at
the end of the next session.

The next speaker from Weth is Dr. Steven
Cooper .

DR COOPER  Good norning. Yes, | am not
Dr. Tenpl e.

M/ nane is Stephen Cooper, and | am the
Senior Vice President for dobal, Cdinical and Mdical
Affairs at Weth Consuner Health Care.

First, let me apologize for being a late
entry on the list of speakers, but unforeseen
circunstances have nade it necessary for nme to nake
this presentation.

At this point, let ne enphatically state
t hat al | over -t he- count er anal gesi cs, i ncl udi ng
i buprof en, naproxen sodium quitoprofen, aspirin, and
acet am nophen, neet the criteria set by the FDA for
safe over-the-counter use. For all of these over-the-
counter drugs, serious adverse events are very rare.

M/ purpose here today is to clarify sone
msleading information repeatedly presented by one
sponsor in their background package on the increased
nunber of adverse events and deaths if consuners
switched form acetam nophen to over-the-counter

NSAI Ds.
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These clarifications are critically
important for the public and the conmttee to hear
because of the msleading premise on which the
extrapol ati ons of data were based. Unfortunately, the
authors of the docunent chose to blur the issue by
usi ng patients t aki ng hi gh dose, chronically
adm ni stered prescription NSAIDs as the basis for
cal culating risk

These patients are nore susceptible to
adverse events as a result of their underlying
di seases. It should be no surprise that under these
conditions of high dose NSAID drugs and extended
duration of drug use, the extrapolated data favored
acet am nophen.

The fair and appropriate conparison woul d
be between OIC dosage reginens of NSAIDs and
acet am nophen. This nore objective approach conparing
appl es to apples would show minimal, if any, increased
risk in gastrointestinal bleeding from OIC doses of
i bupr of en.

Based on ny conprehensive review of the
data, | would like to rmake the follow ng observations
starting with the acetam nophen issues.

Poi nt one, in over dose si tuations,

acet am nophen can result in serious and irreversible
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liver toxicity. In any given year, the nunber of
deaths for acetam nophen reported by the American
Associ ati on for Poi son Contr ol Centers i's
approximately 20 tinmes that for ibuprofen

Point two, there are over 400 single
entity and conbinati on acetam nophen products in the
over-the-counter marketplace in addition to the
prescription conbination products. Gven this, it is
not surprising that some consuners unknow ngly take
nmul tiple products containing acetam nophen, |eading to
uni nt enti onal overdose.

This potentially can put consuners in a
life threatening situation due to the del ayed onset of
clinical synptons of acetam nophen toxicity.

Poi nt t hr ee, acet am nophen I's
predom nantly used in over-the-counter, single entity
products and conbination products, both over-the-
counter and prescription, at its maximum allowable
1,000 mlligram dose. Qoviously this results in a
narrom ng of the therapeutic w ndow between the safe
and the toxic dose.

This may be justified if the efficacy data
support the use of the highest dose. However, there
are scant data fromwell controlled clinical trials to

support the use of acetam nophen, 1,000 mlligrans, or
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for that matter, any dose in over-the-counter
conbi nati on products.

Point four, in the sponsor's docunent,
they strongly defend the wuse of 1,000 mlligrans
because they claim 650 mlligrans does not even reach
effective plasnma levels. Gven this, it is a curious
contradiction that they also present efficacy data on
their newest conbination prescription product, which
contains 650 mlligranms of acetam nophen.

Thei r own data clearly shows 650
mlligranms of acetam nophen is effective.

Point five, another inportant aspect of
the issue being debated today relates to the safety
imge of acetam nophen that 1is portrayed in nost
consuner adverti sing. The image of a totally safe
i ngredi ent may exacerbate excessive use and contribute
to the silent danger resulting from overdose.

And now for the NSAID issues.

Point one, for OIC ibuprofen, its reginen
is 1,200 mlligrans a day versus 24 to 3,200
mlligrane a day for prescription use. Unli ke
acet am nophen, the OIC directions for use clearly
specify that the consunmer should take one tablet of
200 mlligrams and only if necessary, a second tabl et

may be taken.
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In addition, OIC use of NSAIDs is limted

to a maxi mum of ten days, whereas prescription use is
chronic.

Poi nt t wo, and t he final poi nt,
gastrointestinal bleeding from NSAIDs is a rea
phenonenon, but there is no question that it is dose
rel ated, and OIC regi nens of ibuprofen have a very |ow
rel ative risk approachi ng one.

This is because of the |low dose, short
term use and wde nmargin between the OIC and
prescription dose. | ndependent investigators, |ike
Dr. Mchael Langdon (phonetic) and David Henry, have
docunented the low relative risk of ibuprofen

In fact, Dr. Langdon has stated that for
gastrointestinal bleeding, the incremental nunber of
deaths above the background rate due to |ow dose
i buprofen is very I ow and nmay be nil

In conclusion, the inference made in the
background material that if acetam nophen users sw tch
to OIC NSAIDs there would be many nore deaths is
conpletely erroneous and unsubstanti ated. orc
i buprofen is as safe as acetam nophen when used as
di rect ed, and in over dose situati ons, unl i ke
acet am nophen, ibuprofen rarely is life threatening.

Thank you for your tinme and your
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consi derati on.

CHAI RVAN CANTI LENA:  Ckay. Thank you, Dr.
Cooper.

The next speaker from Bayer is Dr. Heller,
and the FDA has allocated one, zero mnutes, ten
mnutes for Dr. Heller.

DR HELLER  Thank you.

So you now have the real Dr. Heller.

(Laughter.)

DR HELLER M. Chairman, nenbers of the
conmmittee, officers of FDA, I'm Alen Heller, Vice
President of Qdobal R& of Bayer Consuner Care. I
appreciate the opportunity and Bayer appreciates the
opportunity to address the conmttee and to be here
today in these proceedings which we believe can only
benefit the consuner.

As you may know, Bayer is a leader in the
field of analgesics, in the devel opnment and narketing
of anal gesics, and has 100 years' experience in this
ar ea. Wile we are perhaps best known for Bayer
aspirin, we also have in our portfolio a variety of
products and some products that contain acetam nophen.
Exanpl es are A ka-Seltzer Plus for cold-cough-allergy
synptons, Mdol for nenstrual synptons.

| nportantly, we do not market any single
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i ngredi ent acetam nophen product. Al so, we do not
mar ket any pedi atric anal gesi ¢ product.

Al 'l of our acet am nophen  cont ai ni ng
products are conbination products. These products
offer the consuner neaningful benefit by providing
multi-synptomrelief and the conveni ent dosing.

Qur experience is consistent wth the
spont aneous reports as reviewed by FDA in indicating
that our acetam nophen OIC conbination products are
not associated wth significant adverse events,
including liver failure, and we'll go into that in a
bit nore detail.

Nevert hel ess, Bayer has nade voluntary
changes in its | abel i ng consi st ent with
recommendations from the CHPA in order to better
educate the consuner about the potential risk of
simul taneous use of multiple products containing
acet am nophen, which has been al |l uded to.

In thinking of your deliberations today,
Bayer values the inportance of clear, concise, and
i ngredient specific |abeling. W support and we have
adopted and we have inplenented the |abeling proposed
by the Consuner Health Care Product Association
regarding the risk of wuse of multiple products

cont ai ni ng acet am nophen, and based on our experience
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and the experience with respect to FDA's record of
spont aneous reports, we submt t hat addi ti onal
regul atory intervention beyond appropriate |abeling on
OIC conbi nati on products is probably not warranted.

Just reviewng the FDA database very
briefly, this experience suggests a |low hepatic risk
potential for conbination products which anmunted to
only 12 percent of the cases overall, but we do
recogni ze, and it has been nentioned, that spontaneous
reports have limtations in their interpretation.

Also keeping that in mnd, we have
received at Bayer no reports of adverse hepatic
events, whether serious or non-serious, and in terns
of overall -- for our conbination products -- and in
terms of overall adverse events for our OIC -- our
only acetam nophen conbination products, you can see
that adverse events of all types, and this is over a
six year period, are relatively rare, as are serious
adverse events, which constituted only one percent of
t hose adverse events that have been reported to us.

We think that we know the reason for this

apparently favorable safety profile for conbination

products. This relates to the use pattern of these

products. These products are typically used for a

short period. They are used for well defined self-
S A G CORP.
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limting synptons, and these conbination products
contain other active ingredients which because of
their effects tend to limt dose.

W believe that these factors enhance the
benefit-risk rel ationship relatively for t hese
conbi nati on products.

W further believe that the enhanced
warning that we have adopted and already inplenented
wi Il further educate consuners regarding the potential
risk, si mul t aneous risk of mul tiple products
cont ai ni ng acet am nophen.

Regarding |abeling and considerations of
| abeling actions, | abeling should be based on
substantial evidence. I ndi vi dual ingredients should
be Ilabeled and regulated based on their unique
phar macol ogy.

W also believe that |abeled and used
appropriately, t hat al | of the OIC analgesic
i ngredi ents are safe.

A few nore before | go to the concl usions.

A coupl e nore comments on | abeling.

Labeling decisions should be based on
appropriate risk assessnent s t hat make fair
conparisons across equivalent dose paradigns and

i ndi cati ons.
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There have been public discussions of
estimates of the public health effects relating to
hypot heti cal sw tching scenarios. W have seen -- and
the commttee has seen in its briefing materials --
estimates related to hypothetical swtching scenarios
that are incorrectly based on data from prescription
use that are not relevant to OIC use.

W would caution the conmttee to view
these hypothetical scenarios with skepticism these
hypot heti cal swi tching scenari os. In fact, there are
recent findings that denonstrate that there's
conparable G risk across all of the OIC anal gesics
when they're properly conpared, and we wll present
and di scuss those data tonorrow.

Moving quickly to ny conclusions, Bayer
concurs wth the FDA that all Orc anal gesic
ingredients are safe and effective. Regulatory action
with acetam nophen should be independent of other
i ngredients and should be based on sound, scientific
princi pl es.

The proposed |abeling on sinultaneous use
of acetam nophen contai ning products, the strengthened
warning we believe is appropriate, and we submt that
further interventions for acetam nophen containing OIC

conbi nati on products are probably not warranted.
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| thank you all for your attention, and
once agai n expr ess Bayer's appreci ation for
participating in this process, which we believe can
only benefit the Anmerican consuner.

Thank you.

CHAI RVAN  CANTI LENA: Thank you, Dr.
Hel | er.

W have actually one additional speaker
for this portion of the program a late entry into the
agenda, Dr. John Dent from @ axoSmthKline. Fi ve
mnutes for Dr. Dent.

DR DENT: Thank you very nmuch, M.
Chairman. | promse | won't take nore than two.

I'm John Dent, Senior Vice President,
Consuner Health Care at d axoSm t hKl i ne.

daxoSmthKline is the second |argest
consuner health care conpany in the world and part of

the second |argest pharmaceutical conpany in the

wor | d. W' re global manufacturers and narketers of
product s cont ai ni ng aspirin, i bupr of en, and
acet am nophen, or as it's call ed in Eur ope,

par acet anol
These i ngredi ents, when used as
reconmended, have for decades relieved pain and fever

in hundreds of mllions of people safely and
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effectively. As with any nedicine, if the directions
for use are not followed, there is a risk of adverse
events, and in extrenely rare circunstances with each
of the ingredients, adverse events do occur.

However rare these wevents are, it 1is
i ncunbent on the agency and the industry, working with
health care professionals, to insure the U S. consuner
understands how to take these nedicines safely. Ve
believe this can be achieved through |abeling,
enhanced consuner and health care professional
educati on.

| nsuring that consunmers continue to have
di rect access to these inportant nmedi ci nes  at
effective doses wll safeguard against nmassively
overburdening the energency and primary health care
system

As the FDA have stated, these nedicines
are effective when used as directed at the doses
appr oved. The <challenge is to insure everyone
understands how to wuse these inportant medicines
safel y.

Thank you very much

CHAI RVAN CANTI LENA: Ckay. Thank you.
Thank you very mnuch.

W'll now have the opportunity to ask
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questions of the panel to all of the speakers, and

what I'd like you to do is to signal. | owe Dr. Brass
a question from the earlier session. So we'll start
with Dr. Brass, and then I'Il be | ooking for hands.

DR BRASS. Thank you.

As | reflect on this issue, it seens to ne
that the data from the epidem ologic studies and the
information from the databases are actually consistent
with a nunber of hypotheses and inconsistent with very
few.

So I would like to take a giant step
backwards and again start with Dr. Tenple's conclusion
t hat hepat ot oxi city results when doses of
acet am nophen exceed a threshold anount, and | would
like to pose a hypothetical question to him and other
nmenbers of his team

Specifically if -- and | enphasize the
"if" -- there was a population whose glutathione
stores were substantially Ilower than the average
popul ati on, woul d  not t hat popul ation have a
substantially |lower threshold for the dose that would
i nduce hepatotoxicity?

DR TEMPLE: Vell, the answer is if that

were theoretically the case -- can we turn that off so
we -- yeah. 1'll try to find the right function. Cot
S A G CORP.
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it. Thank you.

But you know what? | think it would be
hel pful for Dr. Slattery to talk a little bit about
this issue of glutathione source because it's a

hypot heti cal issue, and the clinical data don't --

DR BRASS: | didn't ask for clinical
dat a. | asked at this point, given the absence of
data, to help us think about the problem If there

was such a population identified by any neans, would
it be at increased risk?

DR  TEMPLE: Yes. | haven't seen a
popul ati on, such a popul ati on.

DR BRASS: And simlarly, a population or
individuals with substantially increased 2E1 activity
for any reason would simlarly be at risk.

DR TEMPLE: But the al cohol data --

DR BRASS: | didn't say anything about
al cohol

DR TEMPLE: -- shows that there is
increase, but it's a very snmall anount.

DR BRASS. Well, okay. Again, | want to
start with the principles because then if we agree
that those concepts have validity --

DR TEMPLE: I'm not sure they do. You

sai d substantial increased risk
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DR BRASS. Ckay. Wll, that's why if you

don't think they're legitimate, then tell nme why
they' re not legitinate.

DR TEMPLE: Ckay. The data on al cohol
Cone on up here, John.

(Laughter.)

DR TEMPLE: The data on al cohol
denonstrate that wth alcohol induction you get a
snal | amount, not a substantial amount, of 2E1

i nducti on.

DR BRASS: Cay. Again, ny question
didn't include alcohol, and that there was no contro
-- no neasurenent of actually the degree of 2E1
induction in those experinents, and we saw only mean
dat a. So we didn't know if there were individuals
that had | arger increases.

So ny background question remains if there
were individuals as | described, would they be at
i ncreased risk?

DR SLATTERY: You woul dn' t be
di sappointed if | was a little bit |ess argunentati ve.

(Laughter.)

DR SLATTERY: And that is that there are
lots of studies in animals, right? And we know that

if we treat animals wth butionine, sul f oxam ne,
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di ethyl mal eate, we substantially deplete gl utathione,
and this has to go down very low to where you' re at 25
percent of total, you know, hepatocellular stores that
you start to see toxicity due to NAPQ .

| think when you try to translate sone of
this into the human population, one of the things
really is to, you know, think about the safety nmargin
and whether or not, you know, when you' re talking
about a one gram dose four tines a day, whether or not
popul ati ons that people point to, you know, those that
have not eaten for sone period that mght be fasting
or sonething are actually kind of safely covered by
that current dosage recomendati on.

And ny gestalt is really -- and | can't
site data -- you know, from just kind of what we know
about the incidence of acetam nophen poisoning, 1isS
that the current recommended dose is safe even in
t hose popul ati ons.

And | would make the sanme sort of comment
about 2E1 induction.

DR BRASS: Yeah, okay. I"m confortable
with that because | think the bottom line is a
chal | enge to those who hypot hesi ze risk --

DR SLATTERY: Yes.

DR BRASS. -- to present data that there
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are populations wth the <characteristics that |
descri be.

DR SLATTERY: Yes.

DR BRASS. So that, for exanple, if there
was a population of chronic al cohol abusers, a subset
of that population that had substantial gl utathione
depletion for sonme reason, that m ght be of concern to
us.

DR SLATTERY: Yeah. [f 1 could coment
on, you know, alcoholics and al cohol abusers for just
a nonment, | have been puzzling over this for 20 years,
and | presented sone of our data here, and one of the
things that | always cone back on this is the N AAA
VWb page wll state that there are 18 mllion
al coholics and chronic abusers of alcohol in the
United States, and |'ve seen data produced by MNeil
that says 23 percent of the U S. adult popul ation has
used acet am nophen in the | ast week.

And if we put those nunbers together,
there are four mllion people who have been exposed to
the conbination, and | really have to ask the question
as to whether or not if you identify a chronic abuser
of al cohol, you know, as a person at risk whether or
not that risk category has really been adequately and

specifically identified.
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And those nunbers to ne, which | think are
very sinplistic, say no. | feel a little bit Ilike
Ri chard Fei nman, you know, taking the ring and the ice
water and kind of smashing it on the desk, but | do
think there's sone evidence that we should |ook at
t here.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. Johnson next.

DR JOHNSON: | have a question that |
think is again for Dr. Slattery and really on related
lines. D ck Wnchel baum at Myo has done a fair
amount of work in recent years on genetic variability
in the sulfur transferases, and you talked a little
bi t about genetic i mpact relative to the
gl ucur onadati on pat hway. I"'m wondering if you can
conment on the inpact of genetic polynorphisns in the
sul fur transferases or the gl utathione transferase.

DR SLATTERY: Yeah, |'m sorry, but |
haven't seen any specific data on that with regards to
acet am nophen  di sposition. He's actually wused
di fferent nodel conpounds.

You have to renenber that the sulfation

pat hway is about, you know, half as inportant as the

gl ucuronide pathway, and | think that's a very good
question, but | just don't have data to answer you
S A G CORP.
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Wit h.

DR JOHNSON: And | don't know the
specifics off the top of ny head of the sulfur
transferase pol ynor phisns. My recollection is it's
not absent enzyne or nonfunctional enzyne, but --

DR SLATTERY: Yes, it's dimnished
activity. It's dimnished activity, and | actually
think it has nore to do with the pronmoter than the
codi ng region. So it's not like a SIP 2D6 sort of
pol yrmor phi sm or sonething |ike that.

So, vyeah, it addresses the issue of

underlying variability.

If I can continue for one nore second, it
rai ses another question. 1In the norning session there
was a bit -- well, there was a statenment that the

variability and kind of the formation of NAPQ across
the population mght be as great as 60-fold, and I
really do doubt that assertion. |"ve done a lot of
work with a drug called Busulfan and used in marrow
transplantation that really can be viewed as a direct
probe of the GST All, which is the GST that nakes this
conjugate in the glutathi one pat hway.

And these are, you know, patients that are
in reasonably good shape as they <conme in for

transpl ant ati on. Coefficient of variation and the
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cl earance of that conmpound is only about 16 percent.
That goes across data that was analyzed when we had
300 patients. W have 1,300 now, and it seens to be
about the sane.

But I didn't nmean to digress from your
guestion on PST.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. Crawford.

DR CRAWFORD: Thank you, M. Chairman.

This question is directed to Dr. Bowen and
Dr. Tenpl e.

I appreciated the summaries of the
sel ected toxicology studies on acetam nophen use, but
| note a void of applied research data that considers
the social, behavioral and cultural factors in risk
assessnent of possi bl e acet am nophen i nduced
hepat ot oxi ci ty.

| did hear as you described how your
conpany has initiated |abeling changes and educati onal
pr ogr ans. As we consider potential recomendations
for risk assessnment and managenent, | ask if you have
any data available on variables such as what Dr. Day
nmentioned earlier, consunmer conprehension of |abeling
and information, safety inpact of different packagi ng,

the effectiveness of those different educati ona
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progr ans.

And, Dr. Bowen, you had nentioned the
wi despread use of acetam nophen in diverse popul ations
and different cross-cultural popul ations. | ask also
do you have any data on outcones and socio-cultura
subpopul ations which <could be wused to determne
potential higher risk.

DR BONEN:. Cee, yes. Sone. W do.

(Laughter.)

DR BOMEN  Sheryl Hanks, who works for us
at McNeil, Sheryl, do you want to just talk to that?

M5. JENKINS: Sure. Thank you.

W have several surveys available to us.
W're fortunate to have Dr. Kaufman here from the
Sl oan Epidemology Unit at Boston University that's
hel ped to informus.

In addition, we have several other survey
studies that have inforned us. They include the
Medascope survey, N CBl (phonetic) survey, and then an
i nternal survey done conducted by McNeil that provides
sone nore in depth.

If you take them all together, we get a
story, and it's a very interesting one. Ve bandi ed
about the 23 percent use of acetam nophen in the past

week. The vast nmgjority of consuners appear to take
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their medi cati ons, al | Orc anal gesi cs, wi t hin
reconmended dose.

W find that there's approximately one
percent or |ess that exceed doses during either -- one
percent or |ess during the past week. Sone consuners
may report nore having ever exceeded those doses, and
then these surveys also informus about why that m ght
be the case.

And | know that FDA has also had sone
supposi ti ons about why that nmay happen.

There are sone respondents who report not

being aware of the active ingredient in their
medi cation, and that ranges depending on -- and this
is in single ingredient -- that depends on what the

product is and what the active ingredient is.

And so it can range from about ten percent
who are aware to about 50 percent who are aware of the
active ingredient. So it would appear that nore
information could be given depending on what the
information that we have from these respondents and
how generalizable that really is.

Respondents in many of the surveys also
report why they are exceeding these doses, and 1'l]
just rank them because it's very difficult. There are

di fferent popul ation sizes, but | can rank them
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In many cases they want faster relief. So
t hey exceed t he reconmended dose.

They have severe pain, and that wll
inspire themto exceed the recommended dose.

They feel that they're not getting -- they
feel that OIC anal gesics may be weaker and, therefore,
they're inspired to increase the dose, or they've
taken an Rx version of the nedication previously.

DR CRAWFORD: Excuse ne.

M5. JENKINS: Yes.

DR CRAWCORD: You' ve answered ny question
in ternms of sonme survey data. Have you tried any
ot her assessnent or eval uation nethods to | ook at sone
of these social behavioral factors?

M5. JENKINS: By nanipulating and actually
conducting interventions?

DR CRAWFCRD:  Yes.

M5. JENKINS: No.

DR CRAWCRD: Thank you.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. Lai ne.
DR LAI NE: I had a couple of questions
for Dr. Dart.
First related to the -- while he gets up
there -- the panel review of experts. | guess if |
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were doing a study like that, first of all, | assune

that they were all paid by McNeil, but if |I were doing

a study like that, |'d probably want them not to know
that McNeil was sponsoring this review |'d probably
not want themto know the issues, i.e., that there was

an FDA hearing that was going to evaluate
hepat ot oxi city of acetam nophen, issues such as that,
and another issue probably is what | would do is
probably mx in cases other than just the FDA reports
or else they'd know that every single case was an FDA
report.

| was wondering if those conditions, any
of those conditions were nmet in your review That's
ny first question.

DR DART: It sounds |ike nobst of those

are actually to the conpany and not to ne. Anong the

things that --

DR LAINE: | thought you were chair, but
|"msorry.

DR DART: Well, | said that it was funded
by McNeil. So --

DR LAI NE: No, but do they know that it
was funded by MNeil? Do they know that the issue
related to an upcomng --

DR DART: Yes, of course they knew
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DR LAINE  Cxay.

DR DART: There were cases nixed in to
see whether or not there was a lot of variability in
how t hey rated things.

DR LAl NE: So other than the 300 cases,
there were ot her fake cases and things m xed in.

DR DART: That's right.

DR LAINE: So they did not know how many

of those were there.

DR DART: That's right. There was
anot her --

DR LAl NE: Do you know how many? \ere
there a lot of then? [|I'm just nmeaning were there a
lot to then®

DR DART: There were about 15 or 20, as |
recal | .

DR LAINE: CQut of 300 and --

DR DART: CQut of 281, | think it is.

DR LAI NE But they did know the issues
as well, why --

DR DART: They did know that --

DR LAINE: So, again, |I'mnot saying that
these people aren't extrenely bright and, you know,
nobl e, but obviously their potential --

DR DART: Vell, we were very up front
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about that, and as | said in ny presentation, | can
say that the discussion was spirited, to put it
mldly, and especially from the different backgrounds
t hat peopl e cane from
DR LAINE: And that's ny second questi on.
| was interest in your coment that people under
report suicide intention. Do you have data where that
is?

My anecdotal view from a |arge nedical
service at a large urban hospital is exactly the
opposite, and there are kind of both nedical and | egal
problenms with doing that as well. So |'m surprised
that, you know, residents are counseled not to do
t hat .

So | was just wondering are there data to
actually show that those are or is that just an
anecdot al vi ew?

DR DART: It's a wi despread anecdot al
view. |1've been in three different prograns, and that
was the consistent teaching, and it's |ogical. I
mean, why would you put sonething in a binding record
that could prevent the patient from having insurance
coverage, for exanple, in the future?

And it is a recent devel opnent. [ 11

freely grant that that's probably within the last five
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to ten years that that has evol ved.

DR LAI NE | understand, but | actually
don't see it at our hospital. | nean, one of the
reasons you would do it is because the patient goes
out and kills hinself. There are certain nedical
| egal responsibilities to you out in the future.

DR DART: Wll, the point is to record
what happened, not to put pejorative coments in
there. So they would say if the patient said, "I took
ten grams," yes, they would wite down, "Patient took
20 tablets,” or whatever it was. They just woul dn't
l abel it as suicidal.

DR LAI NE | don't think we should Iet
that go unchallenged. | nean, we certainly teach our
residents that what should go into the nedical record
is the truth, and I think nost other centers do that.

It's extraordinarily inportant that the
next physician reading that record knows what the
truth, what the honest opinion of the |oss and record
it in the record and thought.

And the idea that we would be falsifying
the record or giving the inpression that it's
wi despread in this country that we falsify nedica
records, | think is utterly wong, and | think that

shoul d be corrected before it beconmes widely --
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DR DART: Ckay. Vell, | think you're

m sstating what | said.

CHAI RVAN  CANTI LENA: Hold on just a
second, please. If we can get off the subject of
that, | happen to -- you know, like I'mon your side,

but that's the sanme thing in our institution as well.
It should be, you know, the truth that's in there
but let's not spend any tine on that.

W have four nore individuals who wll ask
guestions, and for a program that we wll actually
extend the questions until 12:15, and then we'll have
the full hour for Iunch.

So if you don't mnd, just excuse ne so
that we can get back on track and perhaps over |unch
we can all chat about that issue. But, Dr. Cohen,
you' re next.

DR COHEN: Yes. Gven that we're, |
guess, mainly concerned about the unintentional
overdoses at this neeting and |ater on today we intend
to work on some risk managenent strategies, | guess
I'm kind of left disappointed that there isn't nore
i nformati on about the causality, and we haven't really
di scussed that very nuch at all

In ny own work, we handle a lot of

anecdotal reports with nostly our reports that cone
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through the nedication AERs reporting program and

we' ve seen a nunber of contributing factors that have
been reported to us nostly by health care
professionals, msunderstanding the way that the
concentration is expressed on the l|abel, for exanple;
the brand nanme extensions, where one brand of drug
really has multiple ingredients, when people think
they're taking other than what's actually in that
package.

And maybe we can tal k about sone of these
others a little bit later, but | can tell you that
when we receive these reports, we follow up. Ve ask
how did this happen, either through the health
professional, who then could contact the patient if
necessary, and it doesn't seem like that's being done
here, and | don't understand.

| mean, there's thousands of these reports

that have occurred over the years. Isn't there that
basic root cause information that we need to -- you
know, with our decision making this afternoon, | think

we were starting to hear sonme of that wth Dr.
Crawford' s question. The response was excellent, and
it was cut off.

Is there nore information? What is

causing these events to actually occur? That's what
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we need to know. | wanted to hear about that.

CHAI RVAN  CANTI LENA: So are you asking
that to Dr. Tenple?

DR COHEN. To the conpany, to any of the
-- even FDA

CHAI RVAN  CANTI LENA: Ckay. Vell, how
about if we just ask the conpany at this point? And
this afternoon we'll have an opportunity to ask
ot hers.

Dr. Tenple, would you like to address that
i ssue?

DR TEMPLE: Let ne just comment. This is
really a question of adverse event reporting since
nost of the data sets are adverse event reports. And
general ly speaking, much of that data is extracted
from things like nedical literature, other sources,
and so you're limted in terns of what's available to
you.

That's why we are suggesting that we need
a nore prospective, proactive approach to getting at
the root of this problem because that -- it's only
through that route that you can really get to the next
| evel of why consuners behave the way they do.

DR COHEN: Because right now | think

we're mainly being asked to speculate about the
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changes that are needed in order to reduce these
uni ntentional events. And | wish there was nore
information out there.

| know that you do as well.

DR TEMPLE: Yeah.

DR COHEN: But w thout that information,
it's hard to make the changes that are necessary with
the | abeling other than specul ating what m ght work.
So we'll probably be doing that this afternoon.

