UNI TED STATES OF AMER CA

+ + 4+ + +

FOOD AND DRUG ADM NI STRATI ON

+ + 4+ + +
CENTER FOR DRUG EVALUATI ON AND RESEARCH

NONPRESCRI PTI ON DRUGS ADVI SCRY COW TTEE

+ + 4+ + +

MEETI NG

+ + 4+ + +
LABELI NG AND DCSI NG OF OVER- THE- COUNTER PEDI ATR C

ANALGESI T ANTI PYRETI C DRUG PRODUCTS

+ + 4+ + +

THURSDAY, SEPTEMBER 18, 1997

+ + 4+ + +

The Advisory Commttee net, pursuant t o
notice, at 8:30 a.m, in the Ballroomof the Holiday
Inn, 2 Montgonery Village Avenue, Githersburg
Mar yl and, Ral ph D Agosti no, Ph. D., Chairman
presi di ng.

PRESENT :
RALPH D AGCSTI NO, Ph. D. Chai r man

THECDORE G TONG Pharm D. Menber
ERCP. BRASS, MD., Ph.D Menber

PATRI A A McGRATH, Ph. D. Menber
LYNN McKI NLEY- GRANT, M D. Menber
MARY ANNE KCDA- KI MBLE, Pharm D. Menber
CECRGE A BLEWTT, MD. Menber
M CHAEL WEI NTRAUB, M D. Menber

REPRESENTATI VES FROM THE ARTHR TI S ADVI SCRY COW TTEE

DANEL J. LOVELL MD., MP.H
FRANK PUCI NO, JR, Pharm D

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




PRESENT :  (conti nued)

GQUEST SPEAKERS :

CHESTON M BERLIN, JR, MD.
TABY LITOVNI TZ, M D.

ON BEHALF OG- THE NONPRESCRI PTI ON DRUG NANUFACTURERS
ASSOO ATI ON :

WLLI AM SOLLER, Ph.D. Seni or Vice President an d
D rector of Sci ence &
Technol ogy

SAMEL M LESKO MD., MP.H, S one Epidem ol ogy
Unit, School of Public Health
Boston U. School of Medicine

ANTHONY TEMPLE, M D. Executive D rector of Mdica |
Affairs, MeNei | Consune r
Products Co.

R CHARD S. VEI SMAN, Pharm D., Research Associ ate
Pr of ess of Pedi atrics ,
University of Mam School o f
Medi ci ne

RALPH KAUFFMAN, M D.

WAYNE R SNOCDGRASS, M D., Ph.D.

PRESENTERS FOR THE FDA :

DEBBI E LUVPKI NS Dvision of Over-the-Counte r

Drug Products
E. DENN S BASHAW Pharm D. D vi si on of

Phar maceuti cal Eval uation 111
ROGER AL QCETSCH, Pharm D. D vi si on of

Phar nacovi gi | ance and

Epi dem ol ogy

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




|-ND E X
Page
Call to Order, Introductions 4
Ral ph D Agostino, Ph.D., Chair
Meeting Statenent, Andrea Neal, DVD, MPH 6
Executive Secretary
Qpeni ng Comments, M chael Wintraub, MD. 8
Drector, Cfice of Drug Eval uation V
FDA Presentation 9
Quest Speaker, Toby Litovitz, MD 42
Quest Speaker, Cheston M Berlin, Jr., MD 73
Nonprescription Drug Manufacturers Associ ation 80
Qpen Public Hearing 156
Charge to the Commttee 170
Linda Katz, MD., MP.H
D scussi on and Questions 175

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

PPROGEEDI-NGS
(8:30 a.m)

CHAl RVAN D AGOSTINO  Good norning. 1'm
Ral ph D Agostino, the Chairman of the Nonprescription
Drugs Advisory Conmmttee. Is this mke giving a n
echo?

This neeting is a neeting of th e
Nonprescription Drugs Advisory Commttee, wit h
representation fromthe Arthri  tis Advisory Conmttee,
and we're going to be consider ing |abeling and dosing
of over-the-counter pediatric anal gesic/antipyreti C
drug products.

Wat I'd like to do nowis ask the people
around the table, the FDA and the panel nenbers an d
the guests, if they would introduce thenselves |,
speaking into the mke so that the transcriber can ge t
your position and also see if the mke is workin g
correctly. Dr. Katz, would you pl ease start?

DR KATZ |I'mLinda Katz, Deputy Drecto

=

of OIC Drugs at the FDA
DR VEI NTRAUB: M ke Wi ntraub, D rector

of the Ofice of Drug Eval uati on Nunber V.

DR MK NLEY-GRANT: |I'm Lynn MKinl ey
Gant. |'ma dernatologist in Washington at the GW

and Washington Hospital Center, and I'ma nenber o f
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t he Nonprescription Drugs Advisory Comm ttee.

DR PUQ NO Frank Pucino from th e
Pharnmacy Departnment at the National Institutes o f
Health, and I'mwth the Arthritis Advisory Commttee

DR TONG (ood norning. |'m Ted Tong
I"m a menber of the Nonprescription Drugs Advisor y
Committee, and |I'm fromthe University of Arizona |,
Col | ege of Pharnacy and Medi ci ne.

DR NEAL: Good norning. Andrea Neal
|'mthe Executive Secretary to the Commttee.

DR SI LVERVAN I'm Earl Silvernman, a
pediatric rheurmatol ogist fromthe Hospital for Sic k
Children, University of Toronto.

DR MGATH H. Patricia MGath from
the University of Wstern Ontario, a nenber of th e
Non- Drugs Prescription Advisory Commttee.

DR KCODA- KI MBLE: Mary Anne Koda- Ki nbl e
fromthe University of California at San Francisco :
School of Pharmacy, and |I'm a nenber of th e
Nonprescription Drugs Advisory Commttee.

DR  BRASS: Eric Brass, Harbor UL A
Medi cal Center, Nonprescription Drugs.

DR LOVELL: Dan Lovell, pediatri ¢
rheunmat ol ogi st, University of Gncinnati, nenber o f

the Arthritis Advisory Conmttee.

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

DR BLEWTT: Ceorge Blewitt, industr vy
representative to the Nonprescription Drugs Advisory
Comm tt ee.

DR LITONTZ  Toby Litovitz, Executiv e

Drector of the Anerican Associ ati on of Poi son Contro |

Centers.

CHAl RVAN D AGCSTI NO Thank you. No w
we'll have the nmeeting statenent read by Dr. Andre a
Neal .

DR NEAL: Good norning. Before | read
the statenment, 1'd just like to repeat that th e

meeting that had been schedule d for tonmorrow with the
Pul monary, Allergy Drugs Advisory Committee wa S
cancel ed.

| would also like to announce that ou r
consuner representative, Kathleen Hamlton, had a
death in the famly, and as such, is not here today.

The follow ng announcenent addresse s
conflict of interest issues associated with thi S
meeting and is nade a part of the record to precl ude
even the appearance of a conflict.

Based on the submtted agenda an d
information provided by the participants, the agency
has determned that all reported interests in firm s

regulated by the Center for Drug Evaluation an d
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Research present no potential for a conflict o f
i nt er est at this neeting, wth the followin ¢
excepti ons.

I n accordance with 18 U S. Code 208(b)(3)
full waivers have been granted to Mary Anne Koda -
Kinble, PharmD., and Ralph D Agostino, Ph.D. A copy
of these waiver statements nmay be obtained b vy
submtting a witten request to the agency's Freedom
of Information O fice, Room 12A-30 of the Parklaw n
Bui | di ng.

Wth respect to FDA's invited guests ,
there are reported interests which we believe should
be made public to allow the participants t o0
obj ectively evaluate their coments.

Dr. Toby Litovitz would |ike to disclose
that, as the Executive Drector of the America n
Associ ation of Poison Control Centers, she is involve d
in TESS status searches and sales to nearly all th e
firnms which nanufacture over-the-counter analgesic an d
antipyretic drug products.

Dr. Litovitz is also the principa |
investigator for a funded post -narketing surveillance
proj ect for Ncotrol, a product of MNeil Consume r
Products Conpany. Further, in 1997 Dr. Litovit z

served on a pedi atric anal gesic/antipyreti ¢
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consultants board for MNeil Consunmer Product s
Conpany. She attended a one-day neeting for which sh e
recei ved an honorarium

Cheston Berlin, Jr., MD., would like to
discl ose that he consulted one tine for Ascen t
Pharnaceuticals, and he is a nenber of Pfizer' s
Speakers Bureau. Further, he is a nenber of th e
Pharmacy and Therapeutics Commttee for Rte-A d
Cor por at i on.

In the event that the discussi ons involve
any other products or firns no t already on the agenda
for which an FDA participant has a financial interest |,
the participants are aware of the need to exclud e
t hensel ves fromsuch involvene nt, and their exclusion
wll be noted for the record.

Wth respect to all other participants, w e
ask, in the interest of fairness, that they addres s
any current or previous financial involverment with an y
firmwhose product they may wi sh to conment upon.

Thanks.

CHAI RVAN D AGCSTI NO Thank you. No w
we' || have openi ng comrents by Dr. Mchael Wi ntraub.

DR VEI NTRAUB: Thank you, Ral ph.

| just wanted to say how nuch the FD A

appreci ates your comng for on e day, and we know t hat
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the cancellation of tonorrow s neeting did raise sone
-- make your lives a little nore conplicated, but we
appreci ate your comng here for the one day, and than k
you very nmuch. Good norni ng.

CHAIRVAN D AGCSTINQ  You're n ot going to
give us insight into the -- Then why don't we nov e
right to the FDA presentations, and get all th e
insight fromthem

W have three speakers. Hopeful ly
everyone has the agenda in front of them We'|l| star t
of f with Debbie Lunpkins.

M5. LUWKINS: Good norning. |'ve bee n
asked to gi ve you some background information on the
agency's regul ati on of orc pediatri c¢
anal gesic/antipyretic drug products.

Prior to the initiation of the OTC dru g
review on May 11, 1972, the agency nade a nunber o f
interpretive statenments concerning warnings an d
cautionary information for drugs and devi ces offered
for OIC sal e.

| ncl uded anong these statenents were the
above cautionary information that recomrended thre e
years of age as the mninumag e for admnistration of
OIC salicylate containing products W thout a

physician's guidance. Manufacturers were given th e
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option of using one or the oth er of these recomended
st at ement s.

For OIC products contai ni ng acet am nophen
the agency required the follow ing warning agai nst the
use of acetamnophen in childr en under three years of
age. Both required -- Both the recomrended cautionar vy
statenment and required warning are currently included
in Title 21, Section 369 of the Code of Federa |
Regul ati ons.