CHAI RVAN  CANTI LENA: Vell, that's one
possibility.

kay. Dr. El ashoff.

DR ELASHOFF: Yes. This set of questions
and conments applies to the talks by Dr. Slattery, Dr.
Dart, and Dr. Koff.

On none of the reports of the individua
studies either in tabular or in graphical formwas it
identified whether those plus or mnuses were standard
deviations or standard errors. I"m assum ng they're
standard errors. Sonme of themare really quite |arge.

On sonme of the slides there was no
i ndication of what the sanple size was. When it was
there, they were nostly quite small

It was inplied that if the neans were

simlar or the result was not significantly different,
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then an inportant difference could be ruled out. Wth
this kind of sanple size, | don't think that's true.
| think we ought to see for all of those a 95 percent
confidence interval so that we could tell what
differences the results are actually consistent wth.

DR SLATTERY: If I can respond to at
| east ny part of that, in ny case there were standard
devi ati ons. The n's were snall. These were snall
you know, studies done sinply in ny l|aboratory wth
regards to the effect of rifanpin or oneprazole. |'d
| ove to see those done in |arger patient groups.

It's kind of the standard size, you know,
group size that you see in sinple drug interactions,
studies of that kind. | don't know if there are other
specific data that you' d like ne to speak to.

DR ELASHOFF: Well, both the talks by Dr.
Dart and Dr. Koff had simlar issues, and if a study
is small, it still should be denonstrated that it's
big enough to have the power it needs to have to
detect what m ght be inportant.

DR SLATTERY: Yes. These were not
powered as pivotal studies, but they were prospective.

If you take a Ilook at other evidence in the
literature, for exanple, anticonvulsants and their

effects on NAPQ production neasured the way that we

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

171

did, you'll find an agreenent on that.
LI oyd Prescott has published the sane sort
of thing. So I am you know, rather confident in that

and woul d wel cone, you know, a larger study, and the

same Wth regards to 1A2. | think we'd confirm the
result.

DR DART: In the studies that |
presented, there were two, | think. The repeated
supertherapeutic ingestion did have 95 percent
confidence intervals on it. W can go back and see

that if you want. That was a total of 270 patients or
so, and the largest group had about 140 and the
smal | er ones had 40.

In the al cohol study, that was actually --
we've done two studies on that for a total of 260
patients, half of which, roughly half of which are
acet am nophen and half that didn't, and that had a
power to detect a difference in the AST of just 13
units. So | didn't put that on there.

DR KCFF: In the study that | showed of
the single dose, that was standard errors. In the
Benson study done, again, in 1983 and in the Dargere
study, standard devi ations were shown.

And, again, these were obviously studies

done several years ago before epidem ol ogi ¢ inportance
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of powering studies was done, and these were -- that's
t he data we have.

DR ELASHOFF: That's why it's
advantageous to do confidence intervals, so that you
can actually see what the study does show.

DR KOFF: Yeah. Well, we're waiting for
the Dargere paper to be published in full. It's still
just an abstract that appeared in Hepatol ogy. The
Benson paper, of course, did not have adequate data
for me to go back and do confidence limts. Maybe we
can -- CGordon is here -- we can get sone of that old
data and see if we can get those nunbers.

CHAI RVAN CANTI LENA:  Great. Thank you.

Dr. Davidoff, then Cryer, then WIIians,
and then | unch.

DR DAVI DOFF: I had a question | guess
primarily for Dr. Bowen but for others. It regards
| anguage because the term "rare" or "very rare" has
been used, and | certainly wouldn't disagree that in
terms of a denomnator of hundreds of mllions of
doses, sone of the events we're tal king about can be
seen as rare.

But that's looking at rates essentially.
But if you start |ooking at the absolute nunbers, |

really question the use of |anguage like "rare" and
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"very rare.”

According to the test data submtted by
Proctor & Ganble, in a three year period there were
316,000 cases of reports of acetam nophen anal gesic
single nedication incidence of which roughly 128,000
were considered to be intentional, but 178,000
consi dered uni ntenti onal .

How reliable that is we are not certain.
Anyhow, the bottom of those, there were about 1,800
serious and of those 768 were serious or najor.

So | really wonder. | mean, if we saw
those nunbers in connection wth other kinds of
etiologies or context, I'm not sure that we would be
using the terns "rare" and "very rare."

As a final sort of coment related to
that, the analysis of the AERs data which suggested
that only about a quarter of them nanely, about 75
out of the total cases were, in fact, definite or
pr obabl e acet am nophen related. W also know that the
reporting to that database is only of the order of
bet ween one and ten percent.

So if you nultiply out, you' re now talking
about sonething in the range of 750 to 7,500 cases
over whatever period the AERs has been conducted.

Again, | would suggest that that's consistent with the
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serious toxicity or death in the range of about 1,000
in three years. So | really wonder whether we're
tal ki ng about rare events or not.

DR TEMPLE: Let nme just comment first on
the poison center, the test data, because there is
inmportant data if you're going to talk about this
during the day.

Havi ng been involved in establishing that
system the accidental cases in this case are largely
young children getting into product that they're not
exposed to. So you can't use the sane ratios about
uni ntenti onal . So they're largely accidental
i ngestions in kids.

And, secondl y, poi son centers report
exposures which sinply means sonebody took a product
and they called a poison center to know what to do
about it. So they can't give you any perspective on
the size of the serious problem

So we tried to focus on serious cases that
m ght cause harm That's maybe how we got from the
bi gger nunbers down to the things that are really,
really rel evant.

DR BONE | think that's right, and
perhaps the word "rare" should have been "very

uncommon” or "uncommon" if that's nore confortable for
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you. Because | think that rare has a definition and a
regulatory one from the point of view of |ooking at
t he nunber of cases in any given dat abase.

| would like to comment, however, that
sone of the cases that were in the adult AERs system
although they were «collected over three years,
actually occurred over a 25-year period. So that
shoul d be also in your cal cul ation.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Cyer.

DR CRYER | just wanted to follow up on
Dr. Brass' earlier question about data from clinica
experiences fromin vivo studies about the effects of
glutathione depletion, and this is specifically for
Dr. Dart.

| would just wonder whether or not your
data set on al cohol users who were given acetam nophen
al so just asked a subpopul ation of patients who were
fasted. And if so, what were your observations in the
fasted subpopul ati on?

DR DART: Yeah, we did determ ne body
mass i ndex on all of the subjects, and so we | ooked at
it fromvarious different ways because if you look in
the literature, there's not one nunber that's used to

represent malnutrition or under nutrition. For
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exanple, sone wll say 21. Some will say 20. So we
did it both with 21 and 20, and there's basically a
third and a fifth of the patients that fell under
t hose two categori es.

Now, this is a post hoc analysis, but if
you take those two groups and conpare the neans of
that way, then again you find no difference between
t hem and anyone el se in the study.

DR CRYER Wre all patients fed?

DR DART: The patients could eat after
they were in the institution, right.

CHAI RVAN CANTI LENA: Ckay, and our final
question fromDr. Janmes WI I i ans.

DR WLLI AVE: My question has already
been addressed.

CHAI RVAN CANTI LENA: Ckay. Very good
Al right. Wat we'd like to do now is break for
unch for one full hour. W wll neet back according
to ny watch about 12:15 -- 1:15.

Thank you.

(Whereupon, at 12:17 p.m, the neeting was
recessed for lunch, to reconvene at 1:15 p.m, the

sane day.)
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AFT-EERNOON SESSI-ON

(1:24 a.m)

CHAI RVAN CANTI LENA: W'll go ahead and
begin the second portion of our open public hearing.
The first speaker, Dr. Sarah Erush, has been granted
ten mnutes, ten mnutes by the Food and Drug
Adm ni strati on.

Dr. Erush.

DR ERUSH  Thank you.

|'d like to present to you today a review
of acetam nophen overdoses admitted to our hospital
with an enphasis on the wunintentional cases to
denonstrate that these patients actually exhibit
greater norbidity and nortality than do the
intentional cases and, as such, suggest that further
nmeasures be put in place to prevent these tragedies
from occurring.

M/ name is Sarah FErush, and I|I'm the
Director of the Drug Information Service at the
hospi t al of the University of Pennsylvania in
Phi | adel phi a. HUP is a 700 bed tertiary academc
nmedical facility with Level 1 trauma and transpl ant
servi ces. It serves the tri-state region of
Pennsyl vania, New Jersey, and Del aware, and averages

about 35,000 adm ssi ons per year.
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O note, none of these are pediatric
adm ssi ons. So all of the data |I'm going to present
to you today is in adult patients.

Qur adverse drug event program is run by
Dr. Karen Shal aby and operated by our Drug |Information
Service. It averages 600 reports per year and obtains
them through both spontaneous and targeted reporting
nmet hods.

Prior to 1998, we |like many other
institutions did not routinely report acetam nophen
overdoses because we did not feel that they were
preventable adverse drug reactions. Due to Dr.
Shal aby's pronpting, in 1998 we did begin to routinely
report all acetam nophen overdoses, and nuch to our
surpri se, we f ound a significant nunber of
uni ntentional overdoses which we feel are in al
I'i kel i hood conpl etely preventabl e.

Therefore, we undertook a review of all
the cases that we had in our database for the past
four years and found 54 reports of acetam nophen
overdose, and of the 47 cases that we've been able to
review to date, 23 of those, or a full 50 percent
wer e uni ntentional overdoses.

To denonstrate our certainty that these

patients are actually wunintentional, of the 23
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patients identified, in 13 of those cases the
attending physician was so certain that the patient
had m stakenly overdosed on the drug no psychiatric
consult was request ed.

In ten cases where a psychiatric consult
was requested, in all cases psychiatry stated that
t hese patients had no intent to harmthensel ves.

In looking at the patient denographics
between the two groups, you'll not that the patients
in the unintentional group are slightly ol der than the
intentional group, that there's an even split between
mal e and female patients, with nore fenale patients in
both groups, and that the intentional group was nore
likely to be directly admtted to the hospital while
the unintentional group was nore likely to Dbe
transferred in.

In 1ooking at where we could accurately
determ ne the amount of acetam nophen ingested, it was
very interesting to note in the unintentional group
that the nedian and average doses were between six and
ei ght granms per day, which while above the recommended
maxi mum of four grams per day, is still far below the
ten to 15 gram dosage usually considered to be toxic.

In determning  whet her t he pati ent

obtai ned the drug either through prescription nmeans or
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over the counter, again, it was evenly split between
both groups, but it was interesting to note that in
the wunintentional group nore patients took single
entity acetam nophen products than did conbination
products, mnmaking it clear that they knew that what
t hey were taking contained acetam nophen.

The reasons for the ingestion in the
i ntentional group are listed here wth pain,
t oot hache, insomia and headache being the nost conmmon
reasons.

The primary reason for exceeding the
maxi rum dose was a frustration with unrelieved pain
with many patients stating they knew they were
exceedi ng the recomended dose and did so because they
t hought it was such a safe drug.

W define an acute exposure as any
exposure that occurred in |l ess than seven days, and as
expected, in the intentional group nobst of these
patients were a one tine overdose situation, but the
unintentional group, you'll note, often took their
drug over a period of one to three days and, in fact,
30 percent of these patients took the drug over a
period of greater than seven days.

Therefore, as expected, when |ooking at

the average peak acetam nophen levels in this group
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the unintentional group has a nmuch |ower peak
acet am nophen | evel than does the intentional group.
But unexpectedly, when |ooking at the average peak
levels of ALT, AST, INR and total bilirubin to
indicate their liver function, the unintentional group
had significantly higher levels than did the
intentional group, indicating that this group had
experienced significantly greater toxicity than did
t he unintentional s.

In terns of length of hospital stay, the
patients in the unintentional group also stayed | onger
in ternms of both 1CU days and total days of hospital
st ay, agai n, indicating that they had greater

norbidity than did the intentional patients.

And nost distressingly, in terns of
patient outconme, 1in the wunintentional group nore
patients did not have resolution of their [|iver

di sease. More patients were evaluated for transplant.
More patients were transplanted, and nore patients
died as a result of their unintentional overdoses.

W were so intrigued by the unintentiona
group exhibiting such greater norbidity, considering
they had taken |ower doses and taken them over an
extended period of tine, that we undertook a review of

risk factors to see if we could find any differences
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between the groups, and in fact, we |ooked at hepatic
di sease, alcohol use, drug abuse, and concomtant
di sease

And as you'll note, we didn't find great
differences between the groups wth the possible
exception of nore alcohol wuse in the unintentional
group.

And when we further reviewed this risk
factor, we found that the primary difference lies
where the unintentional patients naybe had nore
patients who had chronic al cohol abuse with an acute
ingestion on top of that.

However, it was interesting when we | ooked
at the nunber of risk factors per patient. A full 96
percent, or 22 of the 23 patients in the unintentional
group, had at |east one of the previously defined risk
factors for acetam nophen hepatotoxicity, and that was
conpared to only 70 percent in the intentional group

And as these <curves denonstrate, the
uni ntentional group was nore likely to have one or
more risk factors than did the intentional group,
leading us to believe that the existence of risk
factors does have an inpact on toxicity in
uni ntentional ingestions.

So I'd like to summarize the data that
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|'ve presented to you in stating that in the 47
patients that we |ooked at, unintentional overdoses
accounted for a full 50 percent of those cases; that
the doses in these patients were |ower and ingested
over a period of one to three days; that the
unintentional cases had greater toxicity when judged
by LFTs, I NR, and length of stay; that the
unintentional cases also had higher transplant and
death rates than did the intentional group.

Addi tionally, the influence of risk
factors remains present, but unclear, though al cohol
use and having nore than one risk factor was nore
preval ent in the unintentional group.

W also wanted to point out to you that
the hospital costs for the unintentional group were
nearly double of that of the intentional group, and
that's interesting to note because if you'll renenber
they didn't have double the length of stay. So,
again, these costs are indicative of the severity of
illness of this group.

And if we take these nunbers and we
extrapolate this cost data to simlar institutions
around the country, the cost of acetam nophen
overdoses in general to the health care industry

easily runs into the hundreds of mllions of dollars.
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W also wanted to note that the results
that we're presenting to you now are very simlar to
those that have been published previously, which
indicates to us that this is a significant ongoing
issue in the United States that, again, we would |ike
to propose i s preventabl e.

There are nultiple recomendations that
could be nmade or considered at least to prevent this
t ragedy. Qovi ousl vy, we don't advocate taking
acet am nophen off the market. However, we do think
that educational practices for both health care
practitioners and consumners ali ke coul d be
significantly inproved.

O nmgjor inportance would be to continue
to encourage the reporting of acetam nophen overdoses.

As we nmentioned before, nost institutions do not
report these overdoses because they do not feel
they' re preventabl e adverse drug events.

And notably, none of the cases that we
presented to you today were reported to our |ocal
poi son center, which is where much of the data on
uni ntentional overdoses cones from and nuch of that
poi son center data on an unintentional overdoses is
accidental ingestions in children, while all of the

data that we've presented to you today is in adults.
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As such, we'd like to propose that this
problem is potentially severely underestimted, and
further data is better needed to define the risk for
the wunintentional patient population and to target
educational practices for them

W al so need to erase the notion wth both
prescribers and patients alike that acetam nophen is
such a safe drug.

Changes in |abeling, packaging, and even
perhaps the addition of small anounts of antidote to
acet am nophen products are all other things that could
be considered to help inprove the safety of this
pr oduct .

And finally, 1'd like to close with a
guote from one patient that was representative of many
that we found in our chart review and clearly
denonstrates patients' ignorance of the potential
dangers of this drug.

“If 1'd known it would nake me this sick,
| never would have taken it."

W respectfully ask the conmttee to
consider taking neasures to inprove the safety of
acet am nophen products and thereby the safety of the
Anmerican public.

And we thank you very much for allow ng us
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the tine to present this today.

CHAI RVAN CANTI LENA:  Thank you very nuch

Qur next speaker in the public hearing is
Susan W nckl er, Anmerican Pharmaceutical Association.

V. W NCKLER: Thank you for t he
opportunity to present the views of the American
Phar maceuti cal Association, the national professiona
soci ety of pharnaci sts.

| am Susan Wnckler, a pharnmacist and an
attorney and APHA's Vice President of Policy and
Communi cati ons.

My coments today wll focus on the
pharmaci st's perspective on the use of acetam nophen,
possi ble sources of problens seen wth the OIC
anal gesics, and the need for consumer educati on.

In the interest of full disclosure, APHA
frequently partners wth federal agencies, consuner
groups, the pharmaceutical industry and others to
devel op  educati onal tools for pharmaci sts  and
consuners. The association did not receive funding to
participate in today's neeting, and the views | am
presenting are solely those of the association and its
nmenbers.

APHA' s 50, 000 menbers include pharnacists,

practitioners, phar maceuti cal scientists, st udent
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pharmaci sts, and pharmacy technicians. These nenbers
provide care in all practice settings, such as
conmmunity pharmacies, hospitals, and long-term care
facilities.

In those settings we hel p consuners nanage
and inprove their nedication wuse, including the
appropriate selection and nonitoring of prescription
and OIC products, such as acetam nophen

Acetam nophen is wdely wused in both
prescription and OTC anal gesics and cold, allergy, and
sinus preparations. Pharmaci sts, other health care
provi ders, and patients frequently sel ect
acet am nophen products because of the excellent safety
profile and relatively |ow nunber of side effects and
for its appropriateness in special populations, such
as pediatric patients and patients wth asthna,
hypertensi on, or gastrointestinal disorders.

It is of significant therapeutic value for
mllions of patients. However, acetam nophen, |ike
all other drug products, is only safe and effective
when it's used appropriately.

I nproving the public health and safety
with respect to nedication use is the pharmacist's and
APHA' s highest priority. APHA supports the review of

adverse events to determne if a nedication's benefits
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are outwei ghed by its risks.

Wiile reports of adverse events are
possi bl e indicators of problens, nmany of these reports
may be inconplete and do not show causality. It is
hard to determne if acetam nophen was the sole or
primary cause of the reported events, what other
factors may have played a role, or if the use of
acet am nophen before the adverse event was only a
coi nci dence.

VW  know, however, that patients nay
unintentionally exceed the recommended dosage by
taking the incorrect dose of the nedication or
i ngesting mul tiple product s t hat contain
acet am nophen. This can occur when caregivers for
pediatric patients accidentally give the wong dosage
because they wuse an inaccurate neasuring device;
incorrectly determne the dose based on the child's
age rather than the child s weight or are not aware of
the difference between products, such as acetam nophen
suspensi on and concentrated drops.

In other cases, patients with nultiple
synptons unknowi ngly ingest nultiple products that
contai n acetam nophen. For exanple, a patient on the
prescription drug percocet for significant pain may

al so take nonprescription Sudafed severe cold formula
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to treat cold synptons, unaware that both products
cont ai n acet am nophen.

In other instances, patients exceed the
appropriate dose by taking nore than the recomended
initial dose, taking anot her dose before the
appropriate time interval has passed, or exceeding the
maxi mum nunber of doses in a day because they believe
it will increase the nedication's effectiveness.

Wiile all of these situations can result
in an overdose of the nedication and enlarged doses
may contribute to an adverse event, these exanples are
a sign of incorrect usage by the consuner that may
well be due to not reading or reading but not
follow ng the | abel directions.

To conbat this problem we nust work wth
consuners to becone educated about the inportance of
both reading and followi ng |abel directions for both
prescription and OTC nedi cations. The w despread use
of OIC analgesics may have |led consuners to becone
conpl acent about their use.

A study by the National Council on Patient
| nformati on and Education, NCPIE, found that while 95
percent of consunmers read product |abeling when
selecting and using an OIC nedication, they often

don't read the entire label and instead select the
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information they view as inportant.

And what consuners may view as inportant
doesn't necessarily match wth what health care
providers and regulators view as inportant. As an
exanple, only 34 percent read the information about
the active ingredient, and only 21 percent of those
consuners read the warnings information.

Consunmers nust be remnded that any
medi cation, including OICs, has the potential to harm
if it's used incorrectly. A survey of caregivers
underscored this point as only 28 percent of them were
aware that OICs could have side effects, and only 36
percent could nane a possible side effect that could
occur for a given nedication.

Consuners nust be encouraged to read
product |abeling, to take the nedication as directed,
to learn of possible side effects, and understand what
to avoid while taking the medication.

Consuners with questions or special needs
shoul d al so be encouraged to talk to their pharnaci st
or physician before taking any new nedication or
conbi ning nul tiple products.

APHA reconmmends that all prescription and
OrC products containing acetam nophen be clearly

mar ked. Patients often identify with the brand nane
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of the nedication they are taking, but are not aware
of the product's active ingredients.

For exanple, patients may report that they
are using the product Tylenol, but a survey found that
only eight percent of those individuals could also
report using acetam nophen.

OTC products shoul d contai n verbi age, such
as "contains acetam nophen,” on the product's front
panel , preferably in conbination with the drug nane.

Addi tionally, acet am nophen cont ai ni ng
prescription drug products could be identified through
the use of auxiliary labels placed on the prescription
vial by the pharmacist, and both products should
i ncl ude warni ngs about therapeutic duplication.

W' re pleased that Bayer, MNeil, and
ot her manufacturers of OIC products have announced
revision of | abel i ng for their acet am nophen
contai ning products to enphasize the active ingredient
and i ncl ude an overdose war ni ng.

APHA encourages the FDA to recognize the
industry's efforts in this area and to further advance
their efforts by allow ng inportant dosing infornmation
for patients under the age of two to be added to the
product | abel . The inclusion of this dosing

information may prevent overdoses caused by inaccurate
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dose estimates.

I n concl usi on, acetam nophen is one of the
safest and nost effective OIC and prescription drug
products available for pain relief when it's used
correctly. It is inportant that the agency does not
reduce access to this val uabl e pain nedication.

The agency should work wth product
manuf acturers, pharmaci sts, physicians, and consuner
groups to educate consuners on the appropriate
selection and use of all OIC products, including
acet am nophen, aspirin, and other NSAI Ds.

Consuner education activities, such as
NCPIE s Be Med Wse public education canmpaign, is a
great way to educate consuners about the need to both
read and follow |abel directions and to ask their
pharmaci sts if they have any questions.

Hel pi ng consuners | earn how to
appropriately select and use OIC nedications is key to
reduci ng product overdoses and rel ated adverse events.

Thank you for your consideration of the
view of the nation's pharnaci sts.

CHAI RVAN CANTI LENA:  Thank you.

Qur next speaker, M. Ray Bullman fromthe
National Council on Patient Information and Educati on.

MR BULLMAN: On behalf of the Nati onal
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Council on Patient Information and Education, | am
pl eased to address the FDA s Nonprescription Drugs
Advi sory Conmi ttee.

Found in 1982, NCPI E, as we cal
ourselves, is a nonprofit coalition of 135 nenber
organi zation, including national consuner and patient
organi zations, health care professional associations,
voluntary health associations, manufacturers, and
gover nnment agenci es.

The FDA is represented on an NCPIE board
of directors in a nonvoting |iaison capacity.

In the interest of disclosure, neither
NCPI E nor | received funding to participate in today's
neeting. Support for the Be Med Wse canpai gn, which
"1l describe, was devel oped by NCPIE, and provide an
unrestricted educational grant from MNeil Consuner
and Specialty Pharmaceuticals, and subsequent Proctor
& Ganbl e.

The appropriate use of nmedi ci nes,
specifically the exchange of useful i nformation
between consuners and health care professionals to
foster such appropriate use, has been at the heart of
NCPIE s mssion for 20 years. Qur national education
canpai gns have featured themes such as "Team Up and

Talk," "Have Your Medicines Had a Checkup,"” and
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"Educate Before You Medicate."

Wile ny coments nmay not necessarily
reflect the opinions of each NCPIE nenber, there's
uni versal support anong our nenbership for the vital
role that high quality health care provider and
patient conmunication, public awareness and education
play in pronoting safe and appropriate use of
nmedi cati ons.

Whet her consuners are self-nedicating or
have a new prescription, we wurge them to ask
guestions, to share information about other nedicines
they're taking, and to report any problens to their
heal t h care professionals.

Today this is nore inportant than ever
before, with nonprescription nedicines accounting for
six of the top ten nedicines taken by Anericans
according to the Sloan survey published in JAVA on
January 16th of this year.

Also in January of this year, NCPIE
| aunched our Be Med Wse public education canpaign to
pronote the w se use of nonprescription nedicines and
to raise awareness about the new Drug Facts |abel on
over -t he- count er products.

Survey research conm ssioned by NCPIE | ast

year indicated that nmany consuners do not recognize

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

196

the potential for harm if they take nore than the
reconmended dose of an OIC nedicine, take nore than
one OIC product containing the sane active ingredient,
i nappropriately conbi ned arc and prescription
nmedi ci nes, or inappropriately conbine nedications and
dietary supplenents in sone cases.

As specifically relates to OIC pain
relievers, our poll found that only 34 percent of
respondents taking an OIC nedicine for headache coul d
correctly identify its active ingredient. Two thirds,
66 percent, either incorrectly identified the active
ingredient or did not know what the active ingredient
was.

W also found that one third of
respondents report having taken nore than the
recommended dose of an over-the-counter nedicine.

Qur canpaign activities to date have
i ncluded extensive use of television, radio, print,
and the Internet to encourage consuners to be ned.
wise when selecting and using over-the-counter
nmedi ci nes. Message points that relate specifically to
the conmttee's deliberations today include over-the-
counter nedicines are serious nedicines that can cause
harmif taken incorrectly.

Many over-the-counter nmedicines contain
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the sanme active ingredient. So make sure you know the
active ingredient or ingredients in each of the
medi ci nes you plan to use or to adm nister to others.

Conpare the active ingredients if you're
taking multiple nedicines.

Always read the OIC drug |abel carefully
and fol |l ow dosage instructions, warnings, et cetera.

Tell your doctor and pharnmaci st the nanes
of all the nedicines you are taking, particularly
before a new prescription is introduced to the regine
or a new OTC i s introduced.

When in doubt about choosing and using an
over-the-counter nedicine, consult your doctor or
phar maci st .

Qur canmpaign Wb site, benedw se.org,
highlights the fact that nmany OIC nedicines contain
the sane active ingredient and includes a graphic
denonstrati ng t he nunber of product s, bot h
prescription and OIC that contain acetam nophen,
i buprofen, aspirin, and naproxen sodi um

In August, NCPIE conducted a five-city
nmedia tour coinciding with the back-to-school season
to convey ten tips to parents and caregivers when
giving over-the-counter nedicines to children.

Wrking with our network of pharnmacists and pharnacy
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organi zations, NCPIE will next devel op and di ssem nate
Be Med Wse nessages to consumers at comunity based
phar maci es across the country.

An initial product wll be a series of
brochures and Wb based nessages wth the working
title of which will be pronoting the wi se use of over-
the-counter pain relievers, followed by simlar titles
addressing the nost wdely used categories of OIC
products.

|'ve summarized the work of our Be Med
Wse canpaign because | feel there are some insights
that may prove helpful in the context of today's
nmeet i ng. As specifically relates to the Advisory
Committee, NCPIE recommends that FDA sustain its
support for consumer and patient education by
continuing its collaboration with organizations |ike
NCPI E and ot her organizations.

Continue to develop and dissem nate
consuner directed messages about the Drug Facts | abe
as an educational resource, calling special attention
to knowi ng the active ingredient in your nedicines and
conparing products when taking multiple nmedicines.

Regul arly assessing or supporting research
on consuners' understanding and use of the Drug Facts

| abel . Such consuner research can help qguide
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col l aborative efforts to inform and educate about
appropriate use of medicines.

And finally, to conmt support and
resources for an ongoing national consuner nedicine
safety and education partnership, such an effort could
be nodel ed after the nulti-stakehol der partnership for
food safety education with its highly visible fight
BAC food safety canmpaign. That's B-A-C, in which FDA
is intricately involved. It could incorporate tinely
and relevant nessages about, for exanple, risk
recognition and nanagenent and nedication error
reducti on.

NCPIE first proposed such a sustaining
nmedi cati on, education, and safety canpaign to the FDA
in 1998. Broad goals for such a canpaign would be to
educate consuners and health care professionals about
changes and inprovenents in nedicine education, to
pronmote question asking, information seeking and
information sharing as valuable tools to inprove
comuni cation and know edge, and to better equip
consuners and caregivers to recognize and/or act on
nmedi cation related errors or problens.

NCPI E envisions the Be Med Wse canpaign
as a nmulti-year effort to support and enhance

consunmer's informed self-care decision naking when
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sel ecting and using over-the-counter nedicines. As
such, it could serve as the foundation for a
broadened, nulti-stakehol der, collaborative national
consuner nedi ci ne education and safety partnership.

Thr oughout our history, the FDA has worked
closely with us on many educational canpaigns. Qur
partnership to pronote the Be Med Wse nessages and
especially the new Drug Facts | abel has been
rewar di ng.

W conmend NDAC for highlighting inportant
safety issues and the role that consunmer education can
play as we continue working together to insure the
public's wi se use of nedicines.

Thank you.