As part of the agency's OTC drug review,
the advisory review panel for OIC, Analgesic an d
Antirheunatic Drug Products or the Internal Anal gesic
Panel devel oped pediatric dosing schedules fo r
products contai ning acetamnophen, aspirin, car b
aspirin calcium choline salicylate, magnesiu m
salicylate, and sodiumsalicylate.

The pedi atric dosing schedul es recormende d
by the panel shared the followng como n
characteristics. Dosi ng was based on age. Th e
m ninum age for dosing was two years of age. Th e
adult dosing started at 12 years and above. Dosin ¢
was to be done every four hours, and there was a
maxi mum of five doses daily.

The age range of the pediatric dosin g

reflected the panel's adoption of the recommendati ons
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11
of the Advisory Review Panel on OIC, Cough, Cold :
Al | ergy, Bronchodilator and Antiasthmatic Du g
Product s.

The panel recomrended OTC pediatric dosin g
down to two years of age, and that adults be defined
as 12 years of age and ol der. The panel's recommende d
pedi atri c dosing schedul es wer e adopted by the agency
and included in its proposed rule for OIC interna |
anal gesic and antipyretic drug products published in

the Federal Reqister of Novenber 16, 1988.

Prior to the publication of the proposed
rule, the agency published a N otice of Intent on June
20, 1988. In that Notice, the agency indicated that
it was considering proposing a rule concerning dosing
information in the | abeling of OIC drug products for
children over 12 years of age, and solicited th e
subm ssion of comments and information relating t o
this issue.

In response to the agency's Notice o f
Intent, a nunber of suggestions were received tha t
i ncl uded several different approaches to the across-

t he-board pedi atric | abeling.

O January 13, 1995, the agency sought th e

advice and recomendations of its MNonprescriptio n

Drugs Advisory Panel on several issues relating t o]
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12
pediatric labeling. Amng the issues that the agency
sought the commttee's advice on were: Wat is th e
preferred basis for determning OIC systemc pediatri C
dosage and | abel i ng; exanpl es, age, weight, height or
| ength, body surface area or conbination of these ?
What is the mninumage or wei ght that shoul d appear
on OIC product |abeling, and should this m ni nrum age
be different for certain classes of drugs, such a s
internal anal gesics or antihi stam ne?

The commttee provided the followin g
advi ce. Wi ght should be the preferred basis fo r
dosing, if it is known, but ag e ranges should al so be
given for those where weight is not known. Mnimu m
age should be determned on a case by case basis.

Qurrently available on the OTC narket are
a large nunber of analgesic/an tipyretic drug products
in an array of dosage forns that include chewabl e
t abl es, suspensi ons, dr ops, and suppositories
Today's neeting will focus on the pediatric use o f
sonme of these products, specifically addressing infan t
drops that are approxinately t w ce as concentrated as
children's suspensi on.

The | abeling sanples provided to you this
nmorning will illustrate the critical i1ssues at han d

for today's discussion. These are:

S A G CORP.
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G ven the safety inplications discusse d
for OIC anal gesic/antipyretic suspension and doubl e
concentrated drops, should |abeling for overlappin g
ages be permtted?

What | abeling information, nmod ifications,
do you suggest to prevent unintentional overdose?

Can single ingredien t
anal gesi c/antipyretic suspension products be safel vy
and effectively labeled for us e in children | ess than
two years of age; and if so, what is an appropri at e
lower age limt?

Also, are there any other labelin g
recomendati ons that you have?

That brings us up to what we need to d o
today. Thank you very mnuch.

CHAI RVAN D AGCSTI NO  Thank you, Debbi e.
Now we're going to hear fromDr. Dennis Bashaw

DR BASHAW (ood norning. I1'd liket o
thank the Commttee for inviting ne to speak today
|"ve been asked to speak on the overview of th e
phar macoki neti cs of OIC analgesic/antipyretics
primarily focusing on ibuprofen, acetam nophen and, t o]
sone extent, for historical basis, aspirin.

You' ve been provided in your package a

two-page overview which | gave to you, and al so a
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coupl e of articles which | tho ught were the best from
the published literature.

Wat we're faced with is nostl y drugs not
really having a good database of published informatio n
in terns of the pharnmacokinetics. Gven the hour of
the nmorning, | won't go into any nodels or derivation s
of that. | promse you that. So the next overhead,
pl ease.

Just, you know, to follow on Debbie" s
background, you know, the age we're focusing on here
today, just for a quick overview -- I"'msure we're al |
very famliar wth them if not from persona |
experience, fromour practices.

Aspirin, of course, isthe oldest agent i n
this class, being developed and used in Europ e
sonetinme around the late 1890s, early 1900s. O f
course, in this country its use in the pediatri C
popul ation has certainly declined fromwhat it onc e
was, due to the association with Reyes Syndrone.

Acetam nophen is today the primary Or C
anal gesi c/anti pyretic used in t he pediatri ¢
popul ation. e of the conplicating factors was
whenever you talk about any of these products, bu t
especially wth acetam nophen or even ibuprofenis th e

mul titude of dosage forns that are avail abl e.
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Just | ooking through the nonprescription

POR the other day, | think the re was |ike three pages

of acetam nophen dosage forns and products that were
avail abl e. A lot of times you look at differen
manufacturers and you look at delivery systens
suspensi ons, suppositories, etcetera, whenever we tal
about the pharmacokinetics. |It's both the kinetic

that are inherent in drug itse |f and delivery system

Even though the OIC narketplace i
primarily imrediate reliefs, there is variabilit
between the dosage forns, and that's always
conplicating factor whenever we're tal king about thes
I ssues.

Also, finally, ibuprofen is probably the
drug -- You know, it's clear from narketing the OIC i
the 1990s -- is the one we have prinmarily the bes

dat abase, prinmarily because aspirin and acetam nophen

because of their tinme of devel opnent, obviously

preceded the FDA preceded New Drug Applications, but

i buprofen was developed at the tine originally fo

prescription marketing where we do have prescription

dat abase, where there were pub lications, and there is

publ i shed data that we can refer to, to sone extent.

Next, please.

Wen we start tal king about th ese issues,

SA G CORP.
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one of the issues | was asked to address was age

related pediatrics and pharnacokinetic changes i n
these groups. How well can we extrapolate fromth e
adult data to children? |Is that possible? Wat i S
even extrapolation anong pediatrics, anmong the ag e
range we're tal king about here?

You know, there's sone use in the ver y
young, less than a year, and the OIC labeling ha s
certain indications also for what is considered O C
use, looking at what can we say fromthe data fromit

Next, pl ease.

This is not intended to be read here, jus t
to give an overview This is a table from th e
phar macoki netic basis of drug treatnent, which really
sumari zes sone of the physiol ogi c changes that happe n
during maturation.

You can see there, we have changes, o f
cour se, in absorption, distribution, metabolism |,
el imnation, t hat really wvary throughout th e
maturation process. You can s ee the differences from
pr emat ur e, newborn, one-year-old. A nunber o f
physi ol ogi ¢ changes happen in this population, suc h
that there's always a question of how well can yo u
extrapol ate, how | ow can you go.

It really -- This overhead is jus t

S A G CORP.
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intended to bring, of course -- remnd the coomttee
and bring to the attention of the group the wid e
variety of things and factors that can happen an d
al ways nust be consi der ed.

VW primarily have been focusing, |ooking
at altered nmetabolism not so nmuch for the absorption
because nost of these things are fornulated fairl y
well , so they are imrediate reliefs and do relief S
very quickly; but we are very concerned wt h
met abol i sm and especially wt h acetam nophen because
of its known hepatic toxicity, the netabolic route of
it and how it goes and to what degree -- There ha s
al ways been specul ation as to safety val ve inthe very
young child of sulfation, how well that really works.
Is it really quantifiable, and to what extent?

Next over head, pl ease.

Now that's just a sumary. Wen we'r e
tal king about nmetabolism we usually get focused o n
what we call cytochrome P-450 and P-450 netabolism
This overhead is just to give perspective, but there
is certainly many, many different nechani sns of drug
met abolism and we really, to sone degree, know sone
information about maturation in sone of these enzyne
systens; others, we don't.

Sore children are born with fully intact
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systens. Sone take a couple of years to mature. Som e
don't mature or go under changes in puberty. S o
nmet abolic status is a concern we have, and it's no t
just limted to cytochrome P-450 but really covers the
whol e ganmut of possi bl e netabol i smroutes.

Next over head, pl ease.

The probl ens we have, when one goes back
to look at the data, is again the fact that there' S
really -- you look at it from drug related an d
popul ation related issues, that again these are ol d
products. They wer e devel oped pri or t o
pharmacoki netics as a science, which was reall vy
probably, depending on which author you want t o
quote, sonetine in the md-seventies, '75 or '77.

There is data for some of the newe r
products like ibuprofen in NDAs, but a lot of tha t
dat a has never been publ i shed. It's been kept in the
files. So its availability out there to th e
prescriber and to the public a nd to those who need to
know has been sonmewhat restricted.

Al so, there's always a question of doing
these studies in these populat ions. Doing studies in
children always raises a whole nunber of ethica |
i ssues, you know, disease state, informed consent :

bl ood vol unes, a whol e ganut of issues that are alway s
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rai sed when one starts trying to do pharnacokineti C
studies in the pediatric popul ation.

One thing, | think, that we do have a n
ability, and | think we'll focus on today, is whe n
we're tal king anal gesic/antipy retics, the infornmation
"Il be showing today is primarily related to th e
antipyretic use of these agents, which again, froma
pharmacoki neti ¢ standpoint, probably represents th e
nore severe cases; because as one is, certainly, awar e

of, there are tenperature/fever related changes i n

=}

drug netabolism such that the use of these drugs i
the child with fever probably represents a stresse d
system which is probably nore relevant to | ook at.
W're going to be presenting sone dat a
here, both fromthe published literature and al so some
mean data fromNDAs. W really could not -- because
of the nature of it and the open public forum could
not provide the raw data, individual subject data; but
we will provide sone NDA data in a nean fornat t o]
provi de sone background to give sonme context to it.
To anticipate one of the group’" s
guestions, because once you see the database ther e
will be questions of why there weren't som e
correl ations made, why there weren't sone additi onal

analysis done -- To anticipate that question, th e
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prinary reason was that the st udies we're going to be
tal king about were not intende d to ook at the effect

of age.

=}

They wer e done for formul atio
devel opnment. They were done with different sanpling
techniques and different sanpling objectives, suc h
that, although we were able to calculate sinpl e
phar macoki netic paraneters, area, clearance, etcetera ,
trying to nmake detailed analysis and do trend analysi s
-- you know, trying to rank th emfromtwo years to 30
or two years to 18, those kinds of conparisons |,
because they're formdifferent studies that were neve r
intended to be conbined -- they have differen t
sanpling objectives, and different techniques wer e
enployed -- it nmade the conbination a little bi t
I nappropri ate.