CHAI RVAN  CANTI LENA: Thank you, M.
Bul | man.

Qur next speaker is Ms. Kate.

M5. KATE: |'d like to thank you very much
for allowing ne to be here today.

On April 18th, 1995, ny son Marcus said to
me, "Ch, Ma, | think I"'mgoing to die."

| told him 1l would never let that happen.
| had no idea at that tine how serious his nedical
condition was or that it would continue to get worse.

A few weeks before, our son had injured his wist.
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He had a severe sprain and was prescri bed
acet am nophen with codeine by our famly physicians.
He took the nedication for the prescribed tine.

Wien the prescription was finished, he
conti nued to have sone pain and purchased an over-t he-
count er acetam nophen product. During this time, we
spoke to Marcus frequently. These calls were to check
on how he was doing, and | would always ask the usual
Monmy questi ons.

How s your wist? How do you feel? Are
you eating?

He said his wist didn't hurt as nuch, but
he wasn't feeling well and wasn't very hungry. When
we spoke to him on the Friday before Easter, Marcus
said he thought he was getting the flu. He said he
was nauseous, had body aches, and a tenperature.

W found out later that these are also
synpt ons of acet am nophen toxicity.

At this point he purchased an over-the-
counter flu remedy, also containing acetam nophen. On
Easter Sunday he felt bad enough to go to a |ocal
hospi tal . After being in the first hospital for two
days, Marcus was transferred to another hospital and
put on the organ donor |ist.

On April 24th, eight days after entering
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the hospital, and with no donor Iliver available, we
stood next to our 23 year old son's hospital bed and
watch and listened as he slowy slipped from our
lives.

| and ny husband and our other two sons
wat ched as the color drained from Marcus' face when
his heart stopped. Qur previously healthy, happy son
was gone.

Wien we found out that the cause of death
was liver failure due to acetam nophen toxicity, we
didn't know what to think. Qur search for an answer
started. W found out that acetam nophen was a
| eadi ng cause of drug overdose and death in the United
States and the United Kingdom W |earned that the
nunbers of deaths per year were in the hundreds and
t hat adverse events were over 100,000 per year.

We al so found out that fasting was as mnuch
a factor as al cohol when conbined with acetam nophen
to cause liver failure.

If our son or ny husband I had had even an
inkling that acetam nophen toxicity existed, | feel
that the outcone of our story would be totally
different, perhaps no story to tell at all.

My husband and | have nmade contact wth

other famlies across the country who have had famly
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menbers die to acetam nophen toxicity. They t hought
t hey were al one.

Thi s panel knows the statistics. You know
they're not alone. To this day we neet people, tell
them our story, and we still get the sane response: |
didn't know that.

W continue to neet doctors who are not
aware of the frequency of acetam nophen toxicity. M
husband has educated our local EM5S to the signs of
toxicity. Mst people know about stonmach probl enms and
bl eeding associated w th NSAIDs. Wiy aren't they
awar e of acetam nophen |iver probl ens?

We've taken on the project of trying to
educate as many people as we can, but it should be the
responsibility of the manufacturers to educate
consurmers. Wth yearly profits in the billions from
acet am nophen products alone, | feel that the funds
are avail abl e for consuner educati on.

Commercials for prescription drugs warn of
possible side effects and to consult your physician.
You have the guidance of your doctor. Wth over-the-
counter products, you're on your own. | f conpanies
are permtted to advertise their products, they shoul d
be require to inform people that fasting, alcohol,

preexisting liver problens can lead to |iver danage,
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liver failure, and death.

There's a phrase that makes ne sick. The

phrase is "risk-benefit ratio.” It seens that it's
acceptable that a nunber of people wll die if you
sell a certain anmount of nedication. It's not

accept abl e. There's no acceptable ratio when one of
those people is your Jloved one, and inportant
information was w thheld, information that has been
known for 20 years.

| know this panel will do what's right.
You have to. You can't allow nore innocent nmen,
wonen, and children to suffer fromthe adverse effects
cause by acet am nophen.

Seven years have passed since Marcus'
death. Don't let another year pass and nore famlies
go through the unbelievable pain and sorrow that our
famly has had to endure. Sonetinme positive has to
result from such an unnecessary death as our son's.

In his nenory we have given out seven
schol arships in his name to his high school. Another
tribute would be to stop the additional suffering due
to the greed and indifference to consuners by

manuf act urers of acetam nophen products.

This is Marcus when he was three. It's
one of our favorite pictures. That's Marcus on his
SA G CORP.
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aunt's boat up in Miine. Marcus just enjoying hinself
with his friends. This is Marcus' graduation picture.

And as requested by sone of the people I
have been in contact with, two famlies requested ne
to show pictures. This is Wendy. She died at 28 from
acet am nophen toxicity. And this is Gndy, dressed in
a gowmn to go to her class reunion two nonths before
she passed away.

And | just hope by | ooking at these faces
that you know and hope you know that death is not an
accept abl e side effect.

Thank you very much.

CHAI RVAN CANTI LENA:  Ckay. Thank you very
much.

Qur next speaker is Dr. Caroline Riely.

DR RIELY: Cood afternoon. Thank you for
t he opportunity to provide testinony here.

M/ nane is Dr. Caroline R ely. I'm a
prof essor of medicine and pediatrics at the University
of Tennessee at Menphis.

' m providing testinony today on behal f of
the American Liver Foundation, the |eading national
voluntary health agency dedicated to the prevention,
treatnent, and cure of hepatitis and other Iliver

di seases through research, education, and advocacy.
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W are here today because we are concerned
about the issue of adverse reactions in the liver to
over -t he-counter nedi cati ons.

As a hepatol ogi st caring for patients with
both acute and chronic liver disease, | suggest both
acet am nophen and nonst er oi dal anti-infl anmat ory
drugs, such as ibuprofen, to ny patients dependi ng on
t he setting.

For exanpl e, acet am nophen S t he
antipyretic and anal gesic of choice for patients with
chronic, non-alcohol related liver disease, despite
its well known association with hepatotoxicity.

Acet am nophen, normally a very safe drug,
is an hepatotoxin under certain conditions, and we've
heard a | ot about that today. The therapeutic w ndow
for this agent is quite narrow. The usual adult dose
is one gram by nouth every four hours, but a single
dose of 20 grans can cause | ethal hepatotoxicity.

Many believe that four grans per day is a
safe level, but some have suggested that it my be
nmore prudent to use two grans a day as the maxi num
saf e dose for those who regularly use al cohol

Acet ami nophen is a constituent of many
conbi nati on nedications, both over the counter and

prescri bed. So a patient may take two forns of
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acet am nophen wi t hout being aware of that fact.

For exanmple, a patient may use Tyl enol
P.M and percocet and may inadvertently exceed the
saf e dose.

This is particularly a problem in the
pediatric population. WelIl neaning parents adm nister
multiple doses, can reach toxic dose inadvertently
resulting in liver injury. In this age group, the
problem is magnified by the nmultiple fornulations
avai | abl e. The parent may not be aware that the
preparation advised for infants, a concentrated form
given in drops, is nuch nore potent than the syrup
adm ni stered by teaspoon in older children. Toddlers
using the infant formula but given by the spoonful nmay
i nadvertently develop injury to the liver.

W' re concerned that the present marketing
practices make it very difficult to find the standard
dose formulation, the 325 mlligram pills. As a
result, the consumer thinks that the extra strength
preparation is the only one avail abl e.

G ven the narrow therapeutic w ndow, this
failure to market the |ower dose may contribute to
i ncreased adverse events.

At the American Liver Foundation, we would

like to encourage an active approach to this problem
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and would like to participate in any way that we can

There needs to be greater awareness on the part of
all, the consumer or their parents, the pharnacist,
and t he physici an.

e woul d advocat e an I nnovati ve
educational effort to help mnimze these problens.
For exanple, the package warning in use now are too
small, difficult to reach, and thus nmay appear to the
consuner to be uninportant.

An educational effort at the site of
purchase would be useful. There could be signs or
brochures in Spanish as well as English available at
the display shelf or at +the checkout counter.
Pharmaci sts distributing acetam nophen containing
prescription drugs, such as percocet or vicodan,
shoul d | abel the Dbottle to indicate that the
medi cati on contains acetam nophen, wth a warning that
toxic doses may be obtained if the patient is an
al cohol user or taking OIC acet am nophen

Public service announcenents on TV would
be helpful, and the manufacturer should pronote the
use of the 325 milligramtablets or at |east give them
equal shelf space with sone informative guidelines as
to which dose is appropriate for whom

Li kew se physician education is inportant.
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Physi cians need to know all of the nedications, both

over the counter and prescribed, that their patients

are taking. They should be aware of the narrow
t her apeutic wi ndow  for acet am nophen and its
interaction wth alcohol. And pediatricians and

famly practitioners should go over with the parents
the appropriate dosing for the various pediatric
formul ati ons.

W realize that the discussion of the
NSAIDs is tonorrow s topic. W would like to take
this opportunity to remnd the panel that NSAI Ds, such
as ibuprofen, are potentially toxic in patients with
chronic liver disease, leading to renal failure at
even nodest doses.

Thus, in this setting acetam nophen is a
better choice for the treatnment of pain or fever.

Acet am nophen is a good drug, proven so
over decades. Efforts at education of the consuner
and the professional wll result in an even better
safety record for this agent.

The Anerican Liver Foundation w shes to
thank the FDA for convening this panel. VW believe

that these drugs represent only the tip of the

i ceberg. W need a better wunderstanding of the
potenti al for hepatotoxicity of all t her apeutic
S A G CORP.
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agents.

Thus, we recommrend the creation of a task
force to examne the issue of drug induced
hepatotoxicity. W need better review nmechani sns and
studies to address this problem The American Liver
Foundation stands ready to assist in this initiative.

Thank you very nuch for allowing ne this
opportunity to share our views with you today.

CHAI RVAN CANTI LENA:  Thank you, Dr. Riely.

Qur next speaker is Dr. Peter Lurie.

DR LURE Good afternoon. [''m Peter

Lurie, a physical with Public Gtizens Health Research

Goup in Wshington, and | have no conflicts to
di scl ose. W take no noney from governnent or
i ndustry.

Let's start with sone history. |In 1977, a

review panel not dissimlar to the present one

recoomended the following warning for acetam nophen

contai ning products: "do not exceed recomended
dosage because severe |liver danmage may occur."” And a
second piece of advice: "do not exceed reconmended

dosage or take for nore than ten days because severe
| iver damage may occur."
The FDA chose to ignore this advice. Now,

a quarter of a century later, we're looking at what is
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literally an epi dem c of f at al acet am nophen
associ ated poisonings, a near doubling just between
1995 and 1999, and estinmates -- we've heard data just
recently suggesting it mght, in fact, be an under
estimate of 458 deaths per year according to death
certificate data.

Acet am nophen is the |I|eading cause of
toxic drug ingestion in the United States.

The FDA has estinmated that at |east 57 to
74 percent of ingestions are intentional. Yet the
issue before the commttee is described as, quote,
uni ntentional acetam nophen hepatotoxicity, which is
an illogical restriction of this debate and seem ngly
a capitulation to the idea that nothing can be done
for those making suicide attenpts.

In fact, many suicide attenpts are
i mpul sive and are, in fact, cries for help. And many
of themw |l turn out to be fatal despite that. Most
however, are not fatal, and fatality rates are rel ated
to the doses consuned.

| think witing off what is, in fact, the
|eading cause of death related to acetam nophen
overdose makes absolutely no sense to ne, and |I'm
goi ng to suggest a nunber of things that m ght be done

that will not only have an inpact upon the intentiona
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overdoses, but wll also have a ripple effect upon
uni nt enti onal ones.

Now, one of the things that some countries
have done, sonething not nmentioned at all in the FDA
briefing packet for reasons unclear to nme, is that
numerous countries have, in fact, tried to do
sonet hing about this problem The nost recent of
these occurred in the United Kingdom where in
Septenber of 1998, there was a restriction placed on
the nunber of acetam nophen packs, acetam nophen
tabl ets per pack: 16 if you purchased the drug in a
supermarket, 32 if you bought it from the pharnacy,
with an overall restriction on 100 tablets that could
be bought. O herwise you had to go and get a
prescription fromyour doctor.

Early evaluations of the program showed
decreases in total and severe acetam nophen overdoses,
as well as decreases in acetam nophen overdose rel ated
liver transplant and deat h.

Al of this, it seenms to ne, should be
informative to the commttee and are the kinds of
t hi ngs that shoul d be consi dered.

|'m going to go through a six point plan
of things that could be done, and let ne start wth

the first, whi ch i's consuner access to risk
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i nformati on. W heard a |ot about that. In fact,
nost of what the commttee has heard so far has been
about access to information as a consuner group.

O course, we're in favor of that, but
we'd like to see it go well beyond that.

On the matter of risk information though,

what we have is woefully inadequate. Qoviously it's
not even consistent wth what the review panel
recormended a quarter of a century ago.

In addition, there should be a general
warning about [liver toxicity. The [|abel should
mention the synptons of |liver toxicity and advise
patients to at Jleast <consult their nedical care
providers if they start to develop any of those
synpt ons.

I t shoul d al so war n agai nst t he
si mul taneous use of mnultiple acetam nophen containing
products, and there should be a warning on the box the
way it was done with aspirin and Reye's Syndrone, and
there has been an enornous inpact on Reye's Syndrone
deaths as a result of that box warning.

W also support a patient information
leaflet in each packet. Advertising, although not

regul ated by the FDA, the FTC could require the kinds

of warnings that we see on direct to consuner

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

214

advertising for prescription products at this point,
and they could tal k about the dangers of overdose, and
SO on.

| would also like to see the FDA witing
articles in nedical and lay journals and running late
night or any tinme PSAs regarding the dangers of
acet am nophen overdose. So that's nunber one.

But what can be done beyond the customary
clainms to education and the need to do all of this
when, in fact, very little will, in fact, be done?

W can reduce the nmaxi mum daily doses, and
that would be a good place to start. Anong
uni nt ent i onal adul t acet am nophen rel ated liver
toxicity cases reported to the FDA or published in the
nmedical literature, the nedian daily dose was five
grans a day. Now, the total maximum dose is set by
FDA to be four grans a day. So that itself is a very
smal|l margin for error.

O course, for certain groups of people
t he medi um maxi rum dose anong -- sorry -- the nedian
daily dose anong those with hepatotoxicity was still
| ower : for alcohol wusers, 4.6 grans per day; for
liver disease patients, four grans a day, literally
the maxi num dose; hepatotoxicity, patients taking

ot her hepatotoxic neds., 3.9 grans per day.
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The margin of safety for those with those
underlying conditions of particular drug use is
clearly too snall. There needs to be a reduction in
the maximum daily dose for them but given that
overall the total daily dose was five grans a day,
only 20 percent higher than what the FDA says is safe
as a maximm we think you should consider |owering
t he maxi mum dose for everybody.

Point three, reduce the per tablet doses.

Because there is a practical limt on how many pills
a suicidal patient can take, it's only |logical that
reducing the strength of the individual dosage forns
to 325 mlligrans per tablet would yield inportant
benefits.

It's also Ilikely to benefit pediatric
patients who get into the nedicine cabinet and ingest
acet am nophen containing products, as well as those
who are wunknowingly taking nultiple acetam nophen
cont ai ni ng products.

Four, standardize the liquid formulations.

The FDA reports 25 cases of pediatric hepatotoxicity.

In at least four of them teaspoonfuls of medication
were adm nistered instead of dropper fulls. | nmean,
remenber as a physician being very confused about that

when patients nmake the transition, you know, to
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t oddl er hood. And obviously patients are just as
conf used.

Wil e acetam nophen suspension has 32
mlligranms per nL, the drop contain three tinmes as
much, which is obviously anple opportunity for
over dose.

Al liquid fornms of the drug should be
required to have the sanme concentration. That woul d
really address that problem in a straightforward and
si npl e fashi on.

Renove irrational acetam nophen contai ning
conbi nations from the market. Forty-ni ne percent of
over -t he-counter acetam nophen sales is in the form of
conbi nati on products, but nost, if not all, of these
conbi nations are just irrational. Patients and their
parents should be encouraged to use only the
nmedi cation that they need, not |lapse into this shotgun
approach to drug therapy.

The wuse of conbination products wth
el aborate and often m sl eadi ng brand nanes di scourages
patients from learning the generic names of active
ingredients, potentially leading to overdoses when
taken with other acetam nophen containing drugs.
Approximately 25 percent of patients wth [liver

toxicity collected by the FDA had taken nore than one
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acet am nophen cont ai ni ng product.

Finally, nore research. W' ve heard sone
nmention earlier of the idea of conbining acetam nophen
contai ning products with Nacetylcysteine, a drug that
is used to treat acetam nophen overdose. W are not
aware of data that show that that's an efficacious
approach, but certainly it does nerit further study.

Now, none of these approaches, the six
things that | have nentioned will be enough on its own
to elimnate the problem of acetam nophen overdoses.
Mul tiple approaches clearly are necessary here, not
one sinply restricted to |abeling and advertising, but
beyond that. If not, we'll be |ooking back a quarter
century from now and sonebody else will be able to
| ook back and say, "This is what the FDA panel was
told or what the FDA panel reviewed, but nothing was
done," and we'll have nore cases on our hands.

Thank you.

CHAI RVAN CANTI LENA:  Thank you, Dr. Lurie

Qur |ast speaker for this section is Dr.
Lou Lasagna from Tufts University.

Dr. Lasagna.

DR LASAGNA: Thank you.

M/ nane is Lou Lasagna. | am Dean

Eneritus of the Sackler School for graduate bionedica
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studies at Tufts University, and for nmany years | was
Director of the Center for the Study of Drug
Devel oprent, first with the University of Rochester
and then at Tufts.

M/ interest in anal gesics harks back to a
hal f century ago when | becanme involved in clinical
trial design and the search for nonaddi cti ve
substitutes for norphone and for new pain relievers
that would offer safer and nore effective anal gesi a.

| am here today to present ny personal
views. | have not received conpensation for ny tineg,
al though 1 must say |'ve had many satisfying
coll aborations wth industry, wth pharnaceutica
conpani es over the years. And some of the research at
our center is supported to this day by unrestricted
grants fromindustry.

My goal today is not to propose sol utions
to the conplicated questions before this committee,
but rather to raise sone issues that | believe need to
be part of your deliberations.

The remarks that | am going to nake can be
applied to any of the drugs under discussion during
this two-day neeting. Three 1issues of special
concern.

First, dose response versus benefit to
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risk. OrC drugs, as you know, are by their nature
expected to be generally safe in reconmended dosages
and regi nens. Intuitively the mninmal effective dose
shoul d be utilized in an OIC setting.

Even with generally safe drugs, excessive
anmounts of drug or dosages above the ceiling dose for
efficacy can increase the risk of toxicity. The
bal ance of benefit to risk of all OIC drugs is rel ated
to the dose response for efficacy.

In the ideal world, the ceiling dose for
efficacy is well below the toxic levels allowing a
wi de therapeutic window. | think the commttee needs
to determne for both single entity and conbination
products whether the current dosages and regi nens are,
in fact, optinmal based on the avail abl e dat a.

Two, conbination policy. A second point
relates to the way OIC conbination products are
approved for nmarketing. Under the FDA guidelines for
anal gesics, for exanple, a conbination policy clearly
states that the contribution of each ingredient nust
be shown in well controlled clinical trials. Thi s
policy is applied to all new conbination drugs that
seek approval under NDAs.

In contrast, under the nonograph system

t he nonographs for analgesics and for cough, cold,
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allergy products allow conbinations to be mnarketed
based on historical data of the individual conponents.
There are often few data from controlled trials to
justify the dosage of the anal gesic ingredient or even
to indicate whether the ingredient contri butes
nmeaningfully to the overall efficacy of t he
conbi nati on

This policy has led to proliferation of a
vast array of cough, <cold, allergy products that
contain an anal gesi c. Bot h acet am nophen and aspirin
at their highest allowable doses are often part of
t hese conbi nati on products.

For newer analgesic drugs, the problem
woul d appear to be under greater FDA control because
of their NDA status requiring clinical studies to
denonstrate both efficacy and safety.

Vel |, what is the optinal dose of
anal gesic that should be in OTC conbi nati on products?
Whenever possible, data fromwell controlled clinica

trials should drive this decision nmaki ng process.

Third, pronotion of products. Al t hough
there is fierce conpetition anong pharmaceutica
conpanies, they all have a responsibility as they
would admt to be honest with the consuner. Thi s

honesty needs to be reflected not only in the product
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| abel, but in pronotion material in print, in TV, and
so forth.

OrC drugs, |like all other drugs, are
neither perfectly safe nor free of drug interactions.
You may renmenber that two to four percent of all the
new drugs approved by FDA are ultimately renoved from
the market, usually because of serious toxicity rarely

occurring that was not detected prior to nmarketing.

This nessage, | would submt, needs to be
clearly articulated to the consunmer. Overstating the
safety image of any drug can lead to adverse effects.
Vell, the big question in closing is | would submt
the following. Are there ways by | abeling changes, by
educational material for parents, consuners, patients,
for physicians, other ways which wthout |oss of
t herapeutic benefit can nmake what are generally safe
OIC products even safer

| don't have the answer, but | would

submt that the question is one that deserves an

answer .
Thank you.
CHAI RVAN  CANTI LENA: Thank you, Dr.
Lasagna.
What |'ve actually done, |'ve asked the

FDA to help to focus the commttee sonewhat by

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

222

reviewng if they would, you know, the regulations
that cover, you know, the |abeling for the over-the-
counter drugs, and | think there's someone prepared
with a couple of slides that they can sort of get us
all on the sane page.

And then |'ve also asked Dr. Ganley if he
could scan in sone inmages of |abels from sonme of the
over-the-counter drugs that we've been talking about
just so you have an idea of, you know, what they | ook
like, you know, as they're out there today.

So if you don't mnd start with that.

Cay. Sandy just remnded ne that that
panel also has a handout that was just given out just
as we cane back from lunch that has a lot of this
i nformati on and sone sanple | abels as well.

Wile that's comng up, Dr. Ganl ey,
perhaps you could, you know, remnd the commttee in
terns of jurisdiction over advertising for the over-
the-counter drugs, if you can just sort of clarify
that because a lot of the comments we've heard have
touched on the advertising and marketi ng.

DR GANLEY: Yeah, for OIC drugs, the FDA
has jurisdiction over the pronotional |abeling, which
woul d be the | abel on the package, package insert.

If there's a stand within a store, that's

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

223

sort of considered pronotional |abeling. What we
woul dn't necessarily regulate, which is regulated by
FTC, would be TV advertising, nagazine adverti sing,
newspaper advertising and things such as that.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

M5. LUWPKI NS: Ckay. You all are well
aware of the Drug Facts format. The Drug Facts fornat
is FDA's effort to sinplify the Ilabeling for
consuners, to put information in discrete places
consi stently across all |abels.

So basically this is one of t he
regulations, and this is the outline format that Drug
Facts |abeling should take. So this was our first
attenpt.

Now, there are sone other regul ations that
regul ate the | abeling of these products. One of these
deal with the PDP that's also pertinent to this
di scussion today. Those are the statenent of identity
regs.

And what |'mgoing to do is |I'mjust going
to briefly describe for you what the statenment of
identity needs to be. The statenment of identity
basically has two parts. It's the established nane of
the drug, and the established nane of the drug is

usually the nane that's in the conpendial I|ike the
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USP.

Beyond that, there is the pharnmacol ogic
category of the drug. That's its general purpose,
its, you know, analgesic antipyretic kind of a thing.

I n conbination products, the statenent of
identity gets to be a little bit problematic. The
regs. allow for if there is no established nane of the
conbi nat i on, say, acet am nophen pseudoephedri ne
tablets. The manufacturer has the option of using the
general pharmacol ogic category. This is pertinent to
today's discussion because that neans for those
conbi nation products, the active ingredient is not
going to appear on the PDP.

And what we've done is we've scanned in
sone of the principal display panels of some of the
comonly nmnarketed over-the-counter drugs containing
acetam nophen both in conbinations and single
i ngredients so you could sort of see.

There's also another aspect to the
statement of identity that you should be aware of.
The statenent of identity is required to be printed in
a size reasonably related to the nost prom nent
di splay of the trade nane. It's also required to be
in direct conjunction with the trade nane.

Now, this works very well when you're
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dealing with a single entity ingredient where they're
required to have sonmething |ike acetam nophen on the
front panel.

For the conbination products, that gets to
be a little bit nore problematic because you're
dealing with, you know, cough-cold product or nasal
decongestant, antitussive. So you're not going to get
that visual nmessage to consuners that this product may
have acetam nophen in it.

Sir?

DR GANLEY: | just want to clarify when
you're saying PDP you're saying principal display
panel .

M5. LUWKINS: R ght. Sorry about that.

Basically the PDP is described as like the
panel presented for display for sale. So that would
be the thing that the consuner would see first when
they | ook at the products when they sit on the shelf.

Yes. So basically what you have is flu
woul d be the trade nanme. W' ve obviously for obvious
reasons bl ocked out nost of the nane. This is what
you generally see on cough-cold products. This is the
general pharnacol ogi ¢ category.

| just have --

DR GANLEY: Debbi e, could you just read
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some of those things under there because it's hard to
see it back here, too?

IVB. LUVPKI NS: Ckay. The general
pharmacol ogic category for this product is pain
reliever, fever reducer, nasal decongestant, cough
suppressant .

Nowhere on there is an active ingredient.

Totally required by the regul ation.

Next one.

This is a generic product that was bought
at a local Target store, and it has a little different
appr oach. No problem with the statenent of identity
there in recognizing that product.

(Laughter.)

M5.  LUWPKI NS: Again, this one does
actually have all of the active ingredients on it.
I|"m not even sure if | can read them This is your
poi nt of reference here.

Let me see. Push this? Thank you. I
never wor ked one before.

These right her e are your active
ingredients. This is your trade nane. These are your
phar macol ogi ¢ cat egori es.

CHAl RVAN  CANTI LENA: Ckay. And the

regul ation then just really requires the categories.
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M5. LUWPKI NS: For conbinations that's all

that would be --

CHAl RVAN  CANTI LENA: And not the active
i ngredi ents.

M5. LUWKINS: -- required, yes.

CHAI RVAN CANTI LENA:  Ckay.

DR GANLEY: | think the other thing is
that the regulation isn't really clear on the type
si ze. It says it should be reasonable, and we're
always struggling on the NDA side for people to
i ncrease the size because that's what they really want
to downsize, is the statenent of identity or the nane
of the active ingredient.

And you can see it on that |ast one where
you could hardly, you know --

M5. LUWKINS: You could hardly read it.

DR GANLEY: Ri ght. You could show them
where the type size in there -- | don't want to pick
on that product individually, but --

M5. LUWPKINS: There are others.

DR GANLEY: ~-- they're not unique in that
regard.

M5. LUWKINS: Go ahead.

This one, there's your pharnacol ogic

category. This is also a conbination
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Reasonabl y rel ated to t he nost
promnent -- it's a very tricky legal definition.
Sone people could say, "Wll, if you can read it,
that's good enough.” Oher people would say, "Well

it needs to be bigger."

CHAI RVAN CANTI LENA:  So then in that case,
then the active ingredients are on the other side of
the box. They're on the back.

M5. LUMPKI NS: Ri ght . They would be in
the Drug Facts wusually for an conbination. As you
saw, there were sone that did try to do both, but you
know, you <can understand the logistics of the
conbi nati on, too, because when you' ve got five and siXx
different ingredients, it gets hard to get all of that
and still have all of your trade dress.

CHAI RVAN CANTI LENA: Cay. Very good
Does anyone on the panel have any questions for FDA on
this point specifically, on the |abeling?

Dr. Wod, then Dr. --

DR WOOD: Is there a fundanental | egal
reason why the size of the labeling can't be defined?

| nmean if that was one of the reconmmendations that
this panel was to make --

M5. LUWPKI NS: It would require anendnent

of the regulation, but it's certainly sonething that
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coul d be done.

DR WOOD: But there's no reason why this
panel couldn't mneke such a recommendation; is that
right?

And simlarly, going back to the point
that's been nmade nany tines today, that individuals
overdose on these products because they don't
recognize that they're taking the sane product in
different ways, there's no reason why we shouldn't
hi ghli ght one of the ingredients to be called out |ike
acet am nophen, for exanpl e?

M5. LUWPKI NS: Vell, you know, the Drug
Facts | abel i ng has very specific f ont si ze
requirenents for all of the headings for the mninum
font size that's acceptable for the text.

DR WOOD: Yeah, but that's not what is
redone at --

M5. LUMPKI NS: Sonet hi ng conparabl e coul d
be done for statenment of identity.

DR WOOD: Ckay.

M5. LUWPKI NS: And it's certainly within
the purview of this panel to make that reconmendati on.

DR WOOD: Ckay. Thank you.

CHAI RVAN CANTI LENA:  Dr. Neill.

DR NEILL: Wen people go into the
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drugstore or to the grocery store and they | ook on the
shelf, |1 am used to food labels now telling nme a
serving size and commonly a grocery store putting a
unit price in a comon denom nator format so that when
' m conparing one bread to another bread, | know the
cost per pound.

For nedications, because of the way that
they are marketed, they nmay be present in 24 caplet
size, 12 caplet, a blister pack, mnmany different
formats, and | have no idea whether this panel can
make reconmendati ons about how to present cost data or
dosage data in addition to that principal ingredient.

If no other recommendation were nade, |
guess | had not wunderstood, despite being on this
conmttee off and on for the last few years, that the
ingredient nanme was distinct from the category nane,
and that the category pain reliever-fever reducer was
required and the ingredient not.

M5. LUWPKI NS: Only in conbos. Wth a
single ingredient product, it would be required to
state acetam nophen on the principal display panel
So it's just for the conbinations where it gets to be
alittle difficult.

DR NEILL: But while | could understand

t he educational value of having the class data there,
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for consuners who are attenpting to get what they can
get for a certain dollar anount and recogni zing that
conbinations in ny anecdotal, nonscientific survey
make up the majority of that shelf space, and
acknow edgi ng that that shelf space is very expensive
for products you put up there, | would think that it
woul d be useful to have that there.

And so it is helpful for nme to get
gui dance from staff about, you know, gee, what 1is
within the purview The information about the
regul ations is hel pful.

CHAI RVAN CANTI LENA:  Any further questions
for the FDA?

|'msorry. Dr. Cush.

DR CUSH. Can soneone at the FDA tell ne
why they have oversight on matters of display, but yet
have no oversight on the far nore influential and
pervasive practice of direct to consumer advertising
print and nedia?

CHAI RVAN CANTI LENA: Dr. Ganley, do you
want to handl e that one?

M5. LUWKINS: Yeah, go ahead.

(Laughter.)

M5. LUWPKINS: | don't have an answer for

t hat one.
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DR GANLEY: Sonmeone from industry could

probably answer it better. | really don't know why
t hat distinction.

DR CUSH You can't answer the question?

DR GANLEY: Vell, | don't know the
hi story.

DR CUSH -- the rule.

DR GANLEY: Well, we don't set the rules
necessarily. Congress sets the rules on us and we

wite the regulations based on those laws, and so it
must be within laws of who provides the oversight for
t he adverti sing.

| don't know the historical background
related to that, but we can't just go out and wite a
regulation that's not within the purview of what the
law allows us to do, and so |I'm assumng that that
authority has been given to FTC

The pronotional |abeling, a display in the

store that has the nane of a product on it is still

really pretty nmuch labeling until you [|eave that
store, | think. | didn't wite it. I just have to
followit.

CHAI RVAN CANTI LENA:  Just to follow up on
that, obviously our panel is advisory to the FDA. Is

there a simlar panel or sone nechanism for feedback
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for the FTC, Part 1?

Part 2 is: can the panel reconmend itens
that are sort of wunder their jurisdiction? And is
there any, you know, formal exchange that that would
actual ly get back to them from FDA?

DR BULL: | would nmention that we do have
ongoi ng dialogue with FTC and could certainly explore
what the options would be in terns of building nore
substance into the interaction, as well as the |evel
of oversight, and to take these concerns to them

CHAI RVAN CANTI LENA:  Yes, Dr. d app.

DR CLAPP: I"d like to know about the
package itself. Once the package is gone, on the
nedi cine bottle is there the requirenment that the
category nane be on the bottle as well in the front of
t he | abel ?

And if so, is this just for conbinations
or, | nmean, is this just for single ingredient itens?

Because nmy concern is everyone tosses
this, and if you have the Tylenol bottle or Tylenol
cold and flu and you're depending to read the
m croscopic vision for those of us who are graduated
to the presbyopic types, |I'm sure that it's a great
challenge to read it on the back of the |abel, but

perhaps on the front, that would be a nore reasonabl e
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i kelihood that we could read the ingredient.

M5. LUMPKI NS: Basically Drug Facts is
required on the outer carton. The principal display
regul ations speak to the outer container, but in
reality what manufacturers usually do is their PDP is
pretty nmuch displayed on their inner container.

| nean absent, you know, sone of the extra
things that you mght get on a carton, but there
aren't any real regulations because the PDP is about
t he out ernost contai ner.

Now, if it's marketed w thout an outer
contai ner, then your PDP becones the bottle itself.

So sorry.

DR CLAPP: Is it within the purview of
this commttee then to nake a recommendation that the
container itself have an identification of the active
i ngredi ent on the outside of the |abel?

M5. LUWKINS: | would think it woul d be.

CHAI RVAN CANTI LENA:  1'msorry. Could you
use the m crophone, please?

DR d LBERTSON: The imedi ate contai ner
has to have the name of the active ingredient, and it
has to have the name of the product, on the inmmediate
contai ner and on the principal display panel.

The other information she's tal king about
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that's found on the Drug Facts is not necessarily
required on the imediate container, but it nust have
that plus the name of the manufacturer, the nunber of
capsules or tablets. And so there are certain things
that are required, especially the nane and the active
i ngredi ent.

Conbi nations are different, as she points
out .

DR CLAPP: My question is for the front
and the back of the label as being different. When
you have a bottle of Tylenol, the front of the |abel
has pretty nuch the sane information as the front of
the package, and then as | recall the back has the
dosages and - -

DR d LBERTSON: That's not in the new
Drug Facts format you're |ooking at, | presune.

DR CLAPP: ["m presumng that the front
does not have necessarily the active ingredient for

certain on conbinations on the front of the |abel of

the package once you discard the box. That's what
I'"'m --

DR d LBERTSON: The imediate bottle
contai ner nust have the active ingredient |isted and

t he nane of the product.

DR \WOOD: Even for conbi nati ons?
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DR CLAPP: Wiere is ny question. The

| ocation is the issue.

DR G LBERTSON: That's the issue, and |
just pointed out --

DR CLAPP: The | ocation and whether or
not it's single ingredient and conbination is ny
concern. | think in the mcroscopic print you'll find
it on the back, as | recall.

DR G LBERTSON  Right.

DR CLAPP: But if you're reading the
front of the bottle, ny question is: is it for the
single ingredient itens |ike just acetam nophen?

DR G LBERTSON: No, conbinations are

treated differently than single ingredient --

DR CLAPP: | heard that. You didn't hear
what | said.

DR G LBERTSON I don't know how to
answer it than to say that there is -- the provision

is witten that you have to have the immediate
container with the nane and so forth, and --

M5. LUMPKI NS: But she's saying on the
front.

DR G LBERTSON: The front of the
i mredi at e container --

M5. LUMPKI NS: No, no.

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

237
DR G LBERTSON. -- of a conbination drug.

M5. LUWPKI NS: No, you just have to have

CHAI RVAN CANTI LENA: On the front of the
bottle versus the back in the small print.

DR CLAPP: Versus the back.

M5. LUMPKI NS: It just has to be there.
It doesn't necessarily have to go on the front.

DR CLAPP: That's ny question, front
ver sus back.

M5. LUWKINS: That's right.

CHAl RVAN CANTI LENA:  Ckay.

DR UDEN And there are no regul ations
for font size for the i nmedi ate container, correct?

M5.  LUMWPKI NS: Not if it had an outer
cont ai ner. Drug Facts applies to the outernost
carton. If there is no outernost carton, then Drug
Facts would apply to the bottle and font sizes
required by Drug Facts woul d apply there.

CHAI RVAN CANTI LENA: Yes, go ahead, Dr.
Wod.

DR WOOD: | have a question for Dr.
Lurie, who | ooks like he's |eaving.

Wen you were talking about the UK

rules, you focused on the package size, 16 and 32.
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What you didn't nention was the other thing that they

introduced, was that you had to dispense it in a

bl i ster pack.

And it's likely that that was at |east as

effective, given the Australian experience, as the

restriction on the package size. Wuld you like to

tal k about that?

DR LUR E "Il take your

word for it on

t hat . I understood that not everybody inplenented

blister packs, even though nost people did, in fact,

do so. So | agree it would be hard to separate out

those two effects.

No. | do, again, though th

ink it's a very

i mportant experience with a nunber of studies now

showi ng inportant benefits in, you know, all of the

realnms you'd be interested in, from hepatotoxicity, to

the blood levels, to transplants,
deat h.

So it's a very inportant

and ultinmately

experience and

one that | think holds inportant |essons here.

CHAI RVAN CANTI LENA: There's a followup

guestion on that, and then Dr. Davi doff.

DR \WOOD Just to follow on the U K

experience while this discussion is goi

ng on, | saw a

paper in reading up for this neeting and that | want
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to make sure | wunderstood correctly, and | thought
that paper in reviewing the U K experience showed
that, in fact, there was a substantial increase in Qd
bleeding and associated deaths following that
restriction on the packagi ng of acetam nophen.

And | just wonder whether anybody knows if
that's the case and if | understood that correctly.
And, again we have been discussing this channeling
issue, and the presunption was that that was due to
channeling of high risk patients to NSAID therapy.

Does anybody know i f that was, indeed, the
case?

DR KATZ: Vell, just to focus again on
the packaging issue, there are data from Australia,
you know, very convincing data that actually |ooks at
anti depressant packaging and tricyclates (phonetic)
anti depressant packaging, and that was put into
blister packs that shows a clear and dramatic
reduction in use of tricyclates in overdose.

Wth tricyclates, you know, it's harder to
sort of make a dramatic gesture that says, you know,
you don't love nme as you press out 50 tablets than it
is to sort take a bottle and swig it back, and so
there's this sort of intuitive reasoning, | think,

that seens attractive and borne out by data, which is
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al ways reassuring, which speaks to the issue that was
tal ked about wearlier, that we're not just talking
about unintentional poisoning. It's also inportant
that we try to prevent death from the intentional
poi soni ng, too0.

DR LURIE  Absolutely. That's, in fact,
the majority of cases, and, again, | do think it's
inportant for the commttee to get away from the
sonetimes stereotypical notion that nothing can be
done for people who attenpt or succeed in conmtting
sui ci de.

Peopl e are inpulsive. People regret what
t hey do. People often just jam as many pills of
what ever kind they can into their nouths. They don't
say, you know, this is the recommended FDA -- you
know, this is the toxic dose according to the FDA.
This is how many 500 mlligramtablets I'll take.

They take as many as they can get w thout
knowi ng the dosage pool and they stuff themin. And
the nore difficult you make that for them the bigger
i npact you're going to have.

CHAI RVAN CANTI LENA:  Ckay. Thank you very
much.

We have a question fromDr. Davidoff.

DR TEMPLE: M. Chairman, could | just
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recoomend there's a Dr. Daughin right behind nme from
England who knows what's going on, and he's a
toxicologist if you want to know what's happeni ng now
interns of --

CHAI RVAN CANTI LENA:  Ckay. Actually, if |
could hold on that because | think Dr. Davidoff has
been waiting for quite sonme tinme, and then we'll cone
back and answer that specific question.

CGo ahead, Dr. Davi doff.

DR DAVI DOFF: Wll, | actually had two
qui ck questions, | think. The first was for Dr.
Erush, and that was | thought her data were pretty

i nteresting because they seened to be a big nore solid
per haps t han sone of the other, nore second hand dat a.

M/ question specific was: what percent of
the people of your 40-plus patients actually took
doses as near as you could tell that were within the
gui del ine, the therapeutic guideline for OIC use?

DR ERUSH: That were within four grans
per day?

DR DAVI DOFF:  Yes, right.

DR ERUSH: | can't give you a percent.
|'d say that it was probably two or three that were at
or bel ow the recommended dose.

DR, DAVI DOFF: And how reliable do you
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think that information is?

DR ERUSH Well, if you renenber, because
| think | do, from our slide, | think in the
unintentional group, it was about 34 percent where we
were 100 percent certain of what they had taken. And
we had another group where we could estimate a range,
and then sonme we absolutely didn't know.

| don't remenber exactly which group those
fell into.

DR DAVI DOFF: But it does appear to be
from what you were saying that there were at |east a
few patients who reliably --

DR ERUSH:  Yes.

DR DAVI DOFF: -- took four grans or |ess.

DR ERUSH Yes, | would assune that there

DR DAVIDOFF: Right. The other question
| had had to do with the Drug Facts because it wasn't
clear to ne whether everything that's in the Drug
Facts information that was handed out to wus is
required to be sonewhere on the package, either the
bottle or the outer package, including the statenent
about acet am nophen may cause |iver danmage.

Is that required to be on or where is that

required to be or is it required to be anywhere?
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V. LUVPKI NS: Ri ght now it's not

required. R ght nowit's not required to be anywhere
because we're still in the mdst of the rul enmaking.

If it were to be required, it would be included in
Drug Facts at the very | east and maybe sonewhere el se.

DR LAINE: So this alcohol warning is not
on the package now?

M5. LUWKINS: It's in the Drug Facts.

DR LAINE: It's just not --

M5. LUWPKINS: Yeah, it's required.

DR LAINE: It's just not in this format,
but it is there.

M5. LUMPKI NS: He was talking about a
different -- he was talking about an overdose |Iiver
war ni ng, but the alcohol warning is a required part of
Drug Facts.

DR LAI NE Oh, | thought he was talking
about al cohol warning, but okay.

DR GANLEY: Just to clarify, the al cohol

warning was the proposed rule in 1997, finalized in

' 98. Ckay? There was a recommendation, if you
renenber, by the panel. |f you take an overdose, that
may |lead to severe -- that is not required though.

MS. LUWPKINS: Right.

DR GANLEY: So there's two different
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t hi ngs. One is associating with alcohol, and the
other is associating with overdose.

M5. LUWPKI NS: This is where it falls in
the | abeling of Drug Facts, right here.

CHAI RVAN CANTI LENA: So the Drug Facts is
the current |abeling by |aw.

M5. LUWPKINS: Yes.

CHAI RVAN CANTI LENA: It's in the process
of inplenentation.

M5. LUWKINS: [It's required.

DR GANLEY: But the liver warning is not
required.

M5. LUWPKINS: The liver warning i s not.

CHAI RVAN CANTI LENA: Ri ght . The al cohol
is part of Drug Facts, and that --

DR GANLEY: Yeah, the alcohol [Iiver
war ni ng is.

CHAI RVAN CANTILENA:  -- is in effect, but
the liver is not.

Cay. Speaking of liver, perhaps we can
talk about -- just get that followup from England,
just to answer Dr. Wod's question, and then we wll
pr oceed.

DR DAUGH N M nane is Paul Daughin, and

I'm a toxicologist from London, and | can comment on
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both the British perspective in terns of pack size and
also the Australian perspective on pack size and it
happened in Australi a.

In the UK in Septenber '98, there was a

change to nmaxinum sales of paracetanol in a fan
(phonetic) of 32 tablets or blister packs in
phar maci es, 16 tablets in non-pharmacy outlets,

super markets, street-side stores.

There have been a nunber of studies that
have tried to look at the inpact of that. There's
definitely been an inpact on severe overdose, about a
20 percent decrease in the nunber of deaths from
paracetanol in the year after the legislation was
brought in, and a decrease in the nunber of referrals
to liver transplant units.

The problem is those are relatively snal
nunbers, and so it's difficult to know whether we're
seeing a real effect or not.

Wen you look at the other end of the
spectrum the non-severe overdoses, there's been a
much | ess significant inpact. There are about 70 to
80, 000 overdoses per year in the UK  There's perhaps
been a two or three percent decrease in the nunber of
overdoses overall.

There's also been data that's |ooked at
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the nunber of sales of over the counter anal gesics.
Paracet anol sales have decreased from 300 mllion a
year to about 150 mllion a year. | buprof en sal es
have increased by a factor of about 70 to 80 percent.
Aspirin sales have fallen slightly.

If we then | ook at Australian data, during
1999 and 2000 there were two incidents where
paracetanol had to be renoved because of problens with
cont am nati on. A poison service and a clinica
t oxi col ogy service |ooked at cases that were presented
to them of overdose, both deliberate and accidental
There was no overall change in the nunber of
paracet anol overdoses, but there was a significant
increase in the nunber of ibuprofen accidenta
poi sonings that were reported to the poison service
and a significant increase in the nunber of aspirin
poisonings in the «clinical t oxi col ogy servi ce,
suggesting that the decrease in the nunber of
paracetanol sales was perhaps shifting things to
i buprof en and ot her nonsteroidal agents.

So data from the UK and the Australia
just to give the wder perspective to it, and to
reiterate, in the UK what we've seen is a decrease
in the sale of paracetanmbl with an increase in the

sal e of alternative anal gesics.
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CHAI RVAN CANTI LENA:  Ckay. Thank you.

| think Dr. Brass has a follow up

DR BRASS: Yeah, just to nake sure
under st and. Wien you said there was a 20 percent
decrease in the nunber of severe poisonings, was that

corrected for the change in sal es denom nator?

DR DAUGHI N Yes, that was.

DR BRASS. So the rate per --

DR DAUGHI N: Yeah, the rate had fallen.
DR BRASS. Thank you.

DR DAUGH N. But to reiterate, there are

relatively small nunbers, and we've only seen two
years of followup, and so there nmay be fluctuations
in the data, and we don't know whether we've seen a
real change or not

CHAI RVAN CANTI LENA:  Ckay. Thank you.

What | would like to do now is actually
take a 12 mnute break until 3:00 p.m and give
everyone a chance to stretch, and then we're going to
cone back and change the programa little bit.

(Wher eupon, the foregoing matter went off

the record at 2:48 p.m and went back on

the record at 3:10 p.m)

CHAI RVAN CANTI LENA:  Thank you.

Wiat 1'd |like to do actually for the panel
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menbers is |I'mgoing to be passing sone packages and,
you know, container bottles around which denonstrate
new packaging which | understand has been avail able
for two to three nonths, which goes over sone of the
things that we've talked about, and again, this is
just for one of the sponsors. It isn't obviously for
the generics, but | think it actually addresses sone
of the comments that were nmade, and we'll just pass
t hat around. Just if you can pass it that way and
t hen back across.

What | thought we'd do to avoid the
possibility of being here wuntil mdnight if we
followed the prescription or the points to consider
that we were given is to change a little bit and to
sort of, you know, focus the discussion into severa
specific areas, and | realize there's a lot of overlap
between the topics, but what | would like to propose
is that we start to talk about unintentional overdoses
and sone of the factors, and then get into the
| abel i ng.

And 1'Il actually ask the question: do
peopl e favor changes to the |abel now or should we
hold off until there are nore studies done?

And if yes, what type of changes to the

label? If you want to do it now, then what type of
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changes shoul d we make now?

And we have some choices that were given
to us on the sheets fromthe points to consider.

Then | thought we would separate out the
drug-drug interactions and subpopulation question,
people with, you know, |I|iver disease, et cetera,
al coholics, into a separate discussion, realizing that
sone of that does inpact on the issues for |abeling,
but I would like to separate that.

And then if anyone is still breathing, we
can then take up the issue of conbination for, you
know, the Rx drugs and tal k about that.

And then lastly, end with exactly what was
requested by FDA, which is Item 5: what addi ti onal
studi es are needed, if any, to evaluate the issue?

So actually let ne just start with a
guestion, and | think for the first question |I wll

just do sort of a yes/no, and then we can have an open

di scussi on about factors. Wen | do the |Iabeling
guestion, | intend to go around the table so that
every individual will have an opportunity to conment

on the reason for their vote or specific factors that
they feel are nost inportant for the question, or if
they wish, they don't have to comment and they can

just vote. E ther way, that's fine.
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So we will get into the labeling as sort
of the second issue, but | guess the first question
was in general by show of hands: as we sit here after
we' ve heard, you know, everything from the sponsor,
from FDA, et cetera, et cetera, and from what we know
from the packets and our own, you know, expertise, do
we feel there is a significant issue regarding
uni ntentional overdose that should stinulate action by
FDA to try to, you know, decrease the occurrence of
uni ntenti onal overdose?

|'m specifically using the word "action”
because if we say change in this or change in that,
that's a whole separate, you know, topic. So | would
just like to get a feel for where people are.

If the vote to this is wunaninously no,
t hen you can easily nmake happy hour.

(Laughter.)

CHAI RVAN CANTI LENA: And we're probably
done for the day, but if it's not unaninously no, then
we'll go on to the other issues and actually talk
about it.

So again, the question: is the issue of
uni ntentional overdose as we have heard it, you know,
worthy of action by FDA as we sit here today?

If you are in the affirmative, if it is
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worthy of action, if you can raise your hand, please,
and we' |l actually take a count.

(Show of hands.)

CHAI RVAN CANTI LENA:  Ckay. | think we're
unani nous. Was there anyone voting in the negative or
abst ai ni ng?

(Show of hands.)

CHAI RVAN CANTI LENA:  Ckay. So there goes
happy hour. Ckay.

(Laughter.)

CHAI RVAN CANTI LENA: Al right. What |1'd
like to do is actually open the discussion to | ook and
actual ly concentrate on sone of the factors that were,
you know, listed for us in point nunber one for the
conm ttee di scussion, the possible factors.

And, again, we are going to specifically
tal k about, you know, Ilabeling in sort of the next
section. So you can talk about it, but really don't,
you know, focus.

But just a general discussion of what

people feel are the nobst inportant factors that are

contributing to unintentional overdose, and I'Ill just
open it up and we'll start around the table.
Dr. Cush.
DR CUSH: The issue of unintentional
S A G CORP.
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toxicity could also be regarded as uneducat ed
toxicity. So | would nake the proposal that all these
packages, whether it's single product or conbined
product or even prescription product, have the bold
| abel that this product contains acetam nophen.

Moreover, |1'd al so naybe even go so far as
to say that we should take about nore of a bold, big
box warning just like the Surgeon GCeneral's warning
for tobacco, saying the conbined use of acetam nophen
contai ning products nmay be harnful to your liver.

CHAl RVAN  CANTI LENA: Ckay. | think Dr.
Brass i s next.

DR BRASS: I'"'m going to preface ny
remarks now and actually say it for all ny subsequent
remarks this afternoon, that I'm really cognizant of
the fact that on a given answer, it's not going to be
based on the conpelling data that has been presented.

Rather, it's going to be based on commbn sense, a
gestalt of the information and ny own clinica
experience and what | wunderstand about acetam nophen
hepat ot oxi ci ty.

And so that will make ny ability to defend

ny answers somewhat nore difficult than | normally

feel. Having said that, | think there are four areas

that strike nme as being relevant. One is the use,
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uni nt ent i onal use, of mul tiple acet am nophen
cont ai ni ng products.

Two, exceeding the recomended dose with
under appreciation of the consequences of exceeding
t he dose.

A third issue we didn't hear a |ot about
today, but we've heard about previously is msdosing

of infants and the difficulty in proper dosing of

infants.

And the fourth issue is related to
subgroups as yet to be defined, and I'lIl hold off on
t hat .

And | will also add anot her caveat from ny
per specti ve. As we think about these and potential
changes, | wll also point out that we actually don't

have a lot of data that tells us about the efficacy of
ri sk managenent in the OIC setting, the effectiveness
of warnings on |abels, how to nodify consuner behavi or
in the OIC setting. So we'll be making that up as we
go along as well.

CHAI RVAN CANTI LENA:  Thank you.

Dr. WIlians.
DR WLLI AVE: Vell, | would support
everyt hing Jack Cush suggested. | think there needs

to be clearly stated that acetam nophen is in these
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products, and that the patients need to be educated
t hat conbi nati ons of acetam nophen contai ni ng products
can exceed the allowable dose, and that would be the
only thing that | would add to it, is that there needs
to be a continued patient education process |ike that
Med Be Wse or whatever to let the patients know that
acet am nophen isn't totally benign.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. El ashoff.

DR ELASHOFF: Yes. | think a major issue
has to do with the efficacy labeling of even the
singl e product because if you buy the bottles with the
325, it says take two every four to six hours. At
| east that's the bottle |I got.

If you get the one for 500, it says take
two every four to six hours. Those can't be both good
advi ce.

In this oral surgery study, they talked
about 60 percent of people took another 1,000
mlligram dose in less than four hours, and it says
the duration of a single dose was three to five hours.

So if you start taking the 1,000
mlligrans every four hours, what do you do by the
tinme you get to the 16 hour point and you're not

supposed to take anynore in the 24 hours?
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It | eaves people hanging. So | think that

whol e business of the efficacy labeling contributes to
the probability of taking an overdose and needs to be
| ooked at .

CHAI RVAN CANTI LENA:  Thank you.

Dr. Katz.

DR KATZ: Two points. The first is that
although the data is really amazingly weak in terns of
understandi ng exactly what the nmagnitude of causal
connection is between acetam nophen and acute |Iiver
failure, it still seens obvious to ne that from a
| abel ing point of view sonmebody should be able to buy
sonmething in the supermarket and know what's in it.

And one of ny nore boring hobbies is that
I'"minterested in the history of opioid therapy, and I
was rem nded during this conversation of the fact that
inthe late 19th Century, you could go to the pharnmacy
and be sold a bottle of something that contained ten
percent norphine wthout there being any requirenent
at all to put on the bottle exactly what was in it,
even if it was a treatnent for opioid addiction.

And so it strikes ne that we're talking
about sonething very simlar, and that we may | ook
with horror, you know, back on those days, but now it

doesn't really seemthat different.
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So | would propose, and |I think that it

would be relatively straightforward to achieve
consensus on this, that the nane of the nedication
should be on the bottle itself and not just the
package, with a list of every ingredient that's in it
and know what it's for in terms of the concentration
in a size font that's readable.

To me that doesn't seem like a radical
notion, and so that's ny first point.

My second point is that, on the other
hand, lack of effective pain managenent is a huge
problem in this country, and | think as we were
talking about putting warnings on |abels, we don't
want to nmake Tyl enol |ook |ike a dangerous drug.

The person that |I'm worried about is the
little old lady who is going to say, "Ch, now, | ook at
this warning. |"d better not take ny, you know, few
Tylenol a day for ny arthritis, and |1'd better sit
hone and suffer again."

W certainly don't want people who are
nmost vul nerabl e due to under nedication of pain to be
adversely affected and then the bal ance actually have
a negative inpact on public health.

CHAI RVAN CANTI LENA:  Thank you.

Dr. dapp.
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DR CLAPP: | have concerns about the

dosing of acet am nophen for pediatric patients
particularly, considering the mlligram per Kkilogram
dosing that we as pediatricians reconmend.

Ohe of ny concerns is that in adult
strength Tyl enol the recomendation is for children 12
years and older to take two 500 mlligram gel caps
every four to six hours, along with adults, and the
variation in 12 year olds' weight can be all across
t he map.

You can have a 65 pound 12 year old who's
a petite person, as well as 200 pound 12 year old.
I|'m wondering about sonme of the studies done,
particul ar the pharnacol ogist from the University of
Pennsyl vania that said there was sone identified cases
that had no clear-cut etiology as to the nature of the
risk factor for toxicity.

|'m wondering if perhaps in adults the
little old lady that you suggest, perhaps it mght be
that adults also have sone issues concerning weight
and mlligram per kilogramdosing of Tyl enol.

So that in addition to putting age
recommendati ons, that across the board weight be a
consi deration for i nstructions in dosi ng

acet am nophen.
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CHAI RVAN CANTI LENA:  Thank you.

Dr. Patten.

DR PATTEN: Yes. "Il speak for little
ol d | adies.

(Laughter.)

DR PATTEN I think that little old
|adies are fairly heavy users of professional health
care providers, and so that is a wonderfu
subpopul ation for health care providers to assist then
i n maki ng these kinds of decisions.

So physicians, nurse practitioners, and so
on, who are seeing little old |ladies as patients wll
have a wonderful opportunity to nake sure that they're
not overlooking or rejecting acetam nophen as an
ef fective pain nedication

So much enphasis in nedicine today is on
prevention that as |I'm starting to think about
reconfiguring |abels or having new information on the
| abels, I'mthinking about it in ternms of a preventive
neasure.

And so, therefore, |I'm not quite so
worri ed about quickly assessing efficacy. Efficacy of
other Kkinds of preventive neasures often aren't
assessed until |ong down the road.

Thank you.
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CHAI RVAN CANTI LENA:  Thank you.

Dr. Cohen.

DR CO-HEN: Yeah, | wanted to nention a
few things that we really haven't discussed yet that
m ght be contributing to sonme of the confusion and
uni ntenti onal overdoses.

First of all, | also obviously agree that
it's inportant to have the ingredients of all of these
products clearly listed, and I think it's inportant to
understand what type of background m ght be needed to
bring this information out, just printing it on a
whi t e background.

| mean, | saw, you know, a nodification of
the label as displayed in the other room and it
| ooked pretty good, but | think we could do better
than that, and | think that should be part of the
requirenent. The font size, et cetera, needs to be
| ooked at.

| know we do that with prescription drugs,
for exanple, where the size of the nonproprietary nane
has to be half the size of the brand nane, and perhaps

we could ook into sonething like that for this.