So you may look at this and sa vy, gee, you
could have done nore. Ina way, yes, but inawy, w e
also felt it would be m sl eadi ng. So we're just goin g
to present the data as we have it, and try to take yo u
through it.

The next overhead, please.

The suspension really doesn't belong o n
here. Sone of the data does cone fromsuspension, bu t

it should be ibuprofen liquid dosage forns. | didn't
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catch that until this norning.

What we have here is a table of som e
conparative pharnmacoki neti c paraneters. The Brow n
article is one of the two articles that was provided
to you in your package, which provided sone of th e
best publ i shed pharnmacokinetic information o n
i bupr of en.

As you can see, he had groups of 44 and 49
subj ects ranging fromthree nonths to 12 years, a t

both 5 and 10ng per kilogramrates, and we have fo

=

Orax, Tmax, clearance, and half-1ife val ues.

There's a snaller article from Nahat a
which | did not provide to you, because of the small
size. | didn't want to overburden it. W also have
data from two different NDAs, looking at th e
phar macoki netics in children and also one study i n
adul ts.

You can see, there is sonme conparison in
terns of you look at, you know, time of absorption :
you | ook at what peak |evels you get. There is some
simlarity, but also some significant differences.

It's interesting to note that on a 5ng pe r

kilogrambasis there's certainly increased |levels in

adul ts. Now whether or not that's due to th e
clearance or suspected volume change is reall vy
SA G CORP.
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unknown.

If we could have the next overhead,
think we'll see it alittle bit nore graphically.

The solid lines here represent NDA dat a
which -- these are the nean curves fromthose studies .

The individual block points there are data fromth e
articles which we did not have to access to the ra w
data. Ve had to interpolatet hem So | tried to put
them as points so they're not quite so heavil y
wei ght ed.

You can see there that, looking at th e
conpar ison for 5 ng per kilogram certainly, inth e
pediatric data, which is the b lue line and the orange
blocks, there is sone simlarity, and there's als o
quite a bit of difference; but there's also quite a

| arge popul ation associated w th the blue line, and a

much smaller population -- | think nine subjects -
with the orange.

So there's sone simlarity but som e
difference there. dearly, when you get to adults an d
you | ook at what their dosing was, they only got 3ng
per kilogram but they were very simlar t o
pedi atri cs.

In fact, if you were to do sone sinulatio

=}

work, which I didn't want to p ut on here because it's
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alittle bit nore detailed than | wanted to get into
this norning, adults woul d have significantly higher
levels on a 5ng per kilogramb asis, again pointing to

there being sonme kind of age-related change wt h

i bupr of en.

Whether or not -- Were exactly thi s
occurs -- Is it a gradual change or sonething tha t
occurs at puberty or what? -- is really unclear right
now. Again, the data was not -- This data was no t

collected for that type of analysis. So we didn t
pursue it very far.

Basically, it shows that for ibuprofe n
there is some difference, although exactly what th e
nature of it is, we're not qui te sure. There is sone
difference between adults and children in thei r
phar macoki neti cs.

It doesn't appear to be a clearanc e
nmechanism | really, personally believe -- | could go
into it, but I don't want to right now -- that it' S
probably nore related to vol ume changes.

Next over head.

Turni ng now to acet am nophen, agai n usi ng
the Brown data we see we have data fromfour differen t
-- two different studies and two NDAs here, where we

have pediatric data fromthree years -- three nonths
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to 12 years, two years to seven years, two years to 1 1
years, and then sone conparative data from adults from
18 to 50.

Al these doses, with the exception o f
Wlson are approxinmately 12ng per Kilogram h e
that's rather interesting here is the fact that w e
have good agreenent again in peak levels an d
systemcs, also in half-life.

| think this is nore visible a gain, if we
| ook at the next overhead with the graphics. It' S
very clear that, when you |look at, again, the nea n
adult data -- I'msorry, the line above is sort o f
bluish, but the top line is actually cyan, and th e
next line is dark blue.

There's a conparison of the adult an d
pediatric data. There is quite a bit of correlation
there for very simlar doses, suggesting that between
children and adults with aceta m nophen that degree of
exposure is directly related t o body weight, and that
a 5ng per kilogram dose or whichever, 10ng, 12ny :
woul d give apportional |evels between children an d
adul ts.

Agai n, no differences were seen i n
clearance, and even the other data, if you were t o

take the -- | know it's hard to distinguish, and I
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don't have a pointer here, but if you'll bear with ne
while | walk anay fromthe mke for a second -- If on e
was to take the 10ng per kilogram data here and on e
was to scale it up to approxi mate the dose, it would
start to approach the other lines --

CHAI RVAN D AGCSTI NO Wuld you jus t
repeat that so that the transcriber can --

DR BASHAW What | was indica ting to the
commttee was that there is data on this graph which
represents a |l ower dose, 10ng per kilogram from sone
of the published articles. |If one was to scal e that
information, the nmean data would certainly cone up and
not quite reach the sane levels that were seen wt h
the other two treatnents, but woul d certainly be very
close to it, not bioequival ent, by any st andpoi nt, bu t
certainly would be within the range.

Considering that we have quite a bit o f
variability all around these m ean lines, there really
seens to be quite a bit of agreenent between th e
pedi atric and adult data from acetam nophen.

Next, please.

Quite frankly, for aspirin there is no t
any conparable data. In looking through th e
literature, the best articlet hat | could really find

-- It was on a bias again with the ones provided t o]
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you i n your package, which really was not a detailed
treatnent of aspirin pharmacokinetics in children, bu t
in fact looking at the literature there really is not ,
and going though the NDA database, again because o f
the age of aspirin, the fact t hat there hasn't been a
ot of new aspirin NDA products that have conme ou t
recently -- in fact, there's n ot been any -- there is
not good data we have on the a spirin pharnacokinetics
in these popul ations.

Aearly, we do have adult aspirin data
| mean, there are pharnacokinetic data, but in terns
of being able to nake sone com parative rel ationships,
as we have with ibuprofen and have suggested wt h
acetam nophen, that really is not possible fromth e
dat abase that we have access to.

Next over head, pl ease.

Finally, | guess it's -- You k now, trying
to summarize what we do know about aspirin and th e
other analgesics is that, aspirin again, there' S
m ni nal pharnacokinetic data in adults, and we have no
useful pharnacoki netic data in pediatric popul ations.

Wen | nean useful, there I'm talkin g
about large studies wth good calculation o f
paraneters. There are certainly a few articles here

and there and a couple of case reports, but one i S
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looking for a study on the order of what the Brow n
study was with 44 patients or even the Nahata stud vy
which had a total of 17 patients. There really is no t
that kind of published information out there that' S
readily avail abl e.

In terns of acetamnophen, there i s
published data and pharnmacokinetics that we'v e
provided to you. There is sonme evidence, both fro m
the OIC and NDA dat abase t hat suggests that there are
st abl e pharnmacoki neti cs across the age, and that itis
really the body weight.

The netabolic differences ininfants: Yo u
know, in trying to look back a t that issue about what
degree sulfation really plays a role, therereally is
not any hard nunbers on that. A lot of that conme s
from a 1984 article by Dr. Rumack looking at th e
out cone fromoverdosing where there was a suggestion,
and he speculated that it seened that younge r
children, you know, fared better.

The assunption -- Later investigator s
followed up and suggested that sul fation provi ded aso
called safety valve in the cas e of overdose, that the
children were able to netabolize it through a
sulfation nechanism that adults sonmehow lost a t

puberty, nost |ikely.
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It probably is that, to some d egree. How
quanti fiable is it is really unknown. It's not, I
think, a very extensive safety valve, if one wants to
call it that. It does exist, but it's really neve r
been quantified, and it would be very difficult t o]
quantify it.

| buprofen: There i s a consi derabl e anoun t
of published data, and there i s conparative data from
t he NDA database that suggests age related changes in
volume. Like |l say, alot of howthis information wa s
gained was not so much in the sponsors and the ND A
peopl e working on the imediat e rel ease dosage forns,
but as they were working on different potentia |
controlled release formulations, they wused th e
imredi ate release's reference products. That's howw e
gat hered nost of this information.

Because of the fact that the nmaterial is
proprietary information, we've had to be a little bit
careful of how we expressed it today in presentin g
just nmean data and just nmean ¢ urves. Honestly, there
is nore data that stands behind it, but because of th e
nature and this being an open public neeting, | reall vy
was not able to get into the exact database and what
the results really looked like ona variability basis .

That concl udes ny presentation.
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CHAI RVAN D AGCSTI NO Thank you. An y
questions? Then why don't we nove on to the thir d
speaker. Roger.

DR GOETSCH (ood norning. M nanme i s
Roger Coet sch. I'm wth the Dvision o f
Phar macovi gi |l ance and Epi dem ol ogy. Ve'[l get ou r
slides going here.

Ckay. Today I'd like to -- 1" ve got like
half an hour, which is great, to talk to you abou t
post-marketing safety of the three products we'v e
tal ked about. Wsually, what I'mgoing to useis FDA s
spontaneous reporting systemdata that we collecte d
back from 1969 up to the cutof f date of August 5th of
' 97.

Just to give you an idea of what 1'mgoin g
to talk about today is to let you know what th e
l[imtations of the SRSis, alittle bit of the caveat s
that would go with the presentation. Then | wll tal k

about children, acetam nophen overdoses, ibuprofe

=}

overdoses, aspirin overdoses, and then try to sumit
up with a brief conclusion of what we can nmake wit h
this observational data and ki nd of what we can't nak e
any concl usi ons.

The limtations of the spontaneou s

reporting system is the fact it is a spontaneou s
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reporting system It was started in 1969 and ha s
presently gone on wth nmultiple changes in th e
dat abase.

There's a vast under-reporting, as we'll
talk about alittle bit later, and we'll also see tha t
reporting is usually decreased with narketing age
This is very inportant as we're talking about drug s
t hat have been out there for many years.

Reporting wusually -- The limtations o f
the causality is sonetinmes very hard to determne
Variability, inconplete reporting is also a facto r
that we have to address. The spontaneous reportin g
systemis main function, and how we use it in FDA is
a signaling, mainly for new chemcal entities. S o0
we're kind of using thisina little different |ight.

(e of the things | do want to tal k about
a little bit is marketing age, when we're talkin g
about decreasing over narketing tine. You have t o]
realize wth acetam nophen, in 1952 that was when it
was the first prescription elixir.