The brand extensions, as | nentioned
earlier, | think they're inportant to contain this
information, and | note that quite a few of these

SA G CORP.
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products actually do take space now to say that
they're not aspirin, the non-aspirin product or does
not contain aspirin.

| think the statenents in the |abeling
now, the dosing under two years old, call your doctor
or if you had nore than three drinks or take nore than
three drinks, call your doctor. At the mninum I
think it should also say your pharmacist, not just
your doctor, because in many cases they're going to be
nore accessi bl e.

But nore than that, | think it's really
inmportant and we haven't really discussed it all that
much yet, is the idea of having actual dosing for
peopl e that are under two years old, little ones.

W need that. People need to know what to
do because they're not calling their doctor in sone of
t hese cases. They're taking it upon thensel ves. | f
their child has a fever, they're not going to wait
until sonmebody actually calls back.

| think the extended rel ease products need
to be |ooked at and the dosing of them  They're not
al ways bei ng adm nistered as they were intended. They
are sonetimes given Q four hours or Q six hours. I
know sonme heal th professionals have actually nade that

m st ake.
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| think the statenents in the |abeling,

droppers full, are confusing when we're talking about
the infant concentrate product, and | don't nean to
just indicate that McNeil is the only manufacturer

W have seen generic products that have that sane
product as well, and the term "droppers full" to a |ot
of people neans a full dropper, not the actual
nmeasurenent that's on the dropper itself.

The safety Jlock product is extrenely
inmportant. we saw data in our packets that has really
hel ped to reduce the nunber of overdoses with that
concentr at e. Yet the generic manufacturers do not
have this product.

And | think if it it has worked so well
and we're going to continue to have that product on
the market -- and | know that's probably sonething we
also should talk about, the concentration that's
available -- then | think we ought to require that
fromall of the manufacturers, however that's done.

One other thing. The way that the
concentrations are expressed on the liquid products,
if you look at the label, | don't know if we have them
here, but vyou'll see the concentration is actually
expressed as a 160 mlligram per on both the

concentrated product and the children's product.
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In other words, it's 160 per five nL, and
the other one, | believe, is 160 per 1.6 nL. But what
the consumer might see if they were |ooking at them
both at the same tine on a shelf next to one another
is that they both are the sane concentration.

I t hi nk t hat the way t hat t hat
concentration is expressed could be a |lot clearer, and
so | think that's something also that we should be
| ooki ng at.

Thank you.

CHAI RVAN CANTI LENA: Ckay. Dr. Wod and

then Dr. Furberg and then Dr. Cush.

DR WoCOD: | tried in ny omn mnd to break
this down into three sort of subheadings, and | had
the Brass sort of preanble first, | think, where |I'm

working on sort of intuitive reasoning as nuch as
dat abased reasoni ng.

But it seemed to ne there were sort of
t hree headi ngs noved forward: prevention of confusion
making it harder to take an overdose, and |abeling for
subgr oups.

And you've taken the last one off the
table for now, and I'Il respect that.

The prevention of confusion, it seens to

me that we need to certainly include |abeling for the
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ingredients on the front, but it seens to ne we ought
to consider going further than that because for the
conbi nati on products, there's multiple ingredients,
and they all have long nanes, and certainly nost of

the people | know, they would just blank out on that.

So | think there nmay be a need to have
sonet hi ng t hat sort of calls out, cont ai ns
acet am nophen. If it's reasonable to say it doesn't
contain aspirin on the front Ilabel, it's probably

equally reasonable to say it contains acetam nophen
because what you really want people to know is that
when they line up three bottles and they' re about to
take tables from each of these, they need to
understand that each of these contains acetam nophen
and that there's going to be an additive effect from
t hat . So | think it's not just listing the
ingredients. It's calling that out sonehow.

The third thing in avoiding confusion, it
seens to ne, is limting the nunber of doses, the
different dosage forns that are available so that
particul arly in children there's not mul tiple
concentrations available, and the issues of the 350
and the 500 and so on have been tal ked about before.

Then the second heading was naking it

harder to take an overdose, and it seens to ne, again,
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we have to work on somewhat intuitive reasoning, but |
think we have a duty to prevent people dying from
acet am nophen however they get there, and | think we
need to address both the people who in a gesture or
what ever take too nuch acetam nophen or those who get
there by taking too much accidentally.

And | don't nake as big a distinction as
ot her people perhaps have made of that, and | think
blister packs clearly would help in that, and the data
that was presented fromthe U K which was presented,
| guess, to speak against that seenmed to ne to only
speak nore conpellingly in favor of that.

There's not nuch we've managed to do as
physici ans that have reduced the frequency of
overdoses in any situation than the fact that we've
done that.

So | think dealing wth the blister packs
also allows you to put the "contains acetam nophen”
wordi ng right at the point of use as well.

The labeling from subgroup issues |'l]
| eave for now

CHAI RVAN CANTI LENA:  Thank you.

Dr. Furberg.

DR FURBERG Yeah, 1'd like to extend

what Dr. Cohen said, that we should rest the liquid
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formul ati on. I think we really should pursue
standardi zati on of that and so to avoid unintentiona
use.

And also |I agree with Dr. Wod. Blister
packs, | think, is the way to go, but in order to keep
the level playing field, let's look into that in a
br oader sense, and that could also apply to other pain
killers.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Actually I have a question for Dr. Ganl ey.

The i ssue of standardi zati on of
concentration, are there other factors such as, you
know, the volune, you know, |ike in a specific age
group that have, you know, resulted in the
concentration issues that we're discussing?

DR GANLEY: I'mnot sure if you're asking
standardi zed concentrations or the volunme allowed in a
bottl e.

CHAI RVAN CANTILENA:  Not in a bottle. In
terms of, you know, |ike a dose. |Is there background
information as --

DR CGANLEY: You nean the total doses in a
bottl e.

CHAI RVAN CANTI LENA: -- to why we have

you know, different concentrations?
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DR GANLEY: Well, | guess the easy answer

here is that's what the free market is right now You
know, the only exanple that | can think of in this
country that has a limtation on the package size is
sodi um phosphate, and that was based was based on
problems with the 240 nL bottle where people were
runni ng into pr obl ens with vari ous nmet abol i ¢
abnormalities because they would drink the whole
bottle.

And that's been cut down in size, and it's
still been sonmewhat of a little bit of a problem for
us, and we're going to nmake sone changes in that even
and cut it down to 45 nost |ikely because people are
still taking 90 and getting into problens.

But there there was sonething that we
could specifically point to and identify that there
was a problem It becones nore problematic for us
when we want to put limtations on package sizes and,
you know, the way these nonographs are witten,
various dosage strengths and things |ike that because
we have to provide sone data that would justify it for
us. GCkay? W can't just do it on a whim

And so, for exanple, if people thought
there should be a package size imtation, we really

have to go into UK and find out really what is the
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story going on there.

And we've heard different opinions today
of what's going on, but we'd have to go in and
actually get data or go to Australia and get data and
then use that as a basis if we were going to go down
t hat route.

But we just can't say that this commttee
t hought that you should only have 30 tablets in a
package size because a lot of these -- you know, a
rule like this wuld have to go through various

clearances at OwB, and if we don't have data to

support that, you know, there would have to be -- it's
very difficult to inpose that on conpanies, | think

DR WOOD: That was not what | was
pr oposi ng. | was proposing blister packs, not a
[imt on the --

DR GANLEY: But ny point is that we need
to find out. | talked to soneone in the UK the
other day, and | got a different inpression of how
successful this has actually been from what's been
sai d t oday.

|'mnot going to state that | really think
we need to go and talk to the regulators in the U K
and really find out has this been a successful

pr ogr am
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CHAI RVAN CANTI LENA: Ckay. Dr. Cush and

then Dr. Brass.

DR CUSH To get to the pediatric issue,
| think that | would support the comments thus far
made. I would actually go so far as to say that we
should really say that all of these preparations we're
tal ki ng about today should really have the |abel, and
that this is a problemfor adult use only, and that if
there are products to be nmarketed to children, that
they should go under a separate product, a separate
box, and they should be pediatric fornulations to
avoid children using adult doses and getting confused
in that situation.

Al'so, 1'd also suggest as far as education
t hat avoi dance of the abbreviation APAP, and | think
it's nore in the prescriptive end rather than the OTC
end, would also go a long way in avoiding a l|lot of
conf usi on.

DR GANLEY: Can | just follow up on that
a second?

| can tell you one of the problens we're
running into now with nmanufacturers through the NDA
side is they will have a single fornulation that they
package, and it wll have dosing that includes adult

dosing and children dosing, and what they want to do
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is take that exact sane forrmulation and nake a
children's package.

It's the exact sane fornul ation.
Everything is the sanme, and that's the problem we're
sort of running into. W've been reluctant to try to
do that because you could actually carve out the
el derly package, the adol escent package. It's just
i nnuner abl e how many different things you go.

And so we've sort of said, well, there's
no difference here fromthis adult package, and you're
just throwing this children's package on the nmarket
now, and that's going to lead potentially to sone
probl ens because you could create five other, you
know, various package groups.

DR CUSH | don't think that we heard
that the LD was a particular issue, other than that
these were the nmain users of these drugs. W did hear
that children are a separate issue and how they get
into trouble. This is what m ght address that.

| think if you have separate packaging, it
avoids the ability to look at adult dosing and kid
dosing and, well, ny kid is kind of a big kid. So
"1l give himthe adult dose.

And | think if you just go for a pediatric

package, it just has labeling for that «child or
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children up to the age of 16 or it could be on a per
kil ogram or per poundage wei ght basis.

DR GANLEY: Well, one of the things you
did say in the first comment was that you nentioned a
pediatric formul ation. But again, one thing is that
if you go down that route, you have ten conpani es that
mar ket something and you multiply that potentially
just by four or five, and you have a children's
product and an adult product.

| nmean, I'mnot arguing with you. 1 think
it's sonething we need to look into to see is that
sonething that is a worthwhile neasure, but the
pot enti al is that, you know, you just have a
reproduction of the sane product, but in a different
package.

DR CUSH  But the goal, of course, would
be to prevent pediatric accidental overuse.

DR GANLEY: Right.

DR CUSH And if that's a neasure that
woul d work, then I think it should be enpl oyed.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. Brass.

DR BRASS. It seens |like we're noving on
to sone of the specific |abeling suggestions, which I

t hought you were going to separate out.
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CHAI RVAN  CANTI LENA: W actually are.

After two nore questions, we'll have a vote, and then
a di scussi on.

DR BRASS: Ckay. Then |I have a question
of «clarification apropos of this. Acet am nophen
contai ning products actually are available in the U S.
market in a variety of package sizes, forns, and I
t hi nk including some blister pack things.

Now, clearly consuners are selecting them
for different reasons, but it would be interesting to
know whether or not those products are being used
preferentially in suicide attenpts, et cetera, and at
| east understand the data within our own system as
well as collecting that additional data.

CHAI RVAN CANTI LENA:  Ckay. Comments from

Dr. WIllians and then Dr. Al fano.

DR WLLI AVE: I just wanted to speak
agai nst blister packi ng requi renent. As a
rheumat ol ogi st, several of ny patients that wuse

acet am nophen al so have disease of their hands, and
blister packs would nake it even nore difficult for
themto use these products.

CHAI RVAN CANTI LENA:  Dr. Al fano.

DR ALFANO Yeah, ny comment is sparked

by | guess sonething Dr. Brass said, which many people
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seem to share, that he feels conpelled to offer

conments based primarily on sort of intuitive
reasoni ng. | think DR Cook also seconded that
concern.

And | think we should nmake those comments
based upon disintuitive reasoning. M concern is that
we not take that intuitive definition of the problem
and conbine it with enpirical solutions that we really
have not evaluated yet. So we need to be really
careful because they won't cancel out the soft data on
ei ther end.

And it really leads nme to comment along
the lines of the way we teach our nedical students
which is first do no harm which is not to say do
nothing, and you know, there's 24 billion doses of
this product sold each year, and therefore, a little
change unintentionally could nake a big difference.
So we really do need to be careful.

Al so, we have seen sone form dabl e changes
by the manufacturer in the readability of the | abel
and to its credit, it's at the expense of the sell on
the |abel. It may not go far enough, but it's
definitely noving in the right direction, and we ought
to see how that plays out, as well as the industry-

wide introduction of the Drug Facts |abel noving
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f orward.

| was intrigued that we're also starting
to get sone prospective data now from Dr. Lee and Dr.
Erush, and that type of data, | think, can go a long
way in ternms of interacting with the people who have
actually had these unintentional overdoses so that we
can understand the cause of them and then on that
basi s design better |abeling.

The other databases don't allow us to

interact wth the patient or the consuner and,

therefore, we could stunble. So clearly there's the
need for i nproved | abeling, i nproved consuner
educati on.

As | think back to the Reye's Syndrone,
success where the problem was reduced by an order of
magnitude. | don't think it was sinply the Iabeling.

It was the consuner education and public relations
that went with that.

Thank you.

CHAI RVAN  CANTI LENA: Thank you, Dr.
Al fano, for your conments.

Dr. Crawford.

DR CRAWCRD: Thank you.

Very quickly, 1'm very nuch in support

with nost of what's been said in this discussion. [
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just want to point out the fact that we shouldn't be
presunptive to assunme that even the majority of
consunmers who woul d consune the product know the word
acet am nophen, those six syllables. I think it is
much nore known through the predom nant brand nane,
and the only reason | bring this up is that any
efforts that this commttee mght recommend to the FDA
| think we should also say it's part of broader
educational canpaigns to inform consumers what 1is
acet am nophen. Because nost people know what aspirin
is, but no by that nanme "acetam nophen."

CHAI RVAN CANTI LENA:  Ckay. Thank you.

I'd now like to shift gears slightly,
al though we've already started to touch on it. h,
|*'msorry. Dr. Johnson.

DR JOHNSON: | had a couple of coments.

One was in relation to, | think, sort of what can be

done, and one of the points that really hasn't been
addressed is education of professionals, and ny guess
is that physicians and pharmacists would be fairly
surprised, as | was, not at the suicidal intentiona
overdose and the inpact of that, but at the
uni ntenti onal overdose and the potential risk of that.

And so | think that along with consuner

education, it's really inportant that there's also
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prof essional education to really heighten people's
awareness that smaller than perceived risk doses nay
be risky for certain popul ati ons.

And I'll save ny other comments for |ater.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

One nmore comment on this from Dr.
Davi dof f .

DR DAVIDCFF: Yes. Aside from generally
supporting the intuitive or you mght say Bayesian
notion that it makes sense to |let people know exactly
what they're taking, | think that there is this issue
of are there high risk populations in sone sense.
It's quite inportant because a |lot of the thinking
about what to do seens to hinge around the question of
whet her they're are potentially identifiable.

Having heard all of this through all of
this information, ny sense is that there appear to be
sone higher risk patients. The problem is that we
haven't figured out -- | really don't think we' ve
figured out how to identify them and part of the clue
may be in sone of the data that was presented fromthe
Uni versity of Pennsyl vani a study.

Because it's beginning to ne to |look like
it may not just be a factor, an additional risk factor

per patient. It may be a multiplicity of additional
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risk factors that really begins to matter.

That being the case, it's going to be
really difficult to pin that down, but | think at this
point it is reasonable to say that there are some
patients who are at increased risk, and | don't see
any reason why that kind of a statenent couldn't be
captured and not be distorting the information that we
do have.

One of the concerns | have about the way
the alcohol warning is now witten is that the
statement about potential liver toxicity is tucked in
under the alcohol warning, making it |ook as though
it's the patients who drink who are at risk

But from PEN data and Ilots of other
information, it looks Iike that isn't the only
additional risk factor. So | would wurge that
consideration be given to having a liver toxicity
statenment separate fromthe al cohol warning.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

If we can now sort of continue our
conversation about the labeling, what 1'd Iike to get
is a yes/no fromthe panel on whether or not you favor
changes to the label now versus waiting for further
studies to be conpl et ed.

And let nme just, you know, define by th
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regul atory definition of now Dr. Ganley, perhaps you
can tell us --

(Laughter.)

CHAI RVAN CANTI LENA: -- how long it took
to change the |abel after the panel voted in June of

'93 for the al cohol warning.

DR GANLEY: I think you could have
subtracted from the slides, Lou. It was '98 that the
final canme out. '97 was when the proposal went out.

So it was a four-year period.

| think we'll act a little nore pronptly
now because really this, you know, is an inportant
monograph to get done, and we're conmmtted, | think.
The whol e agency is commtted to get it done, and so |
think any recomendations that you nmake wll, you
know, encourage us to get it through the regulatory
process as qui ckly as possible.

CHAI RVAN CANTI LENA: Ckay. So the initia
guestion is, you know do you favor changes to the
| abel for all acetam nophen products now, or should
t hose changes be held until studies are conpleted and
anal yzed and we have nore information to go on?

And if you vote yes, perhaps in your
comments if you w sh, can you specifically highlight

sonme of the things that you would like to change now
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in the |abel versus perhaps, you know, sonething that
we can hold off on for however may years the studies
wll take, et cetera, et cetera?

So what 1'd like to do this tinme is start
at the end of the table here wwth Dr. Furberg. |If you
can first vote, you know, yes or no, and then if yes,
hi ghlight, you know, specifically the information that
you' d like to see in the | abel.

DR FURBERG M vote is yes, and | would
like to see the ingredients on the container readable,
in bold.

CHAI RVAN  CANTI LENA: kay, and then we
were passing around these  bottles, which are
relatively newto the market. So | guess maybe if you
can recall, is something like that, you know, what you
wer e tal king about or, you know, sonething el se?

DR FURBERG Sonething |ike that.

CHAl RVAN CANTI LENA:  Dr. Crawf ord.

DR CRAWCRD: Thank you.

M/ vote is no, not right now Utimately
yes for changes in labeling. | would |ike to see nore
enpirical studies on issues such as conprehension,
understanding, readability for consumers, |literacy
levels and how that mght affect it both for the

| abel i ng and possibly for the packagi ng.
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CHAI RVAN CANTI LENA:  Dr. Cush.

DR CUSH | vote for a change now, and
any product that -contains acetam nophen should say
"contai ns acetam nophen” in a font and size that is at
| east 50 percent of the major |abel of the brand nane
on the box or bottle and that there also be even
anot her box. It may take up the whole side of the
out si de package that says "warning: conbi ned use
could be associated with increased toxicity."

CHAI RVAN CANTI LENA:  Thank you.

Dr. El ashoff.

DR ELASHOFF: Yeah. | essentially agree
with that, although | would like to see the actual
dose nore prom nent. One of those you have to keep

turning and turning around the box to find where the
dose is. It took me a couple of mnutes to see that
the dose was actually there. It was tiny print on an
end of the box that you wouldn't even think of |ooking
at .

So | think the dose needs to be nore
promnent, especially since there are two different
strengths on the market.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Watkins.
DR WATKI NS: | think the |abeling change
SA G CORP.
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should be now, and | think the key thing is that
acet am nophen be clearly noted on the front of the box
and on the bottle, and then definitely education
efforts to be nade to get people to understand what
acet am nophen is and the danger of conbining products.

| get a little ~concerned about the
equi val ent of a black box warning just because | think
it may scare people away from the  product
unnecessarily, but the idea of the education, | think,
is the inmportant thing and exactly how to do that |'m
not sure.

CHAl RVAN CANTI LENA:  Dr. Brass.

DR BRASS. |1'mgoing to vote now with an
asterisk, and that --

CHAI RVAN  CANTI LENA: Wy am | not
surprised, Dr. Brass.

(Laughter.)

DR BRASS. Because |I'ma little concerned
and actually agree with some of the other conmments
that 1'm very clear in ny mnd what the problens are
that need to be addressed in the |abel. I'm | ess
cl ear what the best way to address the problemis.

And, therefore, | would like to see sone
fast track wvalidation that whatever <change is

i npl emented really addresses the problem
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So, therefore, ny first problem is to
insure the consuner knows that the product contains
acet am nophen and not to conbine it. So | do agree
that the front of the package nust say "contains
acet am nophen,” and | would also add a warning that
says "do not use with other products that contain
acet am nophen” so that that is crystal clear. So
sonehow t hat' s nessage one.

Message two is that this is not a benign
pr oduct, and that the recomended dose is a
recommended dose. So under the directions | would try
to convey sonething ||ike "do not exceed the
recoomended dose wunless directed by a doctor.
Exceeding the recommended dose rmay cause |iver
danmage,"” or sonething that makes it clear that it
shoul dn't be done, and it's not a benign thing.

Again, whether that's the best way to do
that | don't know, but sonething |ike that.

And then the third issue, which | actually
don't even have recommendations on because | don't
know how to do it, is the dosing of infants and
children that mnimzes the incorrect dosing, whether
that's standardi zation of preparations, reexpressing
the label. | don't know how to do that, but sonething

has to be done now to mnimze those incorrect dosing
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regi mens.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Davi doff.

DR DAVIDOFF: | woul d endorse goi ng ahead
now. | really don't have a whole lot to add to the

recomendati ons that Dr. Brass brought up

| also agree, however, that sone sort of
education in the broad sense is really quite
i nportant. | think the NCPIE data and other data do
indicate that consumers tend not to read |abels, not
to read them terribly carefully. They don't tend to
under stand them wel I .

Labeling is all very well, and certainly
saying that every product that contains acetam nophen
cont ai ns i's potentially val uabl e, but only
potentially. And | think that as with the Reye's
Syndronme experience, that a good deal of the benefit
seems to have accrued from things that went beyond
| abel i ng.

So | would strongly urge that there be the
changes, but that that education be sonmehow built in.

CHAl RVAN CANTI LENA:  Dr. Lam

DR LAM | would vote for changes right
now, and to ne there are two issues that concern.

Nunber one is the lack of appreciation of toxicity and
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the Jlack of appreciation of what would be the
reasonabl e and appropri ate use.

And as | |look at the |abel given to us by
the FDA and think about what | would do, normally if |
pi ck up a package, the first thing | wuld do is to go
for how to take the nedicine, the directions, and
under the direction it said do not exceed 12 caplets
in 24 hours. And | would think that would be the
place to actually tell them what would happen if you
take nore than the reconmended dose.

During the experience on dealing wth
kids, telling themdon't do that is |less effective as
telling themdon't do that and explain to them why you
don't want to do that.

So | presume that do not exceed the
recommended dose or the maxi mum reconmmended dose with
an explanation, which really doesn't take that nmuch
wording in there should be the way to do it.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Cyer.

DR CRYER Wthout repeating several of
the comments that have been made, | agree with many of
t he things. | personally see the issue of education
being nore inportant than these issues of |abeling

because wi thout the education the labeling really has
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m ni mal i npact.

To enphasize sone coments that naybe
haven' t been enphasi zed, I think it's equally
inmportant to make sure that whatever is inplenented
with respect to OIC dosing of acetam nophen or all
anal gesics should also equally be applied to
prescri bed products because in the acetam nophen case,
the issue as | heard it, about a quarter of the issue
was of the problens were conbining the OIC products
with the prescribed products. So you're really not
acconplishing anything if you focus all of your
efforts in the OIC arena wthout applying the sane
proposals to the prescribed issues. So | think you
need to nake that parallel.

And the other thing that | really want to
focus on is that you should have changes now, but
ultimately there has to be sone sort of validation.
W're all educated, sitting around naking proposals as
to what we think should be the best thing for the
consunmer and the lay population, but we don't really
know.

| would propose that ultimately the FDA
m ght want to consider as a stipulation for approva
of OIC products that there needs to be some threshold

| evel of consuner conprehension as the validation for
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ultimate acceptance of that OIC product because |
really haven't gotten since that that is part of the
requi renents.

| nmean, we're kind of working in a vacuum
in terns of the know edge.

CHAl RVAN CANTI LENA:  Yeah. Actually, you
know, for the drugs that are switched from Rx to OIC,
that's always, you know, part of the information, you
know, that we get, you know, actual use studies and
things like that. But | hear what you're saying in
terns of this specific area where, you know, these
have been on the market for a long tine and, you know,
we don't have that information. Very good.

Dr. Lai ne.

DR LAINE: | agree with everything. Al
of the good ideas are taken.

| would say yes, now. Just to enphasize a

couple of things, what | am struck by when | |ook at
this label is the fact that what we're all here
talking about isn't listed anywhere, that is, Iliver

di sease. As Dr. Davidoff mentioned, it inplies only
if you drink al cohol do you get liver disease.

So, | nean, to reiterate what was said, |
nmean, sonmewhere on this |abel we should have a warning

that |iver danage can occur.
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| think the harder decision is | agree
with the way Dr. Brass worded it, that if you exceed
the dose, the question we have to grapple with frankly
is that actually ignores the unintentional or, you
know, the just mnimally -- the four to six to eight

gram dose, and | think that's what we have to grapple

Wit h. How shall we deal with that now or should we
not ?

But | definitely at a mninmm would at
| east nention that damage can occur. Use is

important, and perhaps under directions we should
sonehow try to get across it's not only do not exceed
12 caps in 24 hours, but get across, again, the idea
as people have nmentioned that don't exceed a total of
X anount of acetam nophen in the directions. Because
just to try to nmake it very clear that people need to
keep in mnd that they may be taking nmultiple
acet am nophen cont ai ni ng conponents.

So I'Il stop there, but those two are
inmportant to ne.

CHAI RVAN CANTI LENA:  Thank you.

Dr. D Agosti no.

DR D AGOSTINO | obviously agree with so
much that's gone ahead. |If | didn't, people would say

it's insane. But 1'd just to just throw out a couple
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of points here.

W're not really dealing with the zero
dat abase. I mean, the relationship between the
particul ar overdose and the sort of |atency period and
then comng back and having a terrible condition, |
nmean, even though we don't have careful, well
controlled studies, Dr. Lee's data, the AERs data, and
so forth, even when the MNeil panel reviewed that,
there were a nunber of cases that were, as far as they
were concerned and as far as everyone else was
concerned, clearly has a relation.

And we know the causality, and we see the
problens that can devel op. So | don't think we're
wor ki ng from say, a zero database.

| think also that the idea of the
conbi nati on not containing the product ingredients in
the front is just sonething that has to be addressed,
and that we can do.

And just to go back, | kept witing over
and over again as we were talking what does the
consunmer do with what we've done. The point that was
just raised by Dr. Cyer is that |I'mconcerned. W've
gone through a lot of these things in these neetings
her e. You can put things on the |abel, but do the

consuners understand thenf
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And what's going on in ny mnd is how do

we get those |abel ed conprehension studies as we | oad
up the box with all of these new warnings and what
have you. How do we know the consunmer is going to
under st and t hen?

And | think we will cone back to that, but
| just want to nmention that.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Al fano.

DR ALFANO Vell, as you know, | don't
vote, but | have a perspective that changes in the
| abel along the line of what we saw passed around, |
think are clearly in the right direction.

As far as whether there should be a
specific liver warning or not, this is one of those
areas where | would actually like to see what the
consuner tells us. The new |abel actually has a
warning, has an overdose warning that warns that
serious health problens in the event of overdose and
basi cally advises people to get to the Poison Contro
Center and physician right away.

| would be concerned that to a |aynman
maybe |iver neans, once again, oh, that's for people
who drink. That's not ne, and you could actually nake

a case it maght not be helpful. And here's where we
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need to be careful.

Is it is nmore helpful or not? If it is,
then we ought to say |liver. If not, we ought to
sinply say serious health problens.

CHAI RVAN CANTI LENA:  Thank you.

Dr. d app.

DR CLAPP: first, 1'd like to say I|'ve
seen trenmendous inprovenent on the new and inproved
bottle of Tylenol as conpared to the box that we have
here, but there are some anbiguities that | remain
concerned about in the dosing on the basis of weight.

For exanple, with the children's Tyl enol
elixir or liquid form or tablets, and actually the
concentration of Tylenol or acetam nophen is typically
100 -- well, is always to ny know edge 160 mlligrans
in one teaspoonful or per five nL, and the droppers,
it's 80 mlligrans in .8 mlligrams -- mlliliters.
" msorry.

And intuitive reasoning that | can presune
as a pediatrician is that you will have to westle a
smal|l baby to drink a teaspoonful of vile tasting
nmedi cine, and it's much easier to get themto drink .8
mlliliters than five mlliliters.

And | don't know if the drug conmpany --

that's their intention, but the reality is it's nuch
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easi er dosi ng.

But in the Tylenol, children's Tylenol, it
says 96 pounds and over four tablets, which is equal
to 650 mlligranms, but on the gelcaps, it says 12
years and older, 500 mlligrans. You can take two
t abl et s.

So there's a little bit of anmbiguity here
that we haven't addressed, and |I'm not sure if we are
then focusing on weight is the issue or age is the
i ssue. The confusion that we are |eading people to
bel i eve.

If children swallow pills, believe nme, as
a pediatrician they do not want to chew things that
taste terrible. They don't want to drink four to six
teaspoons full of sonething. The younger they are in
swal l owi ng pills, the happier they are.

So we need to nmake sure that there's sone
consi stency that we are giving the public wth dosing.

| don't know if | can request information from the
FDA as to toxicity in adults related to weight only as
the indication because | wonder if the 96 pounds is a
magi ¢ nunber that we see these unidentified etiologies
of liver toxicity as the cause may be based on wei ght
alone. So that's one thing.

Secondly, in reading this label it says
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take two caplets every four to six hours as needed
and then the next bullet is, "Do not take nore than
ei ght caplets in 24 hours.™

Vell, this is intuitive, and this is where
t he pharmacol ogist is letting us know that studies are
useful, but it seens l|like once you find out the
information of how much you need to take, you're
through with the bottle.

And ' m concerned that w thout having that
information, every four to six hours leads us into the
toxicity range of acetam nophen, and that's the six
grans if you do 100 grams every four hours. Should we
enbol den t hat ?

| think it mght be something to enbol den
so that at least if they're not interested in reading,
they see there's sonething to pay attention.

Lastly, the issue of toxicity is addressed
with |iver damage. What does it say? Ch, yeah,
"acet am nophen may cause |iver danmage." | think
separating that from the alcohol warning is critical
because the point that's been made in a very clear and
very tragic way today is that alcohol is not the only
risk factor. Toxicity can be related to dosing, and
that's it.

So | think it would be nore prudent to say
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overdosage of acetam nophen can cause |iver danage in
a separate area from the alcohol warning so that we
don't distract from those who are not drinkers, are
not drinking three drinks a day and they say, well
this is just for those who are drinkers.

The last point has been nmade nmultiple
ti mes about font size. I think that it's crucial to
have the font size so that you actually pay attention
to the active ingredient on the front of the bottle,
but as well, | notice in the active ingredient |abel
which is really nmuch inproved because it's highlighted
t hough, | have to hold the bottle over here to see
that that active ingredient is actually -- thank you.

' mgoing to use those today.

(Laughter.)

DR CLAPP:. -- is actually acetam nophen.

And so although the active ingredient is
| abeled, it's not enboldened, and so it's interesting
to see the highlight, but | think enbolding it wll
hel p us who are over 40.

Thank you.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Katz.

DR KATZ: Thank you.

| also agree with nmuch that's been said,
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but at the risk of being repetitious, 1'd like to be
very specific so that the record is clear.

Nunmber one, | would reiterate that all
ingredients need to be on the front, including on the
conbi nati on products and including the concentration
per dose. For exanple, it should say acetam nophen,
500 mlligrans per tablet, or phenylpropanol am ne, X
mlligrans per tabl et, as opposed to j ust
acet am nophen, and then you have to dig in the back to
find out how nuch it has.

Nunmber two, | think that the class should
also be in the front. So it should say acetam nophen
pain reliever; phenylpropanolam ne, decongestant, and
then the amount, all in the front.

Nunmber four is that it has to be on the
bottle itself, not just on the box because everyone
throws their boxes always, as has been pointed out
al ready, and nobody can renenber anything until they
actually have to go to the bottle and take what's in
it.

| was sitting in the airport on the way
here, and a guy was giving one of his friends sone
Aleve from a bottle of Al eve that he had and was
telling him "Yeah, ny doctor told ne that you' re not

supposed to take that with sonmething else, but | can't
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remenber now what he said and what a great doctor |
have for telling me that."

And you know, if it's not on the bottles,
you can refresh your nenory every tinme, you Kknow,
what ever the issue is. Then you can pretend that it
has never been nentioned.

Then | agree with having a warning on the
bottle that there are other products that al so contain
acet am nophen and that you need to only conbine them
with a doctor's supervision. And | agree with there
being the specific nention of I|iver damage as the
potenti al consequence.

The issues of dosing under age two have to
be dealt with right away, and again, | was happy to
hear Byron suggest earlier that the sanme things need
to happen with prescription conbination products that
contai n acet am nophen. What's good for the goose is
good for the gander. O herwi se, you know, we're not
really acconplishing our objectives.

| would argue against any kind of black
box or Surgeon GCeneral's type of warning that says
that can cause liver damage or something because |
feel that that would cause nore harm than good from a
publ i c heal th standpoint.

And | would also recommend that while |
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think all of these things should be done right now,
there should also be inplenmented inmediately a period
of study with specific nmentions of what exactly needs
to be studied with regard to consuner behavior such
that this can be an iterative process since, as has
been pointed out, we really don't know exactly how
t hese changes will inpact on consumer behavi or.

And that period of study and revision
needs to be incorporated as part of the plan.

In terns of the dosing by weight issue,
you know, | share the concerns that the dosagings are
very confusing and inconsistent. | would recomrend
that those issues be sorted out during that period of
study that follows inplenmentation of |abel changes
because | feel that those are thorny issues; that if
one had to nmake those decisions now before
i npl enenting changes, those changes nmay never get
i mpl enent ed.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Johnson.

DR JOHNSON | vote in favor of changes
and, again, will be a little bit reiterative. | think
that a liver warning should be added, and it should
clearly be separate fromthe al cohol warning.

For drugs that are presented in blister
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packs, nd one of the exanples that went around was, |
think that's usually going to be conbinati on products.
| have a concern that people throw away the box even

in the blister packs, although maybe |ess often than
with bottled drugs, and often the blister packs have
al nost no information on them

And so | think it's inportant as the
exanple is shown there that it does say "contains
acetam nophen,” at a mninmum and preferably would
have all of the drug nanes, not just the brand nanme of
t he product.™

For conbination drugs, | think that it's
actually quite unacceptable that the rules are
different and that the drug nanes don't have to appear
on the front, and | applaud MNeil for their efforts
to change that, and the exanples provided has a
statenent, "This product contains X nunber of drugs,"”
and | think nost consumers have no idea how nmany drugs
are in those conbination products, and then lists
t hose all by nane.

And | think that that's sonmething that
shoul d be considered as a requirenent as opposed to a
vol untary step.

| think the prescription acetam nophen

containing products are also inportant, and | think
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auxiliary labeling for Rx products is going to be
really critical to getting the nmessage across in a
sort of conplete way, and therefore, education of
phar maci sts who are the ones who have to stick those
| abels on the prescription bottles is going to be
really critical

In terms of the warning, | think that it's
inmportant that the message is not just overdose and
i nstead says "exceeding the recommended dose" because,
again, if you say overdose, then people who aren't
attenpting suicide will assune that that doesn't apply
to them

And so it has to be very clear either that
it's both overdose and exceeding recomended dose or
j ust exceedi ng reconmended dose.

And then finally, | think that we all sort
of have to admt that the information on the product
probably doesn't do as much to educate consunmers as
we' d l'i ke, and so | think particularly TV
advertisenents is probably really the way to educate.

And a couple of nonths ago | saw the NCPIE
advertisenent about ny drug has two products, and |
was really inpressed. And | will admt |'m probably
not the average consumer in this regard, but | found

it to be a very, very effective commerci al .
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And | think if people saw that Kkind of

conmercial, it wasn't focused on any specific product,
but it gets a very, very inportant nessage. And so |
think that kind of approach is very inportant, and I
think all of industry who has these kind of products
shoul d support such efforts.

CHAI RVAN CANTI LENA:  Thank you.

Dr. WIlians.

DR WLLIAVS: 'l defer.

CHAI RVAN  CANTI LENA: W'l come back to
Dr. WIIians.

Dr. Uden.

DR UDEN: The other Dr. WIllians has |eft

us.
| agree that we --
CHAI RVAN CANTI LENA:  How do you nean?
DR UDEN. | have his chair. That's all |
know. | don't have to worry about mnmy wheels falling

of f anynore.

| agree with voting that you have to have
| abel changes immediately. | renmenber back in the
early '80s when | was managi ng nmany Tyl enol overdoses

in pediatric patients and knew the literature very

well to read -- and |'ve been out of that gig for a
while -- but to read that the unintentional overdoses
S A G CORP.
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could occur at nedian doses of around five to six
grams a day was very surprising to ne.

Therefore, | agree with everything that's
been said, that the nanmes have to be on the front with

t he concentration of the drug.

And | also am a very big fan of |[abel
conpr ehensi on  studi es, which are nmulti-cultural,
multi-literacy that would go along with this because I

don't think this OIC product has been -- that that has
happened with this.

CHAI RVAN CANTI LENA:  Thank you.

Dr. WIlians.

DR HENRY WLLI AVE: | agree with the
previously stated package labeling, as well as the
concerns about the various overdosing, as well as the
utilization of the alcohol warning as separate from
the liver warning.

The concern that | have is a little bit on
the other side of the consuner. The concern that |
have is associated with the |abeling. It says stop
t aki ng; ask your doctor.

The question | have is whether or not our
doctors are inforned with the proper infornmation about
the product and whether or not we as individuals in

educati on should propose that this also have a health
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care educational -- health professional education
conponent to it, as well as the consuner educati on.

| hate to have a patient cone to a
doctor's office who has not been sophisticated in the
know edge about the Tylenol risk and not being able
to identify it or even able to attribute other
satisfactory marks to it.

So mine is education plus the yes.

CHAI RVAN CANTI LENA: Ckay. So your vote
was t hat changes should be now.

DR HENRY WLLIAVS: Right.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

Dr. Neill.

DR NEI LL: Yes, changes now. Put the
nane on the front of the pack. Prescription drug
shoul d be subject to this as well.

The only substantive addition that 1'd
want to nmake has to do with the concentrations. In
counting up the dosage forns for acetam nophen
avai l able, 1 count eight, which include within them 24
different concentrations or strengths.

The majority of that variation occurs in
the pediatric forns. Sone of those are so close
together as to be neaningless. And while it's true

the nost commonly found strengths over the counter are
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going to be 100 mlligrans per nL for the dropper,

which isn't expressed that way; it's expressed as 80
per .8 because the dropper is .8. | don't know why,
but it is.

And then there are solutions and |iquids
for older children which vary in concentration, but
can be had when expressed in the sane per milliliter
concentration as the drops are in your 12 mlligrans
per mlliliter, 24, 32, 33.3, 33.4, 65 mlligranms per
nm.. There's a 48 mlligramper nL as well.

Wiy all of those are available, why they

are -- and | had to do a lot of calculations to put
those all in a common denom nator because sone are
expressed in per 15 nlL. Sone are -- which is a
tabl espoon -- sone are expressed as per teaspoon,

which is five nis.

| would have to renenber that as a doctor,
which | don't, and |'ve been doing this for 20 years
now, why | would have to convert from .8 into nLs or
ms to five nks or to 15 nlLs is just beyond ne. And
you know, if | can be confused, anybody is going to be
conf used.

The fact that | cannot reliably tell a
parent over the phone, "Go in for your six kilogram

child and give ten mlligrans per kilogram" and know
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what dosage form they are going to find in the shelf
makes it inpossible for ne over the phone to give a
usef ul reconmendati on.

| may say, "CGo and get X brand,” but if
that costs twice as nmuch and there's a concentration
which is simlar, there's no good reason not to use
the other, but there are five different forns that are
t here.

So we need to reduce that variation in
what the consumer sees on the shelf and what | have to
try and renmenber in the mddle of the night.

CHAl RVAN CANTI LENA:  Dr. Patten.

DR PATTEN. | wll support maki ng changes
i medi ately. | certainly think that all active
ingredients should be listed on the front of the

| abel , the |abel of the package, and it should be on
the label on the actual container, including on the
back side of the bubble packs.

| think that the size of the letters of
the ingredients beconmes an issue. It needs to be easy
for people to read, and | noticed sonething in one of
the packages going around, a very subtle kind of a
t hi ng. It's the package that does list the
ingredients on the front, but it first lists the

category and | think maybe that's it in cobalt blue
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and then you get an arrow that takes you to
acetam nophen in a pale orange against a pale yellow
backgr ound.

And the human eye will be drawn to the
cobalt blue and perhaps will go no further. | think
there's a good body of literature probably com ng out
of the discipline of psychol ogy taking a | ook at col or
and the way the human eye works and is drawn. And |
think maybe that there should be greater attention
paid to that so that the consumer wll pay as much
attention to the active ingredient listed on the front
of that label as to the category that the ingredient
addr esses.

Anot her question | would ask, we see here
in the Drug Facts over and over "do not exceed" such-
and-such a dose. "Do not exceed,"” "do not exceed."
And I'm just wondering why instead the |abel doesn't
say, "Do not take nore than."

| think "exceed” is not a word that
everyone uses as part of their conmmon vocabul ary, but
if you tell people not to take nore than so many
tablets in a given period, it mght be nore useful.

And then since ny job is to represent
consuners, |'Il just remnd everyone that not every

consuner of OIC drugs has a doctor or has access to a
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doctor, and |I'm not sure how | abels can address that

problem but certainly when all |abels say "or ask a

doctor,"” "see a doctor,"” "ask a doctor before this,
that or the other," we have to take into consideration
all of those folks in this country that don't have
access to a doctor.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Wod.

DR WOOD: Vell, | always worry about
these signs at the side of the road that say "beware
of falling rocks,” you know. I"m never quite sure
what to about that.

(Laughter.)

CHAI RVAN  CANTI LENA: You' re supposed to
drive faster, A.

DR WOOD: Right. You know, or when you
pull down the thing on your SUW and it says, "This SW
may roll over." You know, |I'm not sure that nakes ne
feel much safer.

But seriously, | think there is a need for
| abel i ng changes right now, and | think nost of it has
been covered. W should have a stick on |abel for Rx
preparations that |ooks the sane. Sonebody said they

should all be in the sane col or.

| think we should al so though, given what
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we've all articulated about our concerns about |ack of
data go further than that, and | don't see why the
agency shouldn't, along with the manufacturer set a
target for risk reduction.

Wy don't we set a target that says the
nunber of overdoses from acetam nophen should fall by
a certain percentage by a certain period of time, and
that will encourage everybody to conme up with a plan
t hat reduces ri sk.

| rmean, you know, just think of the
Resul in experience. VW went through all sorts of
attenpts to reduce the hepatotoxicity produced by
that, and they were not notably successful, and we
were only addressi ng physicians with that.

So | would like us to go further than
just, you know, putting up signs that say "beware of
falling rocks" and encourage the agency to cone up
with a risk reduction plan with the manufacturer that
is testable and that denonstrates some sort of results
within sone period of tine. And if the first
situation doesn't work, then get back to the draw ng
board and do it again, guys.

But we certainly have better data here on
the nunber of people who are getting hepatic failure

from overdoses from acetam nophen than we've probably
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had with any other risk that we've dealt wth in
prescription drugs certainly, and we ought to be able
to reduce this nunber |ickety split.

And the fact that we've gone on for 25
years just kind of dickering around, putting out nore
road signs doesn't seem to ne a very satisfactory
out cone.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Day.

DR DAY: Vell, 1I'm in favor of |abor
changes now, especially about dosing, and |I'm not so
concerned about getting these things on. I think
we're going to vote for them but |I'm very concerned
about how we put them on.

Yes, we can increase legibility and font
si ze. Those are very standard, human factors,
principles that are well known, and we can rely on
t hose.

Yes, we can enhance readability so the
frequency of words in the |anguage and the sentence
length or the bullet length can be adjusted. W know
about that.

However, we can do all of that and the
information still may not be cognitively accessible,

and what | nean by that is the ease with which people
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can find, under st and, remenber, and use the
i nformati on. People on this side of the table have
already pulled out one good exanple of how it m ght
not work in sone cases by subsumng the liver damage
under the al cohol warning.

So the wprinciple there is chunking.
You've got to chunk together different types of
information and separate it out from information it
doesn't go with, and so I'm very in favor a big
supporter of the Drug Facts format. However, it gets
to be a bit repetitive, and I"'mnot sure that it wll
enable us to enhance sone of the nessages we want to
enhance unless we think outside of this box. It's a
wonderful box, but think outside of it for a noment
and consi der another cognitive principle, and that is
if you have the sane information in two ways, that
i ncreases the chances that people are going to get it.

And two effective ways are text and
pictorial, and I've nmade a little pictorial diagram of
dosing. So it's sort of a thernoneter type thing, and
you can have nunber of tablets per unit of time going
up like this, and you have kids here, adults here, and
a big cross-out here that says you never take that
much, and so on.

So whether it's this pictogram or sone
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other pictogram having both a Ilinguistic and a
pictorial representation of the sane information could

be to the advantage of the consuners.

Now, | know that industry wll sonetines
come back and say, "Wll, but you know," and then you
have to have these other pictograns. | f you enhance

one part and then the other part mght fall away and
so on and so forth.

So instead of having to put sonething out,
try it and see what happens, we develop alternative
representations for the sane information now, test
them quickly in a laboratory situation in a |[abeled
conprehension study where you test for nultiple
cognitive processes, such as finding, understanding,
renenbering, and using; see which ones wn;, see if
they work across different populations with different
literacy skills so that people who don't read m ght
understand the pictogram or people wth nmultiple
| anguage backgrounds. Al of this can be found out in
t he order of nonths.

This could be a study within one nonth, a
set of themw thin six nmonths, and so then we know how
todoit.

So | hope that today as we vote for things

to be on the label, that we wll take into account
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that we really need to think hard and devel op
alternative ways to do that and test them before they
then go out into the real world, and we can do actua
use tests as well once the l|aboratory tests are
conpl et ed.

One final coment, and that's for the
prescription medications. It's great to have the
pharmaci st put on the auxiliary |abel. W' ve done
research where we have the sane patient, sane drug
sane pharmacy, having gotten refills five or six
times. Every single tinme there's different |abels on
t here.

DR CCHEN: Just let nme just conment on
that because you can standardize very easily the way
those labels are printed out if it's in the conputer
system itself. In sone of the pharmacies the chains
are already doing that.

So i f you're usi ng a conbination
ingredient, it automatically wll print out on the
label in a standard way. So | just wanted to nention
t hat .

| would definitely vote yes. | think that
the |abel changes are needed inmediately on the
packages. | think it's really inportant that FDA

spend a little tine looking at the best way to do
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this.

I t hi nk t here needs to be a
st andar di zati on. There needs to be a standard font

si ze. There mght need to be a standard background

as | said, to call out that information. You m ght
need to use all wupper case text or something |ike
t hat . I don't know exactly the best way to go here

but it certainly can nake a difference, and we' ve seen
that with some other products recently where contrast
was given. So that's inportant that it be done and it
be done in a standard way.

As | said earlier, and | agree with ny
col | eague down at the other end of the table about the
statenment "call your doctor,” it's just not enough.
It should also say "call your pharmacist,” as many of
the other products do that are over the counter now.

And | realize that sone of these drugs are
only available in supermarkets and that's where
they're purchased, but if people need guidance and
they need it in a hurry, the pharmacists are readily
accessible, and I knowthey're willing to help.

That said, | have to agree with Julie
Johnson. W do need to educate the health care
practitioners. They are not all as cognizant as they

shoul d be of the appropriate dosing.
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| mentioned earlier the term droppers ful
bei ng confused, and | think that needs to be addressed
with the dosing if we're going to have the
concentrated form with the dropper. Whether it's a
color line or sone other mechanism that needs to be
addr essed.

The idea of the safety lock, and they
showed sone evidence of its effectiveness with the
infant's concentrate Tylenol product, that not being
available with other manufacturers or wth other
products, | know that this manufacturer MNeil does
have a cough and cold product. It's not avail able
now, but they explained in our packet that it's
because it's not available in a suspension form And
it was ny understanding they mght be refornulating it
so that it's in a suspension form

That's great, but | think any highly
concentrated form should be available in that

packagi ng, and | think that should be part of it.

And then finally, again, | think this
is -- I"'msorry to repeat, but this idea of expressing
the concentration of the liquid fornulations on a

volumetric basis rather than a nmetric weight basis is
inmportant per nL or whatever the standard is so that

you would be able to conpare 32 mlligram versus 100
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mlligramper mlliliter, for exanple.

W' ve had health professionals -- at | east
one case | renmenber that was reported to us -- where
an RN actually used the concentrated liquid in a

teaspoonful amount because of confusion wth the

amount of drug in there. So | think that's inportant

as well.

Thank you.

CHAI RVAN CANTI LENA:  Ckay. Thank you.

And | vote yes for now, changes, and |
will not, you know, reiterate a |lot of the things that
have been said. | would like to conplinment, you know,
McNeil on this new packaging. I think it's an

excellent first step and all of the conments that were
made to inmprove | think, you know, should be
considered, but | think certainly an excellent first
step. That is very good.

Just one other thing to enphasize. |If at
al | possible, standardize the concentrations in an age
group so that you don't have all of these, you know,
concentrations which are very confusing.

In ny own household we have at |east four
different concentrations, and | have to use a
calculator when | dose ny kid. Fortunately she

doesn't get sick that often. So good for her.
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Anyway, Dr. Jenkins, | think, has a

conment about, you know, dosing, or Dr. Ganley.

DR GANLEY: Yeah. Il  think it's
worthwhile for us to just nmake sone comments on one of
the issues as has been raised regarding the citizens'
petition to include dosing for children under two
years of age.

We've been working on this petition for
the last two and a half years or so, and it's not as
straightforward as people think, and originally the
petition has to go down to two nonths of age, and
after we research the Iliterature and prescribing
practices and such, it turns out there's a significant
amount of bacteremia and serious infections in a
popul ation of children with fever from two to six
nont hs of age.

And so that was one of the issues that we
had to address, and you know, again, that's based on
our going out and collecting that infornmation.

The other thing is that the proposal was
to base it on weight or the dosing on weight or age,
and it turns out that the charts that would have been
proposed in that, there's no correlation and weight.
And we actually went to the CDC age-wei ght tables, and

it's very difficult to dose by age in that age group
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because the children are growi ng so quickly.

And so those have been sone of the things
that we've been struggling with. There is actually a
proposed rule witten that's going through endorsenent
cl earance, and we've actually incorporated sone of the
conments that you already have nade, such as
standardi zed concentrations and prom nent |abeling to
di stingui sh concentrated drops from the suspension,
and actually possibly a neasuring device that woul d be
included to that product, for that product.

Because, you know, when you think about,
well, we just put the dose on it, and whether it's
t easpoonsful or whatever, well, a teaspoon is not a
standard neasurenent in a |lot of people' s houses, and

so when you start thinking about these things and

think, well, we'll just put the correct information on
and everything will be fine, we already know today,
well, everything isn't fine if you think you have the

correct information on products for people over two
years of age.

And so it's a nuch nore conplex issue, and
we actually are asking for information to support, you
know, what the wording should say so that, you know,
we get it right for the population of six nonths to

two years of age.
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But | think it's inportant to understand
that, you know, we've struggled with trying to get
this rulemaking correct, and there's a lot of issues
init, and it's just not as straightforward as fol ks
think. But it is a priority to get done.

CHAI RVAN CANTI LENA: Ckay. Thank you

Wiat I1'd like to nove to now is the issue
of drug interactions and, you know disease states

having an influence on, you know, the risk of

acet am nophen usage, and 1'd like to use the sane
f or mat . I think the |last two issues can be dealt with
a lot faster, but | think | would like to hear

everyone's comments on this particul ar one.

So we'll start on the other side of the
table, and really the question here as |'ve fornul ated
it: Is there sufficient information to make | abel
changes concerning drug-drug interactions or, you
know, disease states, you know, malnutrition, et
cetera, et cetera that we tal ked about earlier at this
time?

And if the answer is yes, if you would
sort of specify, you know, what you' re confortable
with in terms of adding at this point, you know to
the | abel and what you feel we have to have, you know,

further information on, so further study.
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So again, we're just specifically focusing
on drug-drug interaction or, you know, disease states
and whether or not we should alter the label to
include, you know, warnings for those specifically,
and if yes, what should be included in terns of what
you're confortable for; and if no, then if you can
speci fy the kinds of studies that you think would help
you get to that point, if ever.

And so if we can start actually with Dr.
Cohen, then we'll go around this way.

DR COHEN. 1'mgoing to pass on that for
Now.

CHAI RVAN CANTI LENA: Ckay. Took you by
surpri se.

Dr. Day.

DR DAY: | would favor having sonething
on for drug-drug interactions, for what our current
state of knowedge is about that. For the
subpopul ations, | think they vary across the ones that

we' ve considered from people with conpromsed livers

to malnutrition and so on, and | haven't heard nuch
data today about nmalnutrition and so forth. So |
think that that's a varied category, and | think we

should hear from everybody across those different

subpopul ati ons.
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CHAI RVAN CANTI LENA:  Ckay. Dr. Wod.

DR WOOD: Wll, | guess the decision is
already nade wth alcohol. So we should -- |
certainly don't think we should renove that if that's
t he questi on.

In regards to the others, |I'm not sure
that we have data to support |abeling changes at this
stage, and | think that would have to be deferred
until people had a better understanding of what
induces 2E1, and in ternms of nalnutrition, while
intuitively it mght appear reasonable, | don't think
there are data that give us a sense of whether the
person who's dieting to |ose, you know, weight to get
into their bathing suit is at risk versus sonmebody who
has got sone cachectic state.

So I don't think we can nake |abeling
changes that will be hel pful to people at this stage.

CHAI RVAN CANTI LENA: Al right. How about
on the issue of drug-drug interactions, you know,
enzyne i nduction?

DR WOOD: Vell, the original Mtthew
chart that was shown early on actually said you shoul d
treat people with the antidote if they were on enzyne
i nducers, anti-convulsants specifically, at a [|ower

acet am nophen concentrati on
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Bearing in mnd that we're talking about
consuner |labeling here, that seens to ne to be going
beyond what we could reasonably expect people to dea
with, and so | wouldn't advocate that at this stage,
except that as know edge becones avail abl e, that m ght
change dramati cal ly.

CHAI RVAN CANTI LENA:  Ckay. Dr. Patten.

DR PATTEN The decision is mnmade wth
regard to alcohol, and |I'm wondering. When you talk
about dr ug- drug, are you also including the
acet am nophen- acet am nophen?

CHAI RVAN CANTI LENA:  No.

DR PATTEN. Al right. Then |I feel that
| mnust defer to the physicians in the group wth
regard to a position on drug-drug interaction.

Wth regard to malnutrition, | agree wth
Dr. Wod. We heard very little. ' m assum ng that
that is certainly one concern regardi ng people who are
addicted to al cohol, the malnutrition of alcohol.

A question that conmes to mnd, given that
between five and ten percent of teenage girls and
young wonen are involved in anorexia or anorectic type
behavior, | just raise the question if there is any
kind of a research database regarding liver toxicity

and acet am nophen use in t hat particul ar

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

319

subpopul ation. | don't know t he answer.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Neill.

DR NEI LL: No, | don't think that we've
heard sufficient data to suggest a need for | abel
changes, and that, in turn, | think, creates an
i npetus to make reconmendati ons about so how do we get
the data, and you know, the two nost conpelling
sources to ne today cane from Dr. Lee and from Dr.
Erush, and | think that to the extent that every tine
we have one of these neetings one of the questions
i nvol ves what studies do you want; how could they be
done; | think sone additional thought needs to be put
into that.

Both Dr. Lee and Dr. Erush are, you know,
giving us data that cones from patients presenting to
hospitals, and we've already heard how the poison
control data is perhaps over representative of a
different type of popul ation. Sonebody smarter than
nme needs to think about how to inprove the
surveillance that occurs to |ook for specific types of
either drug-drug or condition specific factors that
would help guide labeling if that's what we want to
| ook at.

CHAI RVAN CANTI LENA:  Dr. WI i ans.
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DR WLLI AVG: | don't think we've had the

information that we really need to put that |abel on,
especially with the anti-seizure medications and the
ot her nedi cations that have caused reacti on.

| think we do need the studies to
specifically denonstrate whether or not there is a
dose relationship and whether or not the indication
shoul d be placed there. So |I'd defer wuntil studies
are brought back.

CHAI RVAN CANTI LENA:  Thank you.

Dr. Uden.

DR UDEN: | agree. Don't have enough
i nformati on.

CHAI RVAN CANTI LENA:  Dr. Johnson.

DR JOHNSON Agree that there's not
enough information, and | think particularly for drug-
drug interactions there's no conpelling evidence, and
| think even froma theoretical perspective you' d be a
little hard pressed to cone up with really convincing
drugs that would be likely to interact.

CHAI RVAN CANTI LENA:  Dr. Kat z.

DR KATZ: In terms of the malnutrition
fasting, | agree that we're not really heard enough
consistent data to put any specific warning about

that, nor is it clear to ne how one would actually
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define that in a consuner | abel.

And with the liver disease, | think it's
the same, that we have not really heard consistent
information yet that states that if sonebody has
whatever kind of liver disease that they're at
i ncreased risk

And we have data from Dr. Koff and his
experience and his consortiumthat may mtigate to the
contrary, although | think that that data could be
formally anal yzed and it woul d be nore persuasive that
way.

In terns of drug-drug interactions, |
woul d al so defer to people who know nore about that
than | do. The one that |'ve read about that | would
put forth to the commttee for discussion, is that
|'ve read that in some patients, acetam nophen can
increase coumdin effect and increase prothronbin
tines.

| woul d ask peopl e nore know edgeabl e than
nyself on the commttee, you know, how significant a
factor that is, but that's certainly in the pain
managenment literature for both acute and chronic pain
managenent .