There's probably 200 products now out on
the nmarket that has acetam nophen. Wat we'll fin d
out in the spontaneous reporti ng system Mst of our
report s were seen in 1977. | buprof en was a

prescription in 1972. In '84 it was okayed by the FD A
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for an OIC in the adult population, and in '89 th
prescription for children was approved, and jus
recently in 1995 the OIC children product wa
appr oved.

W saw nost of our adverse events wit
i buprofen in the last two years, '96 and '97
Aspi rin, as Dennis alluded, has been out there fo
many, nany years, and it's going to be very hard t
make any correlation with aspirin.

The caveats: Wat we | ooked at, | ooking
at the spontaneous reporting system Ve onl
addressed single ingredients, and we addressed anytim
that that single ingredient was seen as a suspec
drug, whether it was an over-the-counter preparation
or whether it was Rx preparation.

W kind of divided it up into thre

31

e

-

e

children's groups, 0-2, 3-6, 7 -12, because we realize

that children are not all the sane.

A couple of factors that we really have t
ook at with looking at this data is in 1972 one o
the main things that stopped overdose, nedicatio
errors, was the child resistant packaging. Al so, as

Denni s al luded, with aspirin Reye's Syndrone, pretty

(0]

f

n

much acet am nophen replaced as pirin in the children's

use.
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Also to bring to your attention o0 n
acet ami nophen, one of the sponsors had received a
wai ver in 1987 that all they had to do was repor t
fatal overdoses, and that's im portant to | ook at when
you' re | ooking at the nunbers.

The FDA or the agency started | ooking at
nmedi cation errors within the SRS in 1993, and w e
collected data fromthat. So we're going to try and
conbi ne both nedi cation errors and overdoses to give
you a good picture.

The | ast and probably the nost inportant
t hi ng: Even though I'm going to be talking abou t
these three products, you real |y cannot conpare them
You cannot conpare themin safety. W're just using
these as exanple, and try not to make som e
conpari sons.

The definition of overdose we' re going to
use today is the accidental ov erdose where they self-

i ngested nore of that product or the nedication error
wher e the dosing error was caused by a therapeuti C
usage but was given nore than was recomended.

Acet am nophen in children nade up abou t
nine percent of the total repo rts that we have in the
SRS for acetamnophen. Were it says two years, that

should be -- Anytinme you see the two years will b e
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equal or less than two years.

So fromthis, you can see that we've had
probably 23 percent fatalities in children with 11 3
reports in the | ess than two, and of those 30 of them
were fatal. You can see in 3-6, 118, 16 and 66. W
saw, as they got older -- in the 7-12 year-old, we sa w
that those were al nost suicidal attenpts. So that wa s
alittle bit different.

Acet am nophen overdoses: Ve had 94 o f
them which made up 32 percent of the total children
acet am nophen reports. These are the top ten adverse
events we used to put themint o the database. W had
37 percent fatality.

As you can see, the prom nent event that
you'll see is pretty nuch the liver toxicity, th e
hepatotoxicity that we've nmentioned earlier.

V¢ | ooked at serious overdoses, which wer e
53 reports, and broke themdown into  whether they wer e
nmedi cation errors, accidental errors, or we couldn't
make any determnation. As you can see, wth the les s
than two years old and the 3-6, nost of those wer e
medi cation errors. As | said before, that's usually
where they were taking it for a therapeutic use, but

for sone reason or other, they were overdosed or give

=}

t o0 much.
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V¢ | ooked at specific or selec ted reports
that had conplete data regarding dose, weight an d
dur ation. These are sone exanples. This will sho w
you what we're dealing wth. It's a very snal I
selected group, and you have to realize, this i S
observational data only.

You can see, the HF is hepatic failure
The Dis death. The ARFis ac ute renal failure. The
nmost outstanding part is the fornulation, that these
small children, seven nonths old, there years and up
to six-year-old, are given adult dosage forns.

This is probably -- If | bring any point
hone, this is the kind of point that | want to mak e
sure that everybody understands. Al of these had a
dose greater than 150ng per kil ogram body wei ght.

You can see the duration range was betwee n
one day and seven nonths. So this is sonething that
happens fairly rapid, and is of a great safet vy
concern.

Just to give you an exanple -- and thisi s
not to scare you or anything e Ise, but this is one of
our better exanples of a 14-nonth-old that wa s
admtted wth signs and synptons of  hepati ¢
insufficiency after ingesting the suspension drops of

acet am nophen, just for over a period of 48 hours for
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a viral infection.

Unfortunately, her liver disease was s 0
bad that she had to have a transplant and, luckily :
this young person recovered, j ust to give you kind of
an inpact of what we're | ooking at.

Now swi t chi ng over to i buprofen, we | ooke d
at the children's reports, whi ch was 1218, which nade
up about 10 percent of all the ibuprofen reports that
we have in the database. Aga in, the two-year-old is
| ess than equal to two.

W had a lot nore reports, 522 reports
but we only had 11 deaths, which gives you a on e
percent fatality within the children' s group.

Looking again at the overdoses o f
i buprofen, there's 219 reports. This made up 1 8
percent of the total children reports that we had in
the SRS, a one percent fatality. Next to actuall y
being an accidental overdose, the nost promnen t
adverse event was netabolic acidosis, was your renal
i nvol venent .

VW also |ooked at the serious overdos e
reports, which we had 26, whic h was 12 percent of all
the children overdoses. You ¢ an see, it was a little
bit different. It was very few nedication errors, an d

nmost of them were accidental, self-admnistere d
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ingestions, and we had 21 reports in the less tha n
t wo- year - ol d.

To give you an exanple again of what we'r e
tal king about, we had a seven- nonth-old nale that had
a persistent cough for three days, went to th e
physi ci an. He recommended the three to fou r
teaspoonsful of children's Mdtrin to be given ever vy
six hours for four days.

The doctor, thinking he was go ing to give
44mg per kil ogram per day, the patient went out an d
bought the oral drops which produced twice th e
concentration that was intended. The patien t
experi enced what you would expect. They called th e
physi ci an. He then | owered the dose, and we had a
good outcome of this, but this is kind of the exanple
that we want to bring across where you have tw o
product s out there that have tow differen t
concentrati ons.

Now we'll talk about aspirin, just ver 'y
adverse events for it. W had 75 children advers e
events, which nmade up 3 percent of all reports that w e
have in the database. W had one percent fatality
less than two-year-old. Ve had 22 reports, but we ha d
very fewreports to make any kind of conparison or an y

kind of determnation on aspirin.
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Aspirin overdoses: W only have five in
the system and they were acci dental overdoses where
they self-admnistered, ingested too nuch. Thi S
accounted for about six percent of the childre n
reports.

To give you an idea just what happens wit h
aspirin toxicity, we had an l1ll-year-old female tha t
was admnistered aspirin, adult dose, 325 every si X
hours for rheumatic heart disease, and she wa s
hospitalized with overdose. They treated, and sh e
recover ed. VW really don't have a lot of data o n
aspirin.

So concl usions: Wat does thi s all nean?
What can we do? The only thin g that we can tell from
this observational data is that acetam nophen i S
rel ated, associated with hepatotoxicity when given tw o0
to three tines the nornmal dose.

VW're seeing it mainly when it's used in
a therapeutic treatnment, actua Ily, for fever or viral
infection, and we're finding that there's a proble m
wth formulation, that these small children ar e
receiving adult forrmulation or are receiving a
formul ation that wasn't intended.

| bupr of en: VW see that it has a

nephrotoxicity, a metabolic ac idosis, and nost of the
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accidental ingestions are fromthe suspension give n
instead of the drops. Ve find out that these patient s
recover very well, where the a cetam nophens have nore
pr obl em

Aspirin: Wth Reye's Syndrone, prett vy
much replaced by Tylenol, and all we saw wa s
acci dental ingestion.

Thank you very rmnuch.

CHAI RVAN D AGCSTI NO Thank you. A e
there questions? | want to thank the FDA for the fin e
background nmaterial and the pr esentations. Are there
any questions?

DR BERLIN Yes, | have a question ,
pl ease. Berlin, Hershey.

Seventeen children died fromibuprofen
but you didn't nention what they died from

DR QETSCH Oh. They died f romhepatic

failure.

CHAl RVAN D AGCSTINO  Coul d you speak int o
t he m ke?

DR BERLIN Hepatic failure?

DR CGEOTSCH  Yes.

DR BERLIN In ibuprofen?

DR  GCETSCH No, netabolic acidosis
Excuse rme.
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DR BERLIN Could you be a bit nmor e
preci se about how t hey di ed?

DR GOETSCH Yes. It was definitel vy
acute renal failure brought on by netabolic acidosis.

DR BERLIN  Thank you.

CHAIRVAN D AGCSTINQ  Any othe r comment s?
Yes?

DR. KCDA-KIMBLE: | wonder if you coul d
address the observation that i n ibuprofen nost of the
deaths or serious events were related to accidenta |
over-ingestion versus nedication errors in th e
acetam nophen group. | neani t seens to nme that both
have pediatric doses, and both have adult doses. |Is
it just because ibuprofen seem s to be less toxic, and
you have fewer reports?

DR QETSCH | think both of those are a n
i Ssue. | think the less toxic, we've seen that :
because nost of the cases we s aw recovered after they
were rehydrated, and the nephr otoxicity was reversed.

V¢ al so saw that what was happ ening, too,
was the fornulation. You have to realize that the Rx
OrcC for children has only been out for a couple o f
years. So a lot of them were ingestion of - -
accidental, where they took an open bottle of adul t

i bupr of en.
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DR KCODA-KIMBLE: So you believe that it
was pretty clear to parents that ibuprofen was no t
indi cated for kids, because parents are giving adult
acet am nophen to ki ds?

DR GCETSCH | didn't really --
couldn't nmake that correl ation.

CHAIRVAN D AGOSTINGO  Can you hear tha t
all right?

DR QETSCH | really couldn' t nake that
correl ation. VW saw it nore in acetam nophen wher e
the nother would start with th e drops, and they woul d
run out of the drops, and they would go ahead and giv e
adult tablets. Now with the ibuprofen, we reall y
didn't see that.

The nost stunning thing we did see wa s

=

with the drops and the suspension interchanged o
where they would give a chewable tablet and use a n
adul t strength.

DR WALSON  Phil Walson fromthe Chi o
State University.

Dd you look at all for two things
Coi ngestants, including other antipyretics, and di d
you eval uate -- I'msorry. Dd you look at all fo r
coi ngestants, including other antipyretics or herbal

products, etcetera; and did you eval uate, when there
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were data available, such as blood levels, th e
correlation between history an d objective neasures of
dose?