In ternms of what studies could be done to

help clarify these issues as we go forward, to ne it
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seens clear that the next step beyond the K series

which is what we have now, would be a sinple case
control study of trying to identify, you know, whether
and to what extent acetam nophen is associated wth
acute liver failure or hepatotoxicity and what other
factors either conbined with that or separately are
al so associated and then maybe causally related with
hepatotoxicity.

CHAI RVAN CANTI LENA:  Thank you.

Dr. d app.

DR CLAPP: No, for the general reasons
previously stated.

CHAI RVAN CANTI LENA:  Dr. Al fano.

DR ALFANO |'ve seen no conpelling
information here today that would warrant the change
at this tine in this area

CHAI RVAN CANTI LENA:  Dr. D Agostino?

DR D AGCSTI NO I don' t see any
conpel I'i ng evi dence al so.

| think in terns of the studies, | nean,
things like surveillance and sonme of the cohort
studies that exist, there are ways of getting a hold
of the population in terns of the use of these
particular drugs as opposed to doing it as a

spont aneous reporting. Case controls and case contro
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studies and so forth |I think are a real possibility
and shoul d seriously be consi dered.

CHAl RVAN CANTI LENA:  Dr. Lai ne.

DR LAINE: | would agree no because there
is a lack of information to support it.

| just would say that perhaps prospective
observational studies from cohorts of hospitals, such
as Dr. Lee was doing with acute liver failure, which
coul d be sponsored by either governnental or industry
groups would be very reasonable to quickly -- well,
not quickly, but to attenpt to just try to get all
patients presenting to the hospital w th acetam nophen
overdoses woul d be very reasonabl e.

|'d just point out that flying here there
was a 757 patient in one of our A journals that
| ooked at the effect of nedications and outconme and
actually suggested that opioids, for instance, were
associated with a significantly worse outcone.

But if you had a l|arge enough group of
hospitals in the US. involved, | don't know whether
H CUP (phonetic) or sone of the other national
dat abases do that now, but | would wonder if that's
avai | abl e now.

CHAl RVAN CANTI LENA:  Dr. COryer.

DR CRYER Entirely agree with what's
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previously been said. Not sufficient information to
recoomend additional risk categories, and these are
areas, however, for definite future research for
speci fic subpopul ati on eval uati ons.

CHAI RVAN CANTI LENA:  Dr. Lam

DR LAM Based on the information that
Dr. Slattery provided this norning, | don't think we
at this point in time need to worry as nuch about SIP
1A2 and SIP 3A4, and | don't think we have enough
information about SIP 2UM nodulation to actually
require sone sort of a |abeling change at this tine.

CHAI RVAN CANTI LENA:  Dr. Davi dof f.

DR DAVI DOFF: Vell, | would also agree
that no is appropriate for now I would suggest
though that there mght very well be additiona
information, inportant information to be found in
areas that we haven't really heard nuch about.

For exanple, genetic studies. | mean, if
people are getting into studying SNIPs now it seens to
me it mght be a very appropriate and inportant thing
to look at in the people who appear to be unduly
suscepti bl e.

But that would be along with the notion of
considering nore seriously, as | nentioned earlier, a

mul ti-factorial nodel. It may be that the mndset of
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| ooking for Subgroup A and then Subgroup B, which is

distinct, and then Subgroup C, each of them having a
single risk factor, isn't really going to give us the

answers, and | would think that the multi-risk factor

nodel shoul d be taken nore seriously.

CHAI RVAN CANTI LENA:  Dr. Brass.

DR BRASS: Since two col |l eagues nenti oned

the alcohol warning, |1'm going to challenge that by

aski ng where the nunber three drinks came from

(Laughter.)

DR BRASS. And are we warning -- does the

t hree-drink warning nean anything other than -- so can

anybody answer that question?

M5. LUMPKI NS: Basically that three-drink
nunber cones from the recommendati ons of the Anmerican

Heart Association as to what constitutes sort of

excessi ve al cohol use.

DR BRASS: | was afraid of sone answer

li ke that because --
(Laughter.)

MB. LUWPKINS: That was what we had.

DR BRASS: You know, the relevance of

that definition to any risk, whether we believe there

is one or not, you know, |I'm unconfortable. So,

again, we don't have any data to change it, but
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think we should recognize that that is basically an
arbitrary assessnent and represents one of the areas
of need for clarifying this.

I'm going to reluctantly agree that we
don't have the data -- well, no, not reluctantly --
sadly agree that we don't have the data to change the
| abeling now, but based again on what we know about
acet am nophen's  nmechanism of toxicity, I f eel
viscerally that there is a subgroup at risk, and we
have not been able to identify it and, therefore,
can't warn them But | think that nmakes it a little
bit nore urgent in ny mnd that we work to define that
popul ati on.

And | think there are three strategies
that come to ny mnd. One has already been nentioned.
| think that a careful surveillance network using
standardi zed definitions, standardi zed collection
t echni ques, unbi ased event adjudication mght allow a
lot of information to be gathered very quickly about
the populations we're talking about and provide
obj ective information.

Two, | think we can chall enge sone of the
hypot heses that have been put forth about risk factors
and probe populations trying to identify those

outliers that may be a theoretical risk. My own
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concern again, as |'ve already alluded to, is that
glutathione stores per body mass -- | nean per
i ndividual -- are going to vary a lot, and just again
intuitively the petite female senior nenber of our
society, not to be confused with the little old |ady,
clearly has less glutathione than the typical NFL
f oot bal I pl ayer

And to say that therefore their risk

threshold is identical just doesn't nake sense to ne.
So | think that there are technol ogies that could be
devel oped for noninvasively assessing gl utathione
stores, probing 2E1 distributions, et cetera, that
m ght challenge sone of the hypotheses and |ead
towards neani ngful popul ation subsets and obviously
can be conbi ned with genetic work.

And the third, which is related to our
previous discussion, is | think we nust understand
fundanmental ly risk managenent strategies in the OIC
popul ati on. W do not have any guidance how to do
this.

| mean, this is the sane thing in our X
popul ation, | realize, but we're tal king about the OIC
popul ation, we're talking about problens of risk
managenent w thout any database to assess relative

efficacy of tools, effective interventions, et cetera,
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and | think research in that area is desperately
needed.
CHAI RVAN CANTI LENA:  Dr. WatKki ns.

DR WATKINS: A couple of comments. First

of all, | don't think it's been nentioned, but the
NI DDK, Nat i onal Institutes of D abetes and --
Di gestive D sease and Kidney -- is that what it is?

kay -- has put out a request for awards for a
hepatotoxicity network that wll be three to five

clinical centers and a data coordinating center that |
t hi nk maybe along with the acute liver failure network
will provide an infrastructure to begin to analyze
t hese questi ons.

And peopl e have questioned whether it wll
be large enough and have enough influence, enough
patience to be any good, but clearly wth
acetam nophen it wll be good enough to get at, |
think, a lot of the epidemologic questions just
because the issue is so preval ent.

In ternms of drug interactions and risk of
hepatotoxicity, clearly there is the ethanol issue
The difference over the last few years really is --
thanks to Dr. Slattery, there's a well worked out
conceptual nechanism even a mathematical nodel that

can be used to sinmulate the extent of i1induction in P-
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450 2E1 and production of the toxic netabolite as a
function of blood level, of alcohol, and duration of
exposure, and that was nore or less validated in the
short study | showed you one slide of that suggested
drinking a typical bottle of w ne over the course of
an evening would increase your susceptibility, in
effect, about 20 percent, 22 percent, statistically
significant.

And although we'd all agree that's a very
m nor amount of increase in terns of susceptibility,
the problem is the safety margin with the drug, as
we've all heard today is quite, quite |ow Even the
data that we were shown by Dr. Dart, | assune funded
by the conpany, suggested that somewhere in the range
of ten grans per day, ten to 12 grans per day for
three days, which is about two and a half to threefold
the recommended doses, could cause irreversible liver
infjury in | think it was seven out of the 42 people.

So a 22 percent increase, on the one hand,
doesn't | ook very substantial, but | think given the
smal | exposure safety window, | think that has to be
t aken seriously. So |I'm not sure where three drinks
fits in exactly, but | think three stiff drinks m ght
correlate with a bottle of w ne.

And then the issue in terns of the
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adequacy of that warning. Cbviously if soneone has a
hangover at five in the norning and goes to their
nmedi cine cabinet, they're not going to call their
doctor, and even if they did, it's not at all clear
what that doctor or pharmacist would tell them | don't
t hi nk.

And the recomendation we heard, | think,
in 1998 was to actually have on the bottom reduced
dosage, maxi num 24-hour dosage, and that was rejected
because there was no dat a.

There's still no, of course, good data on
that, but again, Dr. Slattery's nodel does suggest the
maxi mum i nduction you could get in this nodel, which I
think corresponded to drinking sonewhere around 70
bottles of wine over a two-week period, was about a
twofol d i ncrease.

So at least theoretically there would be a

reason to consider adding to that warning a reduction

Now. There's at |east sone theoretical basis to
reduce that, | think, possibly to two grans in that
situati on.

Now, in terns of other drug interactions,
there's a lot of anecdotal data that anti-seizure
drugs can increase susceptibility to toxicity. Ve

heard from Dr. Slattery though that the studies he's
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done has not supported that, and the qualification
being these were snall doses, 500 mlligrans of
acet am nophen, not nuch | arger doses where sone of the
other P-450s, like 3A4, maght pick up the slack and
begin to work.

But | would agree there's insufficient
data to suggest a warning for, say, anti-seizure drugs
or other inducers right now These studies that have
attenpted to look at this carefully show that there is
probably an increase in clearance through the NAPQ,
the reactive netabolite, but it's offset by increased
cl earance through Phase 2 conjugation.

So the total anmount that's produced is
| ess, leading to the specul ation that maybe the effect
of the drug wears off nore quickly, making people tend
to take nore than the recommended dose, in which case
you could then postulate a mechanism for increasing
the total anpbunt of NAPQ .

But at least right now | don't think
there's any evidence or enough evidence to suggest a
war ni ng for other inducers.

The only other drug that induces P-450 2E1l
is isoniazid. There have been a handful of cases of
patients t aki ng i soniazid who have gotten

acetam nophen liver injury apparently at doses |ess
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than 15 grans in a 24-hour period.

However, again, thanks to the work of Dr.
Slattery, patients receiving isoniazid actually have
reduced 2E1 activity because of the substrate
inhibitor interaction. So you would have to postul ate
they would be risk only when they stop taking
isoniazid, and again, it gets confusing, and | think
right now there wouldn't be enough evidence to put a
warning for isoniazid treatnent.

Now, the other two areas are starvation
That certainly |ooked promsing, and sone of the
initial association studies that canme out, but nore
recently that's not seemng to be a constant thene in
terns of susceptibility, and at |east one study, Steve
Shanker, the Spieg (phonetic) study where they | ooked
at noderate caloric restriction in obese individuals
sufficient to lose six pounds over a week, but not go
becone ketotic. There was no evidence of altered
nmet abol i smor increase in NAPQ .

So | also think that would be premature at
this stage to consider a warning for starvation or
di eting.

And then finally, | don't think that
al though there was sonme apparently convincing data

shown of association with preexisting l|iver disease,
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that really runs in the face of all the experience
t hat hepatol ogi sts have had w th acetam nophen, where
| think it's generally felt acetam nophen is the
safest of the analgesics that can be used in Iliver
di sease, and that includes even very severe end stage
liver disease awaiting liver transplantation, where |
t hi nk nost hepat ol ogi sts woul d prefer acetam nophen in
that situation, though they would reduce the dose
probably to two grans nmaxi mumin a 24-hour peri od.

And | think it would be doing a disservice
if anything out of this neeting went forward raising
the possibility that people with preexisting |iver
di sease should avoid acetam nophen until we get nore
dat a, perhaps through this network.

So I'll end there and pass the mc.

CHAl RVAN CANTI LENA:  Actually | just have
a followup, if I my, Dr. Watkins. [If you were to or
if a sponsor were to in an experinent with humans show
a conparable level of 2El induction to the high risk
period of alcohol, would you consider that a valid
surrogate for, you know, higher risk of a drug-drug
i nteraction?

So if you did a drug-drug interaction wth
Conpound X and you were able to quantitate the

induction of 2E1 and you were able to get it at the
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sane |evel as the vulnerable -- you know, in a period
with al cohol, would that be in your mnd sufficient to
allow us to have that as a drug-drug interaction on
t he | abel ?

DR WATKINS: | don't think that would be
enough in and of itself, just that observation, sinply
because the statenment was nade that whenever anybody
asked about anything else, that always cones back to
2E1, and that's sinply because we know the nost about
it. | think susceptibility is also obviously rel ated
to glutathione stores and probably only mtochondri al
gl utathione and other integrity issues in the liver.

And just that observation, | would be
cauti ous wi t hout sone sort of ot her dat a,

epidemologic, to junp to the conclusion that there

was a risk.

CHAI RVAN CANTI LENA:  Ckay. Thank you very
much.

Dr. Wod, a conmment on that?

DR WOCD: Yeah. Paul, 1'm not sure |
woul d agree. It would depend on the data. | nean, |

think if you had evidence of 2El1 induction and you
also had evidence that the sane drug induced
hepatotoxicity wth acetam nophen in aninmal nodel,

whi ch woul d be, you know, an afternoon's work so that
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it wouldn't be unlikely that you'd have that, | would
certainly if I was about to take both drugs -- that
would give nme pause, and | guess that's all you're

trying to do in a | abel.

So it's hard to know how rmuch further you
could get than that. If you had aninal data to
support it, which would be easy to get, and you had
evidence that you induced the pathway and produced
i ncreased anounts of the nercaptopurine in the urine,
that would be worrying to ne at | east.

DR WATKINS: Well, | agree with that. |
think part of the question was though if the nmagnitude
of induction was conparable to what had been seen with
ethanol, which is 22 percent. So we're talking about
a mnor difference which I'm willing to accept as
i mportant because of additional clinical data that we
have. 1t nakes sense.

DR WOOD: Right.

DR WATKI NS: As an isol ated observation
for such a small induction, | think that would be a
cause to really go after sone clinical correlate or
sone additional data. I'm not sure that would be
enough to junp to a change in the |abel because, after
all, ethanol probably is doing other things, too, such

as i nfluencing glutathione stores.

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

336

But it's a debatable issue. No question.

CHAI RVAN CANTI LENA:  Ckay. Very good.

Dr. El ashoff.

DR ELASHOFF: | have two comments.
Al t hough nost of the data we have on risk factors or
drug interactions is not very good, still | think
especially since we're interested in the possibility
of multi-factors, it mght be worth doing sonme real in
depth statistical analysis of what's there, although
that's not awfully likely to be really useful. It's a
| ot cheaper than new studies and nmay give sone hints
as to what ought to be done.

The second is if nowor in the future sone

specific drug interaction or state like the fasting

state looks like it mght be of concern, | think we
should not just say, "Wll, sonebody should do sone
research.” | think we should put sone teeth into that

kind of recommendation, and that such studies should
be properly powered to really figure out what m ght be
goi ng on and not just use a sanple size that everybody
el se uses in that kind of study.

CHAI RVAN CANTI LENA:  So your vote at this

time is no for the label. Ckay.
Dr. Cush.
DR CUSH: | have nothing further to add.
S A G CORP.
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| also think that we need nore studies and nore
education, and | would wunderscore or second the
suggestion by Dr. Wod earlier about actually studying
not only risk factors, but an actual plan for risk
reduction.

CHAl RVAN CANTI LENA:  Dr. Crawf ord.

DR CRAWORD: | vote in concurrence wth
what everyone else has said, and there's no need to
expand further because it's been so well articul ated
primarily, but also because | think it would be
difficult for you to wunderstand ne through the
chattering of ny teeth.

(Laughter.)

CHAI RVAN CANTI LENA:  Dr. Furberg

DR FURBERG At this tinme, no reason for
change.

CHAI RVAN CANTI LENA:  Thank you.

| also vote no -- oh, I'msorry. Yeah, go
ahead, Dr. Cohen, and then | wll.

DR COHEN: | wanted to vote no, and the
reason for that was adding yet nore conplexity to the
| abel, and | wanted to, you know, have the benefit of
the discussion to make sure, but | didn't hear
anyt hi ng either.

You know, we heard it before. Every tine
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you take a step forward it could be a step backward as
well, and | think that was inportant to consider.

CHAI RVAN CANTI LENA:  Thank you.

And | also vote no for the reasons that
have been arti cul at ed.

DR DAY: Could I clarify?

CHAI RVAN CANTI LENA:  I'msorry?

DR DAY: Could I clarify ny vote before

when we were going around this way?

CHAI RVAN CANTI LENA: Ch, Dr. Day. "' m
sorry.

DR DAY: | had said | voted yes for drug
i nteractions. I was considering alcohol and the
possibility of strengthening that. | did not include

t hat ot her substances.

So given that it's been redefined in terns
of the other substances, then ny vote is no.

CHAI RVAN CANTI LENA: Cay. Yes, thank
you.

In fact, right after you, Dr. Wod asked a

clarifying question, and it was not to include

al cohol
Cay. | think | have one nore question
that | think requires an individual comrent, and then
the rest is fairly easy. And the question for
SA G CORP.
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i ndi vidual comment -- and | guess we're starting over
on this side wth D. Furberg this time -- 1is
regarding the total dose, total daily dose, and the
guestion is: based on what you' ve heard and what
you' ve understood and know, assum ng equal efficacy is
still maintained with a reduction in total daily dose,
do you see a reason at this point; have you seen
enough information that would allow you to recomend
to FDA that they consider lowering the total daily
dose of acetam nophen allowed to increase the nmargin
of safety?

DR KATZ: Just to be clear, that
assunption is not correct.

CHAl RVAN CANTI LENA: Wl l, the part that's
conplicated is if you recomend -- you really can't
isolate safety, | nean, in the absence of |ost
efficacy because when you lose efficacy, you're
probably going to use nore, as has been suggest ed.

So | guess the question is trying to get
at the issue of margin of safety, and | thought we
woul d isolate it by the assunption.

If others have another way to ask the
guestion which gets at should we increase the nmargin
of safety --

DR LAINE: Can | ask a question?
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CHAI RVAN CANTI LENA:  -- |'m happy to hear

t hat .

DR LAl NE: Can | ask a question? \Wat
you're saying is if it's just as effective at a | ower
dose? | nmean, | don't understand. Wiy woul d anybody
suggest using the higher dose if the |ower dosage was
just as effective in a drug in which we have sone
saf ety concerns?

I guess ["'m not understanding the
guesti on.

CHAI RVAN CANTI LENA: Yeah, actually that
exists with other drugs, for exanple, because then,
you know, your onset is shorter and you have an
advant age for, you know, narketing.

DR LAINE: Well, there's a difference in
effi cacy sonmehow t hen.

CHAI RVAN  CANTI LENA: You know, tinme to
onset, we're sort of, you know, separating. | guess
since we're here to advise FDA, | guess, should -- Dr.
Ganley, would it be helpful for us to address the
i ssue of total dose or would you rather not get advice
in that area?

DR GANLEY: Wwell, | think it was the way
we had set it up originally was in the context of the

subpopul ations, and Dr. Watkins had pointed out, you
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know, that he thought a |ower dose for the people with
chroni ¢ al cohol abuse woul d be appropri ate.

Now, because when you think about it, you
know, you have to -- and |I'm presum ng you're saying
that because it will give you a wider margin of safety
because we don't know if they're nore sensitive to it,
and it seens that there's a fair nunber of individuals
in many of the -- you know, Dr. Lee's, and the AERs,
and the University of Pennsylvania's, alcohol seened
to be a factor.

So if you're going to try to nake it
safer, and we don't know all of these other factors
you could lower and say that the total daily dose.
The current recomendation to physicians now is just
continue the four granms a day dose.

And if we think it's not an issue of, you
know, the total four grans dose, and it's just that
they're using too much, then we don't even need to
poi nt out chronic al coholism W just need to point
out you just don't take too nuch. Ckay?

But t he | ssue s i f they're a
subpopul ation that is at risk, okay, do you |lower the
total daily dose? And that's what | thought you were
suggesting in your comments, is that they seem to be

at risk, and it seens that a total daily dose of two
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grans would be nore appropriate because otherwise if
it's just an issue that people are msusing this and
using too nmuch, well, it doesn't matter if you're a
chronic alcoholic or you have any of these other
factors. It's just using too nuch.

So that's sort of the rationale of, you
know, getting into that discussion, and that's what |
t hought you were talking about, is that we don't
really know what the answer is. These folks are nore
sensitive. There are going to be some outliers that
actually four grans a day is going to be a problem
and we should just lower the total daily dose, and I
think that's what we're sort of trying to get sone
sense of.

DR BRASS: It seens having this
di scussion after our last round is very difficult. |
mean, | really do understand the question, and it's
not assum ng equal efficacy. It's assum ng that the
safety no longer justifies that.

But we've just gone around the room and
saying we don't know who that subgroup is, and so
wi t hout knowi ng who the subgroup is, | don't know how
to recoomend who would get a |ower dose. If | knew
who the subgroup was, that's who 1'd be concerned

about, and, yes, | would try to keep the dose | ower
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than the proportionate reduction in their risk
t hreshol d, but w thout identifying the subgroup.

And now, the alcohol is there, but since
we've agreed that -- well, |'ve agreed -- that the
three-drink thing is conpletely arbitrary and has no
guantitative risk, you know, association with it, but
| kind of do think it's better than nothing, again,
how to titrate beyond that --

DR GANLEY: But what you're doing is, you
know, we're deferring to physicians, but not giving
them any information of guidance, and the only
gui dance t hat they're getting S from the
manuf acturers that are saying take four grans a day.

Vell, that's what a regul ar person w thout

any risk factors would take. Gkay? So to ne why do |

even need an al cohol warning? | should just say,
"Don't take nore of this because it wll cause sone
harm"

But if you believe that alcohol is a risk
factor and that you want to -- you know, this issue of
outliers, that sone people nmay be nore sensitive at
four grams if they have al cohol disease --

DR BRASS: Ckay. So ny answer to that
would be so now we're talking about real ly

prof essi onal education, not the |abel indication.
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But I would say (a) | want the person who's drinking
nore than three drinks a day to talk to the physician
whet her or not they're taking acetam nophen or not.

So that if this is the node for them to
get to the physician, |'mvery happy.

CHAI RVAN CANTI LENA:  You're never going to
get an appoi nt nent.

(Laughter.)

DR BRASS. You just -- well, no, I won't
say that.

Two, there is a wide range of three drinks
or nore, and that a physician m ght use that to nmake a
very conprehensive assessnent of the risks to benefit
in that kind of setting, again, using |largely judgnent
because that physician won't have any nore infornmation
than we have, but we'll integrate all of the
information on an individual basis to nake a
recommendat i on.

And how they interpret the existing data
in the context of an individual patient, | think, is a
chal | enge, but is you know why they get the big bucks.

And so | think that in terns of renoving
that from an OIC sphere is not inconsistent wth what
was said about our lack of wunderstanding of the

magni tude of the risk or how to manage it in the OIC
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setting.

CHAI RVAN CANTI LENA:  Ckay. So | nean, how
| was thinking about this is if we can just focus on
the alcoholics or the person over three drinks a day.
Wuld the commttee favor or not reducing the total
daily dose in that specific popul ation?

That's probably a little bit nore focused.
I's that what you were thinking of, Dr. Ganley?

DR GANLEY: Wwell, | think that gets back
to, you know, what populations you think are at risk
and if you think alcoholics are at risk, and you know,
| don't disagree with what you said, Eric, but | don't
think a ot of physicians out there know the data on
al cohol and, you  know, the interaction wth
acet am nophen.

And so we let them out there be
floundering, and vyou know, we're not conveying
information to them and you know, the nanufacturers
are, and they're saying it's four grans a day. Wll,
that's what it says to give anyone.

And so | think that's what we're trying to
get out here. Should we be, you know, saying that it
should be lower than four grans a day in certain
subpopul ati ons?

CHAI RVAN  CANTI LENA: Ckay. Vell, how
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about if we do this? The last question specifically,
you know, excluded the alcohol as a drug-drug
i nteraction. So let's just come back and ask the
guesti on whether or not the popul ation consum ng three
or nore alcoholic drinks every day should -- it should
be included in the |abel that their total dose be |ess
than four grans. And we're not going to cone down to
a nunber obviously, but just that, you know, the
information here to ask a doctor is not sufficient to
get to a safety zone, if you wll, for over the
counter.

That's sort of what's inplied in answering
in the affirmative that they should be | abeled to have
less than four grans. So | think that's a little bit
nore clear and can be done, | think, relatively
qui ckly.

So, again, 1'd like to start at this end,
Dr. Furberg, and the question specifically is: should
i ndividuals, the subpopul ation consum ng three or nore
drinks per day, should their maxi mum allowable, you
know, dose of acetam nophen be Iless than what's
currently allowed for the rest of the popul ation?

And yes or no, | think, is the way to go,
and if you'd like to conment on it.

DR KATZ: But just to be clear, are we
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still talking about the consuner |abel that's on the
bottle or are we tal king about the actual -- you know,
the PDR or are we talking about professional
education? Wat are we now aski ng?

CHAI RVAN  CANTI LENA: I  was actually

tal king about the Drug Facts. So the over-the-counter

dr ugs.

Dr. Furberg.

DR FURBERG It would seem prudent to say
yes.

CHAI RVAN CANTI LENA:  Ckay. Dr. Crawford.

DR CRAWFORD: Sorry. | have to vote no
again for right now |"m confortable with the data
that we've been presented, and | just think nore

information i s needed.

CHAI RVAN CANTI LENA:  That's fi ne.

Dr. Cush

DR CUSH | agree. | think nore
information is needed, and that's an issue that needs
to be studied better before it goes into the |abel.

CHAI RVAN CANTI LENA:  Dr. El ashoff.

DR ELASHOFF: | haven't personally seen
enough information to convince nme that the four grans
a day as a reconmmended dose, especially given as 1,000

every six hours and then |eaving you hanging for the
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rest of the day, is based on any sensible, real
ef fi cacy studies.

For exanple, would you be better to take
500 mlligrans every four hours to even out the
duration rather than worrying only about onset? And I
don't see any information on individual variability in
what ki nd of doses people really ought to be taking.

So personally for the whole safety issue,
totally ignoring subpopul ations, | haven't seen enough
real information to support the, quote, recomended
dose, unguote.

CHAI RVAN CANTI LENA:  Dr. WatKki ns.

DR WATKI NS: One thing that was very
hel pful in getting all of the briefing docunments was
to understand the <conplexity of all the issues
involved and the idea that things that seem [ ogical
aren't always the best in terns of |ong-term outcone
and switching people from acetam nophen to other
potentially nore dangerous drugs.

So ignoring that for the tinme being, |
think, and assumng that four grans can't be |owered
and still be effective and useful in the general
popul ati on because that would obviously be desirable
to go to two grans in everybody and wi den the margin

fromthreefold to sixfold, it does nmake sense to ne in
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the one population that now | think everyone would
agree is at increased risk to recomend on the |abel a
| ower dose.

Now, whether that's, you know, three grans
or two grans is, | think, debatable, and what | would
think would be to say do not take nore than two gramns
in a 24 hour period wthout consulting your physician
or perhaps pharnaci st.

So that at least at five in the norning
when soneone is in their medicine cabinet, there's
sone direction that gets them going at Ileast in
relieving their pain.

But, again, | understand after reading al
of this this is a conplex issue, and sonetines the big
picture is not the sanme as, you know, ny view of it.

CHAI RVAN CANTI LENA:  Dr. Brass.

DR BRASS: | remain a little bit confused
because | think the current |abel says, "Do not use.

Consult your physician,” and | don't want to then say,

"Do not use. Consult the physician, but if you
insist, please use a lower dose.”" That doesn't nake
sense.

On the other hand, |I'm sensitive to making

sure of the public education because certainly, again,

| would hope that if a person like this entered the
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health care system the care would be individualized
and certainly on an individual basis using the | east
ef fective dose for that person.

So you would not start therapy w th that
person at four granms a day, and you wouldn't get the
four grans a day wthout nonitoring and considering
the alternative therapies.

So I think ny answer is -- | don't know
what ny answer is.

(Laughter.)

DR BRASS. So is that a no or a yes? But
that's nmy answer.

CHAI RVAN CANTI LENA:  Thank you, Dr. Brass.

VW' || conme back when we figure out what you' ve said.

DR JENKINS: Dr. Cantilena.

CHAI RVAN CANTI LENA:  Dr. Jenki ns.

DR JENKI NS: | think it's inportant that
we read what the al cohol warning actually says because
| think Dr. Brass maybe didn't get it exactly right.
What it says is, "Al cohol warning. If you consune
three or nore alcoholic drinks every day, ask your
doctor whether you should take acetam nophen or other
pain relievers/fever reducers. Acet am nophen may
cause |liver damage."

So it's not exactly that says, "Don't use
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DR BRASS. Well, that nay be one of those
| abel conprehension things because | --

(Laughter.)

DR BRASS:. -- because | thought the intent
of that was not to use it.

CHAI RVAN CANTI LENA: R ght.