DR QGCETSCH kay. W only looked a t
variance, and we didn't look at any herbal or anythin g
to make it nore of a clean data. W did get som e
reports that had blood levels --

CHAIRVAN D AGCSTINQ | don't think we'll
take anynore questions fromthe fl oor.

DR QGOETSCH W did |look at cases tha t
had bl ood Il evel s, but as you k now, w th acetam nophen
blood levels in the first 24 hours, 48 hours, really
doesn't tell you a whole lot. You would have to g o
out to the 72 hour, |looking at toxicity.

For ADRs and adverse events, a |ot of our
case reports cane in fromthe consuner, cane in from
the health professional, and basically had ver y
l[imted data. The only ones that we had clear dat a
were the fatalities.

CHAI RVAN D AGCSTI NO Are there othe r
gquestions from the panel? Maybe when the industr vy
nakes its presentation, if there's sone questions tha t
they would like to bring up, it would be useful a t
that time, but 1'd rather keep the discussion to the

table right now Are there other coments?
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Then let's nove on to the next speaker
Dr. Toby Litovitz will nake a presentation. Now she
has passed out material which, | believe, is in front
of us all. |Is that correct?

DR. LITOMITZ Could we have the light s
on? Thank you.

I'd like to begin by giving you som e
background on the test database. Many of you ar e
unfamliar with it.

The dat abase was piloted in 1983, and the n
inplemented in 1984. 1'd like to first turnto this
annual report for 1996 of the test database, and t o]
| ook at Table 1 on page 448. You'll see that there's
been a rather dramatic growth in the size of thi S
dat abase fromabout a quarter- mllion reports in 1983
to 2.1 mllion in 1996.

There are 75 poison centers currentl vy
operational inthe United States. S xty-seven of them
participated in the test databases in 1996, covering
87 percent of the U S popul ation.

There are -- O the 75 US. poiso n
centers, 48 are certified poison centers, neaning the vy
meet mninal national standards. They have 24 hou r
dedi cated staff, and by dedi cated |I' m not referringt o

behavi or, but rather to the fact that they are doing
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poi son center operations rather than filling scrips i n
a pharmacy and answering a pho ne in between or seeing
ener gency departnent patients.

They are staffed by specialist in poison
information who beconme certified by sitting for a
national examnation after ay ear's experience. They
have back-up by a board certified nedica |
t oxi col ogi st, and they do foll owup on cases.

They don't just receive an initial phone
call and give a recommendation. They actually cal I
back to make sure that the patient did as expected an d
that the recommendations were followed and provid e
additional information, both to calls fromthe hom e
and fromhealth care facilities.

There i s conprehensive charting in these
facilities and data submssion to the test data base,
with a nedical record nmaintained in the poi son contro |
center.

About half of the test participants used
this data collection formthat you have in front o f
you, which is a paper form | t has one side the data
section that can be bubbled with a high carbon narker |,
detached, and run through an optical scanner. Th e
other half of the test participants rely on a

conputeri zed data col l ection systemand submt their
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data electronically, directly electronically.

Turning in the sane report to Table 2 on
page 449, you can see the site of color, which in the
vast mgjority of exposures in this database is th e
patient's own residence, and - - I'msorry. That site
of exposure is nost always the patient's ow n
resi dence, and you can see about 13 percent of cases
are actually called in fromhealth care facilities.

Turning to Table 3, the age distribution
of the database overall shows that 53 percent of case s
occur in children under the age of six, but thes e
children are responsible only for four percent of the
fatalities in this database, and about 61 percent of
poi soning fatalities occurred in 20-49 year-olds ,
giving you the obvious idea that these ar e
predomnantly intentional.

Turn to Table 5 on the next pa ge. You'll
see that multiple substances are inplicated in about
7.2 percent of cases. This database only collect S
specific product information on the first tw o
subst ances i npl enmented -- or inplicated.

So we have the opportunity to analyze tes t
data both with concomtants an d w thout concomtants,
depending on whether we're looking to see the broa d

uni verse of exposures or to home in on the specifi C
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toxic mani festations of a particul ar conpound.

Tabl e 6 shows that 85-86 perce nt of cases
are unintentional, but nost adult deaths, 79 percent
of adult deaths, are intentional. You can see th e
distribution of reasons for th e exposure, and 123, 000
cases in this database are therapeutic errors, which
is what we'll focus in on today.

the test definition of a therapeutic erro r
is slightly different fromthe definition the FDAis
usi ng. VW consider a therapeutic error a n
uni nt ent i onal deviation from a proper therapeuti c
reginen that results in either the wong dose, I n
incorrect route of admnistration, admnistration to
the wong person, or admnistration of the won ¢
subst ance.

Drug interactions resul ting fro m
unintentional admnistration of drugs or foods which
are known to interact are also included in thi S
database as therapeutic errors. There were a n
addi tional 32,000 adverse reac tions to drugs reported
her e.

Table 9 fromthe annual report shows the
route of exposure. Miltiple routes can be coded for
a given case, and nost exposures are ingestions.

Tabl e 10 shows t he nanagenent site. Most
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exposure, about 74 percent of these cases. Th

hi ghest level of care rendered to a patient is coded

her e.

So, for exanple, a patient seen in

heal th care facility goes in through the energenc
then transferred to

departnent, admtted to the I,

a nedi cal floor, and then to the site facility, i

coded as receiving critical ca re.

| evel of care

Medi cal outcone is shown in Ta ble 11.
is the variations in the distribution of nedia
outcone fromproduct to product that are really key t

our efforts to identify hazards. V¢ have tw

dif ferent kinds of nedical outcones. There ar

definitive outcones such as no effect, mnor effect,

noderate effect, major effect, and death.

Then there are nondefinitive outcome
where the patient was not followed, either
exposure was so nontoxi ¢ that
the call felt that

no followup was required o

because mninal toxic nmanifestations were expect ed.
There are also a snall er nunber of cases
that are not followed that are

these routinely are patients who refused follow up
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refused to give a phone nunber, so foll owup wasn' t
possible, and a snall nunber of cases coded a s
unrelated outconmes as well where the synptons wer e
deened related to sonething pr eexisting or sone other
cause.

Now so that you can follow the rest o f
this discussion, we need to define the terns m nor :
nmoderate and najor effects. The mnor effects ar e
mninal ly bothersonme. They generally resolve rapidly
They leave no residual, and require mninal treatnent

At the other extreme, we have the magjo r
effects. These are life threa tening or have residual
di sability. Exanpl es woul d be repeated seizures o r
st at us, respiratory conpromse that require s
intubation, ventricular tachycardia that's acconpanie d
by hypertension, cardiac or respiratory arrest :
esophageal stricture or D C

The category in the mddl e, the noderate
outcomes, are those that are nore systemc than th e
mnor effects but are not life threatening or show ng
any residual nanifestations that are persistent
Exanpl es here woul d be corneal abrasions or acid base
di sturbances, high fever, disorientation, hypertensio n
that's rapidly responsive tot reatnent or an isol ated

sei zure
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Table 13 shows that we also capture th e
durati on of clinical effects for each case that' S
coded as mnor, noderate or najor, and in Table 1 5
we'll see a focus on the tox-related interventions
V¢ only capture sone therapies that are used, and the y
tend to focus nore on antidotes or things that ar e

specific to toxicol ogy.

=}

I f you turn the page to page 460 now o
Table 21, and then | ook down to -- You are here nowi n
the mddle of a sunmmary of all the fatal exposure s
that were reported to this database. Just as a n

exanpl e, I'm going to take you through a

=}

acet am nophen therapeutic error so that you can se e
how to use this infornation.

It's case Nunber 180 on page 460. Thisi s
an 1l-year-old patient who dosed herself wt h
acet am nophen excessively for an ankle sprain, using
nore than 300 ng per kilogram over 24 hours. In this
tabl e, you can get the route of exposure, the reason
and, if available, the highest blood level that wa s
reported in the individual case.

If you turn to page 495, you can see a n
abstract of the case. Now this conpendium does no t
have abstracts for every singl e case that's listed in

every single fatality reported. W only abstracte d
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about 8-10 percent of the deaths. However, on pag e
495 at case MNunber 180, you can see the entir e
hospital course of this patient and get the idea o f
how this therapeutic error actually occurred.

Go back to page 485. Here we have a
listing of all of the pharmaceutical categories with
the nunber of exposures, the age distribution, th e
reason distribution, the wuse of health car e
facilities, and the outcone, where it's definitive.

Forty-two percent of this databas e
i nvol ves pharnaceuticals. |If you | ook at the bottom

of page 495, you'll -- sorry, 485 -- you'll see fo

-

acet am nophen-only products, you can see for, say |,
pediatric fornmulations that in 1996 there were 34, 729
cases reported in this database.

Then you can see the breakdown int o
children by age, the reasons f or exposure, the health

care facility utilization, and the outcomes for this

case.

W've also listed acetamnophen i n

conbination wth other substances, in aspiri n

products, both alone as single ingredient and i n
conbi nation w th other substances.

If you go further down in the table |,

you' Il see the sane data for ibuprofen. | buprofe n
SA G CORP.
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here is separated into OTC Rx or unknown. |[If OIC or
Rx, these data are inaccurate for ibuprofen. You need
to lump them altogether. The OIC versus R X
designation is such a noving t arget, our database has
not been able to keep up with it.

Now i f you turn nowto this bl ue handout,
there's two points | want to m ake in here. The first
one is on page 9, the top table, Table 3. It show s
you a distribution of synptons , and in this case it's
for cal ciumchannel bl ockers, but the point here was
to show that there are about 120 different clinica |
mani festations captured in thi s database, and you can
characterize and profile an individual drug.

So, for exanple, you could conpare th e

—+

cal cium channel bl ockers or the anal gesics, and ge
the synptom distribution, either by brand or b vy
product category.

If you turn to Table 12 on page 14, you'l I
see that each case is actually listed in an outcom e
log. Wth the case, the clini cal effects are listed,
and they're coded, and the coding is -- As you look o n
this page, you'll see that for this exposure a C7,1 - -
(9,1, and this is our conpact way of coding.

C7, which is hypotension, and the conma, 1

neans that the person who hand |ed the call thought it
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was rel ated to the exposure. C9, tachycardia, age 3,
i ncreased bilirubin, etcetera. So you can go through
and get all of the clinical na nifestations associated
wi th an individual case.

Now i n the test database quality control
occurs at many levels. Ve have audits both nationall vy
and locally within the center. W have rejection of
cases with errors and total cases corrected an d
resubmtted.