DR BRASS: Whether it conveyed that or
not, | don't know, but | interpret the intent of that
was not to use it.

DR JENKI NS: I think it can Dbe
interpreted by others that it's permssive, that you
should talk to your doctor, but it does not say that
you absol utely cannot use it.

DR CUSH But i also sounds pernmissive to
using the drug as well.

DR JENKINS: Yes.

DR CUSH: Meani ng using acetam nophen,
which I think is sort of against the intent. | would
think it woul d be.

DR NEILL: As if our putting on the | abel

"don't use for an alcoholic who is told, "Don't
drink.” Wiy don't we just put, "Don't drink"?
(Laughter.)

CHAI RVAN  CANTI LENA: Vell, that's the

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

352

subj ect of anot her neeting.

DR NEl LL: Yeah, but it nakes it easier
to answer.

CHAI RVAN CANTILENA:  Right. | think that
we've just enrolled the first two subjects in our
conpr ehensi on study of the |abel.

Dr. Wod.

DR WOOD:  You know, | have great concern
about us punting this to the physician. You know, |
was just sitting here thinking of being in bed at five
in the norning and the phone ringing from sone drunken
guy, you know, calling me up to ask ne if he should
take four Tylenol or two Tylenol, and | can inmagine
what 1'd say, and it wouldn't wouldn't be thinking
about 2E1 activity or whatever.

You know, | think the whole concept
actually is flawed. I nmean, it goes beyond this
issue, and it goes back to this issue of risk
reducti on.

| think we are kidding ourselves if we
think we're reducing the risk of a drug by telling a
patient who's standing in a pharnmacy or standing at
their bathroom cabinet to call their physician, who
has no concept of this.

You know, here we have spent days reading,
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you know -- ny Federal Express man practically died
delivering this stuff.

(Laughter.)

DR WOOD. And, you know, we've been
through all of that, and you know, these great m nds
can't decide what to do, and yet we have utter
confidence that we can say to patients, "Call vyour
physician at five in the norning and he'll tell you
exactly what to do."

That's nuts. So, | nean, | think we
shoul d back away from these warnings that make us all
feel good, but in fact just defer the decision to
soneone else who is certainly not as well read on this
as the people in this room

So | think, you know, that nmakes ne -- you
know, | |aughed about the rocks, you know, "beware of
falling rocks," but we're in the sane business here.
So I think, first of all, I don't think we have data
to say what we should do with the dose. That's the
first thing, and to grab some nunber out of thin air
certainly makes ne very unconfortable.

Sonebody said al ready, you know, you ought
not to drink, you ought not to snoke, and you ought
not to drive your car too fast, and so on. But

clearly comng up with sone arbitrarily chosen nunber
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plucked literally out of thin air has no possible
basis, scientific basis, and nor does asking your
doctor to do that at five in the norning, you know, in
God knows where, Tennessee.

CHAl RVAN  CANTI LENA: Ri ght, but the
guestion is really for a |ower dose and not a specific

nunber, you know, just to clarify that part.

Dr. Davi doff.
DR DAVI DOFF: Vell, | have at |east as
much disconfort -- | would have -- saying either yes

or no as those who have al ready spoken, but | guess if
| had to tilt in one direction or the other, and
statisticians are famliar wth the notion of a trend
as conpared with a fairly «clear-cut statistical
significance, | think | would trend to actually
including sonme indication of I|imting the dose at
| east in people who drink a great deal.

That's | think probably just a sense of
bei ng conservati ve. After all, it seens the related
guestion that kind of we started out with was how nmuch
anal gesic efficacy would be lost by doing that, and I
think it would probably be a noderate or nodest anount
woul d be | ost.

So | think that the tradeoff seens

reasonable to nme fromthat point of view
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W' ve also heard that gastroenterol ogists
at | east anecdotally tend to limt the maxi num dose of
acet am nophen they use in their Hepatitis C patients
when they're getting interferons, which kind of
bol sters the sense that this trend mght be not
i nappropri ate.

On the other hand, we've heard that the
French are raising the dose, the maxi num dose. But
that's France.

PARTI CI PANT: That's up to the U S. |evel

DR DAVI DOFF: Up to the U S Ilevel, but
they're going in the opposite direction, in any event.

So | think if I had to say one thing or
the other, | would probably say yes, but with a |ot of
cauti on.

CHAl RVAN CANTI LENA:  Dr. Lam

DR LAM Based on what we know about the
mechani sm of toxicity, | would say theoretically yes,
but practically | don't think we have enough
information for me to say do it now

CHAl RVAN CANTI LENA: Dr. Cryer.

DR CRYER Yeah, | entirely concur. It's
a very, very concerning issue. You know, when you
ook at Dr. Lee's database, there are 70 percent of

the people who had failure were taking -- on
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acet am nophen were taking four grans a day or |ess.
And so, yes, we're concerned, and yes, intuitively we
say there should be sone |ower dose to decrease the
potential for toxicity, but we just don't have -- this
is not a data driven decision, and we don't have
sufficient information.

Additionally, in terns of how we uniformy
apply this across acetam nophen containing products
becones nore concerned, nore problematic. Wat do you
do with all of the prescribed products where there are
acet am nophen conbi nati ons?

And you would have to also inplenent the
standard across the prescribed products as well as the
conbi nati on products. And so if the answer is yes and
if the answer is yes at a certain quantity, then
you're also going to have to have these discussions
about how you do this across all of these products.

So for now, although concerning, | would
say no.

CHAI RVAN CANTI LENA:  Dr. Lai ne?

DR LAI NE | equally have angst about
this. One of the things | was considering at least is
under the alcohol warning saying sonething |ike
acet am nophen may cause |iver damage when taken as

directed or when taken at full dose as directed, at
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the full doses, because sonehow get across the point
it can happen, although I'm not sure it wll really

help that nmuch conmpared to the typical alcoho

war ni ng.

So for that reason, although | considered
that, |I'mgoing to go down no.

CHAI RVAN CANTI LENA:  Dr. D Agosti no.

DR D AGOSTINO I'mgoing to say no. If
I recall the efficacy studies, and | r emenber

reviewing them there are a nunber of these. There is
a difference between the dose level, and you drop the
dose now and they get no effect. They start taking
another pill to sort of catch up, and so forth. You
do get yourself in a spin.

W just don't have the data at this point.

CHAI RVAN CANTI LENA:  Dr. Al fano.

DR ALFANO So | don't vote, but the
al coholic warning as it says "al coholic warning," and
| don't know about nost of you, but |'ve been in
soci al settings where over a dinner people have said,
"I guess |I'm having wine tonight. | have a headache,
but I'mnot going to take ny Tyl enol."

So it does have sone inpact. Adm ttedly

that's not focused at the alcoholic, and | give
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physicians a little nore credit for being able to
guide their patients not necessarily to a specific
| ower dose of two grans or three grans, but to use it
wisely, to use it sparingly, which is typically what
woul d pl ay out.

So | don't think it's bad at all the way
it currently exists.

CHAl RVAN CANTI LENA:  Dr. O app.

DR. CLAPP: Dr. Lam expressed ny
sentinments, and as well, | have concerns about the
confusion with the dosing. If you're reducing it to

two grans, are then we advising our patients who drink
to take one 500 mlligramevery six hours, or are they
going to take two every 12 or, you know, are we going
to get nore specific with a dosage that we expect wll
be efficacious in a patient who has alcoholic Iliver
di sease?

It's getting a little confusing.

CHAl RVAN CANTI LENA:  Dr. Katz.

DR KATZ: | vote no for lowering the dose
recoomendations for that or any other particular
subgroup for the reasons that everybody nentioned.
The only one that I'Il add is that what | think many
of us are forgetting is there's a fair amount of

interindividual variability in the dose response curve
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to acetam nophen and all other analgesics, and there
are a fair nunber of people out there who need higher
doses than four grans a day of acetam nophen, and
that's the right thing to do in those patients, and
they do fine.

And the whole concept that |'ve heard
nmentioned a nunber of times today of acetam nophen
having a narrow therapeutic w ndow nakes no sense to
me what soever. I mean, given all of the exposures
that are out there, if acetam nophen has a therapeutic
wi ndow, what about all the other nedications that we
use? It clearly has the w dest therapeutic w ndow of
any of our alternatives for analgesia. The only thing
that has a bless of a -- has a wder therapeutic
wi ndow i s | eave the patient suffering in pain.

So | personally think that we should not
make dosage reductions, and | think that even in
prof essi onal education we should also take pains to
tell physicians that many patients have mainly to
i ncrease the dose beyond four grans a day.

CHAl RMAN CANTI LENA:  Dr. Johnson.

DR JOHNSON. | would vote no for changes
on several grounds. One, | agree with Dr. Brass that
there's a certain anmount of illogic in advising them

somet hi ng that suggests not to take it until they call
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their physician, but then giving them a dose maxi num
if they're going to take it.

If we did want to do that though, | don't
believe we have any data on which we would nake a
deci si on about what that dose maxi num should be, and |
think telling them to take less than four grans
without a specific dose also provides no information
because less than four granms is 3.99 grans. That is
okay.

So | don't think that just saying |ess
than four grams would provide information that would
be val uabl e to anyone.

CHAI RVAN CANTI LENA:  Dr. Uden.

DR UDEN: Sine apparently it's okay to

have arbitrary information on a label, | think 1've
sol ved this. If you drink 12 drinks a day, it's one
gram maxinmum six drinks, it's three granms; three
drinks, it's -- yeah, six drinks, it's two grans;

three drinks, it's three grans; and if you drink one
drink a day it's four grans.

| have to abstain from voting. | don't
have enough information going fromone to the other.

CHAI RVAN CANTI LENA:  Dr. WI i ams.

DR HENRY WLLIAVE: Wthout the specific

calculations | vote no al so.
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CHAI RVAN CANTI LENA:  Dr. Neill.

DR NEILL: No.

CHAl RVAN CANTI LENA:  Dr. Patten.

DR PATTEN | would vote no, except |
woul d also say that | think that the al cohol warning
as stated here is a bit confusing. Wen it says, "As
your doctor whether you should take acetam nophen or
other pain relievers/fever reducers,” that could be
interpreted two different ways.

| have to ask ny doctor whether | should
t ake acet am nophen or whether | should take other pain
relievers, or | should ask ny doctor whether | should
t ake acet am nophen or any other pain reliever.

In other words, are they all presenting
the sane potential risk as acetam nophen? So |
suggest that the warning as stated be thought through
a little nore carefully even if we're not going to
enter information on suggested | owered dose.

CHAI RVAN CANTI LENA: Ckay. Dr. Wod, do
you have any further comments?

DR WOOD:  No.

CHAl RVAN CANTI LENA:  Dr. Day?

DR DAY: | vote no, but I'd like to add
sone other reasons why, and that is if you put

different dosing information up under warnings, then
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you have dosing in two areas in the Drug Facts | abel,
both in the warning section and the directions
section, and you could get into the problem of the
person at 5:00 a.m in the medicine cabinet who' s not
an alcoholic pulls it out and sees that and takes that
dosage.

| did want to inquire on other OIC |abels
are there different dosage |evels for subpopul ati ons,
such as alcoholics, and if so, what's been the
experience with that? Do we have any evi dence?

CHAI RVAN CANTI LENA:  The only one that |'m
aware of is napersin over-the-counter in elderly has a
different interval

DR DAY: Right. So we have it for age.
So we'll have it for age across a nunber of
situations, but not for populations, such as we've
been tal ki ng about today.

CHAI RVAN CANTI LENA: Not that |'m aware

of .

Dr. Ganl ey, any?

Dr. Cohen?

DR COHEN: No, not  w thout nor e
information, and | think the warning that's there

currently, it's a pretty good signal of you need to do

sonething wth the dosing if you re drinking. So
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wi thout nmore information, | don't think so.

CHAI RVAN CANTI LENA:  Ckay. A comment from

Dr. Neill?

DR NEI LL: Just a conment about
categorization as an alcoholic. My understanding is
that patients ought to -- in order to choose a
nmedi cine for OIC use -- ought to be able to self --

recognize the condition that they're treating and
self-select, and |I'm unaware that patients that | may
di agnose with al coholismcan sel f-select.

So regardless of how we vote, within the
real world of FDA deciding about the applicability of
the label, sinply putting it on the |abel won't allow
patients to self-select in that way.

CHAI RVAN CANTI LENA:  Ckay, and | also vote
no for the reasons stated, but | share Dr. Wod's, you
know, concern with the alcohol warning label and its
ultimate effect and out cone.

kay. To expedite things, let ne just say
when we turn our attention to what was discussion
poi nt nunber three with the conbinations, does anyone
not agree with the recommendation that any information
in terns of ingredient identification should be also
in the Rx conbos clearly for the consunmer? 1Is there

anyone who feels otherw se?
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Ckay. Very good. So everything that we

said about that will apply to the Rx conbos in termns
of total dose and recognition of ingredients.

The other area that | wanted to touch on
briefly, and we could just do this very quickly, to
advise the FTC and get coments from the nenbers
concerning things that they think should be included
in direct to consuner advertising sort of in the
spirit of, you know, the fair balance statenents that
occur at the end of the Rx DTC

Is there anything specific that you woul d
like to be included in that to warn, you know,
patients?

VW'll just open it up so that we don't go
around the table again. Dr. Cush.

DR CUSH  Not that | would want anything
addi tionally included. | think the content of what's
been said should just basically fall under the sane
directives regarding DICA for prescribed products, and
this should be overseen by the FDA and DDVAC and
whoever ultinmately m ght be appropriate.

CHAI RVAN CANTI LENA:  Any ot her coments on
advertising, marketing for our FTC?

Dr. Cohen.

DR COHEN: | know I nentioned it a couple
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of times, but | really am concerned about the use of a
brand nane throughout a product |ine when there are
different ingredients from one item to another to
anot her, to another.

| think that's caused a great deal of
confusion not just wth consuners, but also wth
health care practitioners, and | think it would be
wor t hwhi | e.

| know |'ve seen those ads, public service
ads, that NCPIE was running as well, and | thought
t hey were outstanding. That could be the subject of
one of them

CHAI RVAN CANTI LENA:  Dr. Wbod.

DR WOOD: | think there should be sone
warning of not to take whatever the product is being
adverti sed with ot her acet am nophen cont ai ni ng
products, and that should be explicit because that
seens to be an obvious source of risk.

CHAl RVAN CANTI LENA:  Dr. Ganl ey?

DR GANLEY: Can we just do nmaking the
assunption that FTC may not have the authority to make
them do that? Gkay? And so the issue here is one
either of a legal issue or what you think the
responsi bility of the manufacturer is.

| nmean, | think it's unfortunate that we
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have to do everything by regulation here, and it's not
based on what is the right thing to do or what's the
wong thing to do or somewhere in between. But | just
don't think that we should just operate |ike that.

You know, if the FTC may not have any
ability to nake them do it, and so going around like
this is not going to necessarily be very hel pful. But
| think the issue is, you know, what should conpanies
do.

As | said, if they don't have the
authority, it may require not just a regulation, but a
| aw. Ckay? So | think the issue is what would you
i ke conpanies to do, and then we can translate that
into sonething of whether it should require sone
regul ati on.

But to say that FTC should do this is not,
| think, the approach to take. It's what do you think
conpani es shoul d do.

CHAI RVAN CANTI LENA: Ckay. So should we
translate the comment then to a vote? You know, woul d
that help in terns of, you know, as an action item

fromthe Advisory Conmittee or --

DR GANLEY: | think, you know, the issue
is if you think -- you know, it gets between this
i ssue of how do you educate consuners. Is it through
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advertising or do you have different educational
canpai gns?

And so if you think it's through
advertising, then you should be telling the conpanies,
well, this is how we think you should be educating
consuners al so.

| think advertising is education for many
consuners, and so | think that's really, you know,
we're tal king about consuner education and physician
education, but one nechanism in education is the
adverti sing.

So | think that's how it has -- if we're
going to, you know, neke comments on that, it's, you
know, in the broad sense of education. Do they go out
and just support the efforts of NCPIE or is it -- you
know, all of the efforts of NCPIE may not nmake a
difference if the advertising doesn't change then,
t 00.

CHAI RVAN CANTI LENA:  Dr. Wod.

DR WOOD: Charles, | think the way maybe
to handle it would be to say the followi ng, that we
tal ked earlier about the FDA and the conpany having a
joint responsibility to reduce the instance of
overdoses from acetam nophen wthin sone defined

period, and you ought to cone back here, you know,
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meaning to the world at large and tell us how you' ve
done.

Now, | think if the conpany and the FDA
cone up with an action plan to get that done that
i ncludes these things, then the conpanies involved are
likely to be cooperative to do that.

If you come up with sonme better plan that
works just as well, then that's fine, but | think the
bottom Iine here ought not to be this focus on, you
know, which things we're going to dicker with rather
than recognizing that really the bottom line is
reducing the instance of bad outcones, and that we
ought to expect sone deliverable to be actually
delivered, and that that's the way to get pressure on
it.

CHAI RVAN CANTI LENA:  So, Charlie, if | can
just try to pin you down, in terns of this issue of
educat i on and t he sponsors of t he i ndustry
responsibility, would it be nore helpful for FDA if we
voted on the sorts of enphasis that we think should be
included in these prograns? Is that probably nore
hel pful ?

Cay. Then lets craft a question, and |

have to admt |'m starting to run on enpty. Let's
see. I guess the question should be -- please. "' m
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on enpty.

DR CUSH: That we recommend that the
revisions that have been accepted thus far as they
pertain to packaging and display, format and wording
shoul d also be equally extended to all advertisenents
both in print and nedia. So that would include
recognition of the actual name of the product that's
i ncluded. This product contains acetam nophen. That
the cautionary wording that's included, that, you
know, if you're an alcoholic or there should be
caution about wusing this with conbined products, et
cetera, et cetera.

But basically the recommendati on we nade
be extended and included in all print and nedia
adverti senents.

CHAl RVAN  CANTI LENA: Ckay. So any
di scussion on that? Dr. Johnson

DR JOHNSON. | would agree with that. |
guess the one concern | would have or the one approach
| would take with this is that we not focus just on
acet am nophen, but that for all of the over-the-
counter products, that the risks of those products
should be sort of on display just like they are for
the Rx products so that it's not just an acetam nophen

i ssue.
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Because all of the OIC drugs have certain
risk, and so | think it's sonething that if it can
happen, if that can be sort of enforced, it should
happen for all OTC drugs.

DR CUSH But the problem with that is
that those rules, you know, regarding a brief summary
as indications and then all of those, you know, comon
side effects and bizarre side effects, those right now
only apply to, by rule, to prescribed products. I

don't know if we can extend that w thout changing

legislation and internal rules to -- wthout ngjor
effort -- to these over-the-counter products.
DR JOHNSON: Right, but | nean, | agree

with that, but | also would argue that if that's true,
then it can't be changed for just acetam nophen.
Those rules won't be changed just for acetam nophen.

So it would sort of either need to be
across the OIC class if there was a rule change. It
woul d seemthe only logical way to do it.

CHAI RVAN  CANTI LENA: Cay. Vell, in
approxi mately 14 hours, we'll be tal ki ng about anot her
class of drugs. Any other comments?

DR JENKINS: Dr. Cantilena?

CHAl RVAN CANTI LENA:  I'm sorry.

DR JENKI NS: If I can make a suggesti on,
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we're kind of bridging into a very unusual area here
because this is an Advisory Commttee to the FDA and
we' ve al ready acknow edged that FDA does not regul ate
t he advertising of these over-the-counter products.

W don't have anyone from the FTC here to
articulate their boundaries, their regulations, their
rules, and | think it mght be better if the commttee
has ideas about educational efforts or things you
mght like to see sponsors do in their advertisenents,
maybe you could articulate those, but | don't really
think we need to have a vote on specific
recommendati ons because it's kind of out of context.
W don't have the right people here to help us
understand the context that we can work in from the
FTC

CHAI RVAN  CANTI LENA: Ri ght. Yes, thank
you for that perspective.

| had asked early on this afternoon if
there was a nechanism in place where the information
or the recommendations from our group can find their
way back to the FTC, and that's why we're going to
have this conversation

But | guess if you would prefer that we
just open it up to general suggestions, then |I'm fine

with that.
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DR JENKI NS: But | think at issue here is

that even though that's sort of not part of the rules,
we're questioning the rules. W're saying that it
should fall wunder the purview of the FDA to oversee
how t hese drugs are narketed and adverti sed.

MR GALSON: Let me just say sonething.
Not to disagree with you that that's not the point,
but that's the sort of determnation that Congress
makes, that kind of question, and you' re not advisory
to Congress.

It's fine to talk about it, but it's not
going to do any good really.

(Laughter.)

MR GALSON: So it --

DR CUSH Vell, | could start here and
t hen work our way up.

(Laughter.)

MR GALSON: No. I"'mtrying to have you
all be as focused and effective as possible. The nost
effective thing you can do is nake recomendations to
t he agency about things that are within our purview

CHAI RVAN CANTI LENA: Ckay. Well, we have
two choices. W can vote on whether or not to vote or
we can just nake recommendations or we can go on to

the next topic, but | understand your point of view.
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Dr. Brass.
DR BRASS. Yeah. | think this is really
strai ghtforward. I think it has been a consistent

thenme throughout the discussion that there are
critical areas that are sources of problens, and that
clearly a major conponent of any risk reduction effort
hopeful | y assessed over tine is going to be education,
education of consuners, education of health care
professionals, broadly based, and | think sinply
acknow edgi ng that thenme without recapitulating all of
the specifics I think mght be sufficient.

CHAl RVAN CANTI LENA: Al right. Well, how
about at the risk of, you know, wasting our time, if
the question were posed such as would all of the
reconmendati ons we've made for the reduction in risk
in terns of |abeling and prograns -- are you in favor
of having those apply to advertising and consuner
education if possible? Is that sonething that you
woul d vote in favor of?

Is that -- Dr. Wod?

DR WOOD Wuld it be reasonable to
suggest that we invite the FDA to explore with the
col | eagues at the FTC how sonething |ike that could be
inmplemrented as a recommendation, rather than a

recommendati on to the FDA?
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CHAI RVAN CANTI LENA:  Yeah.

DR WOOD: Wul d that get everybody off
t he hook?

DR JENKINS: Yeah, we would be very happy
to share with our colleagues at the FTC, who | think
Dr. Bull nentioned earlier we do have nechanisns to
interact with them sone of the thought that you have.

Again, the reason | think I would like to
avoid or nmake the recommendation that you don't take a
vote is we don't have the know edge they have about
the boundaries in which they work. W understand the
boundari es under which FDA works. W don't understand
t he boundaries under which FTC worKks.

| think it would be best that you help us
understand what your concerns are, and we can relay
t hose concerns. | would give as an exanple even the
prescription drugs, when they advertise, they don't
di scl ose every risk associated with the drug. They
disclose or are required to disclose the nost
i mportant risks.

So there's judgnent involved. There's a
lot of fine detail that goes beyond just naking a
recomendati on that everything you' ve recomended for
the |abel be included in every advertisenent. That

may be a very expansive recommendati on.
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CHAI RVAN CANTI LENA: Just a couple nore

conments, and then we'll actually conme to closure on
this what | thought was an easy topic.

Dr. Cush.

DR CUSH: What better way to offer an
opinion than to have a vote from the whole conmttee?

And what better way to educate than to sort of direct
a marketing effort?

CHAI RVAN CANTI LENA:  Dr. Al fano.

DR ALFANO Let me try to offer a little
bit of perspective and actually read sonmething that is
a briefing docunment from CHPA, and it's some comments
on the Federal Trade Conm ssion oversight, and |I'm
actually going to read it because presunably |awers
put this together.

The Federal Trade Comm ssion uses three
basic regulatory standards or policies to address
consuner adverti sing:

One, reasonabl e prior basi s, prior
substantiation policy under which FTC requires
obj ective clains, express or inplied, to be supported
by adequate docunmentation. FTC typically |ooks to FDA
determnations or works wth FDA to address OIC
advertising issues.

The second two are probably nore rel evant
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to the issue at hand. The first part of this is
deception policy, which is based on naterial
representations, omssions, or practices likely to

mslead a consunmer acting reasonably under the
ci rcunst ances.

And the third policy is the unfairness
policy, which defines unfairness as acts or practices
likely to cause substantial injury to consuners and
that are not reasonably avoidable by consuners
t hensel ves or outweighed by benefits to consumers or
busi nesses.

There's another CHPA piece which really
does endeavor to explain why the advertising piece is
regulated by the FTC as opposed to the FDA, and the
premse is -- you mght disagree with it -- but the
prem se S t hat t hey regul ate al | consuner
advertising, and that there's a benefit to the
consuner overall that advertising has a consistency to
it in terns of the way material is presented, whether
you' re tal king about food or cars or drugs.

And so that's why | believe Congress at
sone point in its wi sdom or not elected to separate
t hose things.

Anot her perspective is that, you know, the

warni ngs, the true information that the patient is to
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use has always been delivered via the |abel. That's
the primary purpose of the | abel.

Advertising has a different purpose.
Advertising is designed to introduce people to new
products and to allow for brands to be differentiated
in one way or anot her.

And so probably not too many of you saw
this, but if you try to do too nuch in an ad, you run
into the situation that exists now in sone of the Rx
ads that are on television, which led to one of the
funniest "Saturday N ght Live" skits | ever saw in
which they talked about sone fictitious drug, and
there was bucolic scenes of the drug nmaking you
wonderful and people ronping through the woods or
what ever, and then they read the side effect profile.

And | renenber two of them The first
side effect was seeing the dead and the second side
effect was a condition known as hot dog fingers.

And the point is this is society reacting
sonetines to overkill on the |abel, and we could end
up -- or the advertising, as the case may be -- wth
de mnims benefits to the consumers because we've so
over|l oaded them in the desire to try not to |eave
anyt hi ng out.

Finally, earlier | pointed to the success
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with Reye's. W reduced -- and this was a teameffort
on the part of the industry, FDA, and the reporters,
the reporters in the room Reye's went down not
sinply, in ny opinion, because of the labeling. There
was wonderful consuner advocacy involved at the tine.
M/ recollection is there was nothing in
the ads. kay? It was the Jane Brodys witing in The

New Yor k Ti nes. It was the Good Housekeeping articles

that, you know, thoughtful parents read so as not to
make that m stake in the future.

And that's a nodel that could be very
hel pful here. |1 don't think advertising is the way to
ef fect these changes.

CHAI RVAN CANTI LENA:  Ckay. Thank you

Just to get really to closure then, |
guess what | suggest we do is just say does anyone
disagree with the recomendation that FDA consider
and/or the sponsors, the industry, work toward
applying sonme of the reconmmendations and thoughts
we' ve had toward |abeling into consuner education and
health care, you know, educati on.

Does anyone object to making that
st at enent ? W're avoiding the vote and we're not
specifying a pathway. W're just expressing a desire

gl obal ly.
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DR CUSH: And we're not specifying

advertising either.

CHAI RVAN CANTI LENA: Ri ght . Vell, vyou
know, consuner educati on.

DR CUSH: But | think we spent nost of
today talking about education, and everybody agreed
that was what we need to do. So we don't even need a
vote on that.

CHAl RVAN CANTI LENA:  Ckay. Well, actually
we're not voting. |'mjust asking if anyone objects.

Dr. D Agosti no.

DR D AGOSTINO W don't want to |ose the
educati onal aspects and so forth and get that carried
away or get that mxed in with the advertising because
we' ve been very forceful in the past as a commttee in
terns of nmaking recommendations for education, and
we' ve been saying that all al ong.

So really | think this is really sort of
the sort of advertising that is at issue, not the
educati on.

CHAI RVAN CANTI LENA: So you would prefer
that we specify that these recommendations, et cetera,
be translated to advertising and consunmer educati on.

Does anyone not agree with that? Shoul d

we include advertising and consuner education in our
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recommendat i on?
Cay. Hearing no nays, then | think we

shall ask FDA if they' ve had enough advice for the

day.

(Laughter.)

CHAl RVAN  CANTI LENA: | won't ask the
conmttee if they're ready to adjourn, but I wll ask
Dr. Jenkins, Dr. Ganley, Dr. Bull. Any ot her areas

t hat you seek?

DR JENKI NS: I think we've gotten very
good advice and information from the conmttee today.
The only area that we didn't specifically go around
the room for was the issue of additional studies
needed, but | think you ve covered much of that in
sone of your answers to other questions.

So unl ess people had specific additional
suggestions for additional studies they think needed
to be done that haven't been addressed already, |
think we've gotten the information needed from the
conmittee today.

CHAI RVAN CANTI LENA: Ckay. Are there any
specific areas or types of studies that have not been
mentioned that you' d Iike to suggest?

(No response.)

CHAI RVAN CANTI LENA: Ckay. Heari ng none,
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Thank the FDA staff.

Ve will

381

Thank the sponsors.

reconvene tonorrow at 8:00 a. m

(Whereupon, at 5:53 p.m, the neeting in

the above-entitled matter was adjourned,

at 8:00 a.m, Friday,

202/797-2525

Sept enber 20, 2002.)
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