VW have required mninumquality factors
for each poison center that su bmts data, and we have
a review of each fatality in this database by thre e
medical toxicologists before it is deemed to b e
related to the substance that was inplicated;, bu t
despi te our rather persistent efforts, we do offer an
unconditional guaranty with this data that the dat a
are not perfect.

Test data have been used to support a
nunber of regulatory actions. They were used t o]
support the change in labeling and packagi ng of iron.
They' ve been used in applications for OTC swtches for

the NCH the H2 bl ockers and nicoti ne pat ches.

CPSC uses these data to require chil d
resi st ant cl osures on di bucai ne, | i docai ne
acetylnitrol contai ning products, and ethano |
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nmout hwashes, and EPA uses them when they re-register
or cancel the registration of pesticides.

Now let's use test data to hel p determne
whet her pediatric anal gesic/antipyretics should b e
| abeled for children under the age of two. If w e
could turn to the first overhead, please.

This shows the nunber of exposures t o
acet am nophen, ibuprofen, and aspirin. The nunber of
exposures roughly parallels the market share o r
availability in the home and, therefore, th e
accessibility to achild under the age of six. Sothe
| arge nunber of acetam nophen exposures would hav e
been predicted based on - because it reflect S
acet am nophen' s greater market share.

Now |'ve put cough and cold nmedications u p
here, just as a conparison category, and |'ve sub -
selected this set of cough and col d nedications that
do not contain anal gesics/anti pyretics. So these are
just antihi stam nes, decongestants, and antitussives
that are not formulated with a cetam nophen or aspirin
or i buprof en.

The next row gives you the nunber o f
therapeutic errors with each of these conpounds. That
is followed by the percentage of all of the exposures

that are therapeutic errors. So you can see tha t

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

rat e of about 14 percent for acetam nophen, 8.

percent for ibuprofen, and 2.6 percent for aspirin.
Aspirin data, | think, are somewha

erroneous here. You really have to throw out thi

therapeutic error rate, as nost of the low dos

products are actually in use by adults. So it's har

to make as a conparability issue.

|'ve taken al so the therapeutic errors an
conpared them as a ratio with the pediatric dos
equivalents in mllions sold in 1996, and you'll see
that for acetamnophen it's 1.7, and for ibuprofe
1. 05.

There were a total of nine therapeuti

errors in the '96 database related to acetam nophen o

53

i buprofen. Again, all this da tais in children under

the age of six. Nne of these therapeutic errors wt
a noderate outcone, three of the therapeutic error
had a major outconme. These were all acetam nophe

t herapeutic errors.

The first is a 12-nonth-ol d who ingested

an unknown formul ation in repeated exposures over 8-2

hours, had transam nases over 1,000, a prol onged PT,

was treated wwth IVNACiIin an intensive care setting,

did not receive a transplant.

The second one, a 16-nonth-ol d i ngested -
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Sorry, we don't know the route of exposure, whethe r

this was an ingestion or a rectal use of acet am nophe

=}

supposi tories, but we do knowthey were adult strengt h
suppositories; ended up with transam nases over 1,000
a prol onged PT, abdom nal pain, was given Pionac and
Vitamn K and no transplant. Now this is all fro m
t he dat abase. There aren't the full abstracts o f
t hese cases. So there's Ilimted informatio n
avai | abl e.

The final najor effect was a 1 7-nonth-old
with a chronic ingestion over nore than three nonths,
had sone LFT abnormality that was not a transam nase
abnormality, was not specified, was evaluated in a n
enmergency departnent only, and did not receiv e
treatnent in the energency departnent. So it S
uncl ear whether this is coded as a major effect
because the probl emwas persistent over nmany nonths.

Ckay . If you go to the next overhead

pl ease, this is a graph showi ng the percent of al I

therapeutic errors occurring i n children under six by
age. You can see this clear downward trend fo r
acet am nophen, for aspirin -- sorry, fo r

acet am nophen, for ibuprofen, and for the cough an d
cold nedications, the therapeutic errors occur nor e

frequently in children under the age of two.
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So we're looking by age at the percentage

of therapeutic errors that occur in children under the

age of six, that occurred at that particular ag
group. This is a pretty dramatic denonstration that
the ngjority of these therapeutic errors are occurrin
in young children.

Now a couple of points deserve nentio
here. The first regards the shape of th
acet am nophen curve conpared to the ibuprofen curve.
You'll notice that they are relatively different i
the under one-year-olds. This is the blue curv

conpared to the green curve.

| believe that this reflects the fact tha

acetamnophen in 1996 had 99 percent of the drop

market , and since it's the drops that are prinaril

e

—+

used in very young children, there's a nor e pronounce d

el evation of the acetam nophen curve in the under one

year-ol d age group.

Now if you recall also the prior tabl

that showed that there was a h igher therapeutic error

rate wth acetam nophen, although acetam nophe
appeared to have a higher therapeutic error rate, thi
likely reflects the fact that therapeutic errors occu
with greater frequency in children under the age o

two, and acet am nophen has di sproportionately higher
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usage in this age range.

—+

Now sone of you nay be wondering why | pu
Chil dren's Advil on top of these otherw se generi C
cat egori es. | selected the data because in 1996 i t
was not available in a drops formulation, and I wa s
trying to answer the question whether this proble m
that we're seeing here clearly in children under the
age of two was related to the drops fornulation or wa s
related to the absence of |abeling.

Since Children's Advil follows virtually
t he sane pattern as t he ot her pediatri ¢
anal gesic/antipyretic exposures, these data sugges t
that the drop formulation is not the major factor in
the increased nunber of therapeutic errors in ver y
young chi | dren.

That | eaves us with sort of an  absence of
ot her apparent factors, and the finger appears to be
left pointing at the absence of dose information o n
the package label as a likely major cause of th e
increased rate of therapeutic errors in young kids and
ki ds under the age of two.

Now why is the cough and cold graph there ?
It's interesting to speculate that the flattening of
the cough and cold curve nay reflect the absence o f

| abeling information on many of these products fo r

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

57
children under the age of six, rather than under the
age of two.

Let's focus on the major and noderat e
outcomes in cases wth therape utic errors, and see if
there's an age pattern in cases wth significan t
outcomes as well. First, let's ook at Tylenol drops ,
infants' Tyl enol drops.

kay. Let's narrow the database down. W e
start wth 282,000 exposures in children -- l'msorry,
in all ages to acetamnophen, single ingredien t
products over a four-year peri od. That gets narrowed
down to children under the age of six with 153,00 O
exposur es, Children's Tyl enol products 82,000
Infants' Tylenol drops at 26, 000 exposures. Twenty of
those had noderate or nmajor outconmes, and nine o f
those noderate and naj or outcones were therapeuti C
errors. There were no fatalities with the Infants
Tyl enol drops in 1996.

The next slide, the next overhead, |ooks
specifically at these nine therapeutic errors. Th e
first thing that is evident is that, of the nin e
cases, eight of themare under the age of two, which
on the one hand mght point to a labeling problem bu t
on the other hand, is really no surprise at all :

because they ask the age in which drops are used.
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Renmenber that it is the age that drops ar e
used, but it's also the age wh ere there are no dosing
instructions on the label. So the parent has to gues s
at the dose or recollect the health professional’ S
advi ce without any way to check the label to confirm
it.

Now | ooki ng at the next overhead, at all
acetam nophen formulations instead of just drops w e
see 23 therapeutic errors in children that ha d
noderate outcomes, mnajor outcones or deaths; and o f
these, 11 we know involved pediatric fornulation s
excl usi vel y.

G the 23 therapeutic errors wt h
significant outcomes, 70 percent of themoccurred in
childr en under the age of two, again pointing to a
probl emwi th | abel i ng.

The two deaths include a case in which th e
nom treated her child w th acetam nophen infant drops :
ran out of them switched to chewables, and finall y
crushed adult strength acetam nophen in the child S
formula, and a second case of a three-year-old treate d
with extra strength acetam nophen tabl ets.

Now as you struggle to identify a lonwe r

[imt for labeling -- in other words, howlowto g o
with a new label -- | just want to be sure you'r e
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aware of the data in the next overhead.

These data with acetam nophen by nont h
show that the therapeutic error problemagoes all the
way down at pretty nuch the sanme rate to the two -
nmonth-old point before it starts to drop off. So I
think this is a significant issue. W can't get rid
of this probl emunl ess we have | abel i ng t hat goes dow n
into the age where the therapeutic errors ar e
occurring.

Now i n Novenber of 1991 the FD A requested
data fromthe American Association of Poison Contro
Centers on the role of dispensing cups and |iqui d
nmedi cation dosing errors. AAPCC conducted an ei ght -
day study in 16 U S poison centers, gathering data o n
34 therapeutic errors involving di spensing cups.

Based on the population served by th e
participating poison centers, it was estimated tha t
nmore than 7,000 di spensing cup rel ated dosing errors
are reported to U S. poison centers each year

Cough and cold pr epar at i ons wer e
inplicated in 65 percent, acet amnophen elixirs in 18
per cent, and three major errors were detected ,
i ncl udi ng teaspoon/tabl espoon confusi on when readi ng
the label on the cup, which oc curred in 47 percent of

cases; the assunption that the dispensing cup was the
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unit of measure, which occurred in 18 percent o f
cases; and the assunption that the full di spensing cu p
was the actual dose, which occurred in another 1 2
percent of cases.

Al three of these errors are likel vy
fueled by the difficulty reading or even noticing that
there are markings on the cup. As you consider novin ¢
to a dosing dispenser, | nust urge FDA to requir e
contrasting, easily read labeling on the dosin ¢
dispenser so that the dosing dispenser does no t
contribute to, rather than decrease, the nunbers o f
dosing errors.

Take a standard dosing cup wit h raised or
inprinted lines. F Il the cup wthaliquid, and try
to see the gradations on their | abel s. The presence
of obvious gradations on the dispenser may al so hel p
di spel the notion that the ent ire dispenserful is the
correct dose.

Now as a Mm 1'd like to nmnake a
conclusion here. The failure to provide dosin g
instructions for children under the age of two doe s
not force the parent to call the pediatrician
Because of diurnal variations in tenperature, childre n
usually don't spike during office hours, and if they

did, their working parents would not notice or begin
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to evaluate the fever until after hours anyway.

The eveni ng, ni ght and weeken d
availability of pediatricians in the US is at best
del ayed, and failure to provide a dose does littl e
nore than force the parent to guess what th e
appropriate dose shoul d be.

Thank you.

CHAI RVAN D AGCSTI NO Thank you. A e
there questions fromthe table?

DR. LOVELL: Could we go back to tha t
graph that you showed -- Could we go back to you r
graph where you showed the rate of or percentage o f
therapeutic errors by age, and could you agai n
descri be how you used the coug h and col d preparations
and the difference in the curv e, and how that inforns
us about these other products? That | eft me confused .

DR LITONTZ Let ne -- It was the secon d
over head, pl ease.

Let me begin by saying that these data ar e
really suggestive. This is not data that's going to
prove anything, but it was int eresting to ne that the
acet am nophen and i buprofen cu rves really came down a
whol e ot faster than the cough and col d curve.

The cough and cold curve appears to b e

much flatter over this entire range. It is m vy
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observation, the nmajority of the products that wer
included in this have no |abeling below the age o
six, and so that, if the problemis attributable t
absence of |abeling, you would expect to see a nor
prol onged or flatter cough and cold curve and a nore
rapi d decline in the acetam nophen/i buprof en curves,
because at the age of two you start to have adequate
| abeling for the parent to confirmthe dose.

DR SILVERVAN Simlar, along the sam
lines: Wen | was |ooking at your data, you seened t
inply that a lot of the errors were the use of adult
formulations in young children rather than th

recomrendati on on a child dosing schedul e.

62

e

(0]

So to have formul ati on under two on infan t

drops wouldn't do very -- woul d not be very useful, i

f

you gave a table, and the exanple given was the perso n

who ran out of the drops. Wuldn't a goo

d

recommendati on, therefore, be not for use in children

on the adult formulations? To ne, would seemto cut

down a significant nunber of t he overdose, especially

the significant ones.

DR LITONTZ | think that that certainl

y

is as a second issue. Nowwhe n we did -- The exanpl e

with the 11-year-old is just an isolated case in our

fatality reports. | don't hav e any nunerical data to
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show whether that's a common problem but the on e

table that did have acetam nophen versus pediatri C
formulations -- Renenber that in the pediatri ¢
formulation category -- |I'm sorry, adult versu s

pediatric formul ati ons.

In the pediatric category we have onl vy
that which we know to be pediatric. In the othe r
categories everything else is either unknow n
formulation or adult formulation; but, vyes, ther e
clearly is a msuse of adult preparations fo r
children.

CHAl RVAN D AGCSTI NO G her comments ?
Yes?

DR TONG Dr. Litovitz, wll you clarify
again for ne what you said fromage one to two w't h
regards to the ibuprofen drops? What was you r
suggestion, that this was on an upswing instead o f
foll owi ng what we've seen here w th acetam nophen?

DR LITON TZ The difference here i s
predomnantly -- You'll notice that the acetam nophen
and the ibuprofen graphs have a different shape
Ckay? Wen | look at that, | say, well, it’ S

basically because of the starting point, the under

one-year-ol ds, and 99 percent of the dosing in under-

one-year-olds in 1996 was acetam nophen. It wasn' t
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i bupr of en.

So because you can't have a therapeuti c
error wthout use, | think the higher usage rate with
acetamnophen is related to the higher therapeuti ¢
error rated.

DR TONG So | thought you ha d said that
there was labeling wth the ib wuprofen product, and ny
t hought was maybe the |abeling did have an i npact
But it's not the case?

DR LITONTZ No. | wasn't tryingt o
inply that there was a difference in labeling. No.

DR. SILVERMAN (ne nore question. Yo u
seemto inply at the end that the inability to obtain
medi cal guidance in the evenin g or on the weekends --
Does your database allow tine, and did you look a t

that, like were a lot of the errors in the evening S

=

and on weekends, which was the inplication of you
| ast statenent?

DR LITOANTZ Actually, ny last statemen t
was prefaced as a Momis opinion. Ckay? M database
does allowtinme, but it isthe tinme of the call toth e
poi son center. So it's the tinme that the paren t
recognizes the error, not the tine that the chil d
starts having a problem

| did not |ook at that. It would be a n
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interesting issue to pursue.

CHAI RVAN D AGCSTI NO  Yes?

DR LOVELL: 1'd like to conment on a n
apparent di screpancy between your database and the SR S
dat abase for i buprofen.

You report here the data 23,00 O
unintentional ingestions with ibuprofen and like 8,00 O
intentional. | think the SRS database woul d suggest

that -- this is in children -- that with ibuprofe

=}

that the large magjority of themare intentional

So | was wondering if you could comment 0 n
t he di screpanci es between the two dat abases.

DR LI TON TZ: Vell, first of all, w e
consider -- W classify therapeutic errors in th e
uni ntentional category. Secondly, the intentional S
that you see there are not limted to children. Ther e
are of all coners, if you re reading off the annua
report. Soit's broken down into unintentional versu s
intentional .

The nmajority of those intentiona |
exposures are teen and adult exposures.

DR LOVELL: So your definitio ns somewhat
preclude the distinctions that were nade by the SR S
gr oup, because you would include a parenta |

therapeutic dosing error and a kid' s accidenta |
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i ngestion --

DR LITOV TZ No, we don't -- The proble m
is that what you're looking at there is data that' S
only divided into unintentional or intentional o r
other adverse reaction. What we separate ar e
unintentionals into those where the kids are grazing
through the house versus those where it's a
therapeutic error or environne ntal cases or bites and
stings or food poi soning, etcetera.

So we have a | ot of subcategor izations of
uni ntentional . What you saw -- The nunbers you sa w
here were the actual therapeut ic errors separated out
from other exposures. In the under six-year-olds :
virtually all of those were unintentional exposures.

So the very first slide that | showed you
for 1buprofen, for exanple, in 1996 had 23,00 O
exposures in children to ibupr ofen. Virtually all of
those are unintentional, and another 2,000 -- a subse't
of those, 2,000 of those, are therapeutic errors.

CHAl RVAN D AGOSTI NO Yes?

DR KCOA-KIMBLE: (Could you go over again
the major toxicities related to acetam nophen? Wre
those related to the drop -- | nmean, the Kkid S
fornmulations or were they adult formulations?

DR LITOV TZ W know that, of th e
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therapeutic errors -- Wiy don't we put that overhead
back up?

Looking at these data, we have 2 3
significant therapeutic errors from acetam nophen, 11
of which we know to be pediatr ic fornmulations. Ckay?
Sone of the others mght be pediatric fornulations :
but 11 we definitively know are pediatric formul ation S
excl usi vel y.

| mean, for exanple, one of those deaths
under the all-fornulations involved a pediatric a s
well as an adult conmpound. So it was a mxture. So
roughly half of the problem we know -- th e
significant outconmes, we know, is pediatric, an d
roughly half of the significant outcones probably or
m ght have invol ved adult preparations as well.

CHAI RVAN D AGCSTI NO  Yes, Ceorge?

DR BLEWTT: Wat was the age breakdown
then of those under 11? How nmany of those were, for
i nstance, under two-year-old, under one -- of the 117

DR LI TON TZ: Ckay. The slide righ t

before that shows that eight of the nine patients wer e

under the age of 11 -- under the age of two.
DR BLEWTT: Yes, that's what | thought.
DR LITONTZ e two-year-old an d

everybody el se i s under two.
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CHAI RVAN D AGCSTI NO Do you have a

further comment, George, on that?

DR BLEWTT: No.

CHAI RVAN D AGCSTI NO Are there othe r
comments or questions fromthe table?

DR BLEWTT: Could you put th e last item
on?

DR LITOMTZ  Now, actually, there ar e
two cases mssing here. There are two cases m ssing
her e. This is all therapeutic errors fro m
acet am nophen. The ot her one is Tyl enol drops. Ther e
are two other children, and they are both two-year -
olds, that are mssing on that prior table.

So, actually, out of the 11, you' ve go t
three two-year-olds and everybody el se is under two.

DR BLEWTT: Cnh, okay. Do you have i t
for the suspension?

DR LITONTZ | don't.

DR BLEWTT: The next slide says drops.

DR LITONTZ Rght.

DR BLEWTT: This says pediatri c
formulations. Then the next s |ide says infant drops.

DR. LITOMTZ R ght, and the other tw o
cases, | honestly don't know whether they wer e

chewabl es or elixirs.
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DR BLEWTT: Ckay. | was jus t trying to
reconcil e the nunbers. Thank you.

CHAl RVAN D AGCSTI NO There's a lot o f
uncertainty, obviously, in the breakdowmn of th e
numbers. Any other comments? There's one fromth e
fl oor who keeps raising his hand. So I'll recognize
him Could you speak into the m ke?

DR RCBAT How wel |l --

CHAl RVAN D AGOSTINO I dentify yoursel f,
pl ease.

DR ROBA Franz Rosa. How well do yo wu
pick up hepatic -- mor hepatic reactions t o]
acetamnophen in that these don't develop unti |
several days after the acetam nophen is started?

DR LITONTZ Wll, you know, obvi ousl vy,
we don't pick themup unless the health professional
pi cks themup and nmakes the |link to acetam nophen or
calls us with a hepatotoxic ca se to ask if there is a
toxin that mght have caused it.

If we get a case prinmarily of a n
acet am nophen exposure that's called to us from hone
that's an overdose or a therapeutic error or a n
accidental ingestion, then we do follow those case s
until at least the 48-72 hour poi nt when we know t hat

their LFTs are nornmal, unless the dose ingested wa s
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| ess than 150ng per kil ogram

So poison centers are relative |y rigorous
in their followup of acetam nophen exposure cases
W do capture a relatively large percentage o f
pedi atric severe outconmes and pediatric deaths.

The test database has a great deal o f
difficulty and can be faulted for not capturing adult
suicidal or even accidental ov erdoses that are severe
or fatal with the rigor that i t does in the pediatric
setting.

CHAIRVAN D AGCSTING  Franz is fromth e
FDA. Eric, do you have a comment?

DR BRASS. Yes. Listening to your data
and that of the FDA oneis le ft with questions as to
the capture rate of the true i ncidents of these types
of disorders, and one of the potentially beneficia |
side effects of nanaged care h as been the devel oprnent
of huge information systens that track for all th e
maj or health systens every patient through the system
Every hospitalization nowis on conputer.

Have you ever -- Has there ever been a n

attenpt, to anybody's know edge, to try to cross
val idate any of the spontaneous reporting systens wt h
what is known now to occur in nmajor health systens?

So, for exanple, one could determ ne how
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many hospitalizations occurred in California fo r
overdoses. Then one could ask how many of those were
actual |y reported to a poison control center to se e
whether or not you're capturing ten percent, 9 O
percent of the overdoses through this type of - -
serious overdoses through this type of system

DR LITONITZ |I'mnot aware of any o f
that having been done with managed care databases
There has been sone validation wth fatalit vy
databases, and that's where we clearly see th e
di fference between the reporting of adult fatalities
and pediatric fatalities to the test system

DR BRASS What are those kind o f
nunbers? Wat percentage of d eaths that are coded on
death certificates as overdoses had previously bee n
reported to poi son control centers?

DR LITON TZ In the adult setting |,
because you have the pre-hospital arrests and you hav e
the DQOA patients, you're running under 25 percent of
the fatalities that are actually -- are bei ng capture d
by poi son centers, varying from region to region |,
depending on the liaisons that the health facilities
in the regions have with their poi son control center.

The pediatric fatalities -- W actuall vy

report a conparable total nunber of pediatri C
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and nedi cal exam ner databases. Interestingly, they
are not identical cases. So --

CHAI RVAN D AGCSTI NO Ted?

72

DR. TONG I'd like to take thi s
opportunity to maybe editorialize on two things. Last
nmonth this coomttee sat and discussed the issue o f
whet her to | eave poison control centers on | abel s of
over-the-counter nedicines, and | think there's a

conpel ling reason to keep pois on centers nentioned in

the labels for over-the-counter nedicines. You ca
see the data that's collected. 1It's voluntary, an
it's really self-regulated, and | think, you know
presents a good picture, not t he entire picture, as |
think Dr. Brass was getting at.

The other thing is | know we're talkin
about anal gesics and antipyretics at this point, but
in your data 71,000 cases involving colds and coug
preparations involving children younger than six year
of age in which there were ten deaths and 131 najo
out cones or conplications.

That mght be an issue for a futur
discussion in terns of, again, information an
| abel i ng, because certainly that's over ten percent o

your total nunbers of cases reported.
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DR LITONTZ And also the da ta suggests
that the therapeutic error rate with cough and col d
nmedi cations is roughly twice that with the anal gesics

CHAl RVAN D AGCSTI NO Are there othe r
cooments? This is agood time for a break. Wy don' t
we cone back at 10: 15.

Dr. Berlin, thereis aplacea t the table
for you.

(Wher eupon, the foregoing natt er went off
the record at 9:58 a.m and went back on the record a t
10: 15 a. m)

CHAI RVAN D AGCSTINO  Dr. Cheston Berlin

IS now going to speak to us.

DR. BERLIN Good nmorning. |'m Chesto n
Berl in. I'm University professor of pediatrics a t
Penn State University College of Medicine. [''m a

=

practicing pediatrician at the Penn State Quysenge
Health System and | recently concluded a tour of 11
years on the Commttee on Drugs, the last four o f
which | served as Chair person.

| amnot here in an official capacity of
the Anerican Acadeny of Pediatrics, but I would Iike
to present to you a distillati on of the thoughts that
we've had over the past four years on a nunber o f

| abel i ng i ssues, and particularly the one that we're
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di scussi ng t oday.

The first statement | want to nake is tha t
we are a fever phobic country, and this explains the
intense interest we have -- This explains Dr
Litovitz's fantastic database of the reports an d
explains the | arge nunber of unfortunate events that
we have associated with antipyretics.

There's only one reason to us e
antipyretics in children, and that is to nake th e
child nore confortable, and even the data on that is
somewhat equivocal in sone of the areas used t o
nmeasure confort.

The toxicity that we've heard about this
nmorning is alnost exclusively in children who hav e
received these for fever and not have received the m
for pain. I want to nake sure that that is a n

i nport ant issue. I think this is because feve

=

inparts a difference to the ph ysiology which may make
the patient nore at risk for toxicity of the conpound .

For at least the last ten years, it isno w
established practice in pediat rics to give one or the
ot her of these conpounds, acet am nophen or i buprofen,
to children down to age two nmo nths on a regul ar basis
because of the adm nistration of i mrunizations.

There is a large nunber of paper s
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attesting to the efficacy of this. Unfortunately
nost of those papers are unassociated wt h
pharmacoki netic data, but at least there is som e
pharmacodynam c data and sone safety and toxicit vy
dat a.

So thisis nowthe reality. W e are using
these in children down to two nonths, and we thin k
that appropriate, clearly labe |ed products wll be of
really great benefit.

V¢ continue to be somewhat nys tified, and
| think that our industry colleagues will help clear
this up in their presentation, of why there has to be
so many different formulations of these conpounds :
especi ally two different kinds of liquids. | thin k
that this is a significant problem and if we coul d
have just sinply one liquid with one concentration :
t hi ngs woul d be nmuch better.

| have | ong advocated doing aw ay with the
term t easpoon. There is a 100 percent error i n
fl atware and cooki ng teaspoons, and parents wll use
this, and many of the |abels on the products we ar e
tal king about today, although they want you to us e
their calibrated neasuring item they still use th e
t er m t easpoon.

So parents grab whatever teaspoon they ca n
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find. It may be a tablespoon, and there ar e

surpri singly a large nunber of people who really d o

not know the difference between a teaspoon and a
t abl espoon.

The labeling is very unclear. | spend a
ot of interesting tine in pharnacies. I've bee n

questi oned a few times by pharnmacists of what | a m
doing there, but | like to read |abels, because I
learn a lot; and they are occasionally quite opaque.

For exanple -- and | want to nake a
speci al point about suppositories -- there are three
different dosage forns of suppositories that | could
find. Qe of themis a 325ny  suppository for ages 6-
12, and it says one suppository every four to si X
hours. That would be a maxi num of four a day, bu t
then it's followed by the stat enent, "Do not use nore
than eight in 24 hours."

Sane | abeling for a 80nmg infan t
suppository for three to 11 nonths, one suppositor vy
every six hours, do not use nore than six in 24 hours
So you can appreci ate the kind of confusion that mgh t
exi st.

| still have patients that ref er to these
products as liquid aspirin, an d | was relieved to see

that the nunber of reports of untoward events fro m
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aspirin remains very, very low , and we have to try to
do what we can to dispel this notion that this is a
formof aspirin.

Finally, 1 want to al so nmake a pl ea that
we pay attention to a possible difficulty wit h
prescription drugs that mght be used for antipyresis
but nore likely are going to be used for pain control
bei ng switched fromprescription to over-the-counter

status wthout necessary pediatric labeling o

=

pediatric formul ati on.

| think I just have -- Can sonebody turn
the projector on for ne, please. | just have thre e
slides | want to show you to illustrate the thing s

that | amtal king about. Thank you.

| think we have sone actual pa ckages here
with us today, but you can see how clustered an d
crowded this labeling is for nost of our patients
80ng per 0.8mM. I|I'mnot quite sure why we have that.
why don't we have 100ng per 1m, and here is th e
di fference between the |abelin g between the drops and
the |iquid.

The only -- You look at this g uickly, and
you can appreciate that people think this is the same
as this. Liquid and drops are really the sane, an d

it's here al so, of course, som ewhat nore difficult to
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deci pher and to translate. Th e concentration of this
is 150ng per 5m.

So we have here one, two, thre e different
dosage forns between these two products. The sam e
situation wth regard to this particular form o f
i buprofen, 50my per 1.25, which is defined as a
dropperful, and here is the suspension. Ilt's no t
entirely clear why this suspension is different than
this suspension, but yet you can see this says 100ny
per 5m, where this, of course, would be 200.

So here we have the sane words on a
product, but very different concentrations.

Finally, a comrent about |abeling i

=}

general, which continues to be confusing. This a d
just appeared this year, and it says that they cleare d
up the labeling, and it's not quite clear to us wh y
this was done this way, to begin wth.

This dosage discrepancy between tw o
different forns of Benadryl was brought to m vy
attention by one of ny patient s. | don't think there
was any professional notification that the new dye -
free fornmula was going to have less, but | was tol d
initially oninquiry that the reason for this was an
issue of solubility, and they had to nmake it one-half

of the previous one, and yet n ow |l find that suddenly
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the solubility problem has been solved, and we no w
have 12.5 for both forns, which is good news i ndeed.

So I'm hoping that we can get som e
uniformty of labeling, both in terns of th e
concentration of the suspension and in terns of th e
information that's on the |abel.

| continue to nake a plea for putting on
labels in a promnent position that they may hav e
other ingredients inthem Thereis a brand nane sor e
throat fornmula out there that does not have on th e
front panel that it contains acetam nophen.

So that, i f a child 1is gettin g
acet am nophen for fever and this for sore throat pain,
this childis getting a double dose of acetam nophen,
and |'ve calculated out for an average four-year-old
that the girl would be getting between 35-40ng pe r
kil o of acetam nophen.

So that's the other area of la beling that
we need to have sone clarity on.

That concl udes ny presentation.

CHAI RVAN D AGCSTI NO Thank you, Dr
Berlin. Are there questions? Comrents?

If there aren't any, then et nme thank yo u
once again for that presentation, and nove on to the

next itemon the agenda, which is the Nonprescription
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Drug Manufacturers Association . Dr. Bill Soller wll
begin t he discussion, then will, | guess -- Bill :
you're going to nove from one speaker to the nex t
w t hin your agenda?

|' ve been asked also to deviate formm vy
usual practice of holding them to the anount of time.
Actual Iy, we've built up sone time now with Dr
Berlin, but there's sone issues which we may want to
go back to from this nmorning, also wthin thi S
presentation, and it would be a good opportunity for
us.

DR SALER Thank you. Can y ou hear ne?
I's this mcrophone on?

CHAl RVAN D AGCSTINO  Is it on?

DR SALER Can you hear nme now? | think
it's on. At least | can hear ne echo.

Good norning, M. Chairnan, nenbers of th e
commttee. M/ nane is Dr. Bill soller. I'mSenio r
Vice President and D rector of Sci ence and Technol ogy
for t he Nonpr escri pti on Drug Manuf acturer s
Associ ation, NDVA W are a 116-year-old trad e
organi zation representing the manufacturers an d
di stributors of nonprescription nedicines.

As conpanies, by sales our nenber s

represent over 95 percent of the over-the-counte r

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

81

mar ket pl ace, and we have commented on virtually al I
aspects of the OlCreview In fact, we were here in,

I guess, ' 95, VW& were presenting to th e
Nonprescription Drug Advisory Coonmttee, and | think

t here were seven nenbers that are not here today. $So

there's been turnover in the coomttee.

Dr. D Agosti no, iIf we could tak e
clarifying questions as we go through and, if we have
substantial questions, we have tinme at the end fo r
QA

CHAI RVAN D AGCSTI NO Fi ne. | thin Kk
that's a good approach.

DR SOLER Today's discussion is a
subject that is not a subject of a supplenmental NDA,
is not a subject of a nonograph anendnent. Th e
schedul i ng on NDAC s schedul e was unexpected for us.

W've had a matter of weeks to prepare
but we think we've put together sone usefu |
informati on which you can use in your deliberations o n
this particular issue. VW have a handout that we hav e
given to you, and it's a blue handout, and we'll b e
wal ki ng through this sequentially.

If | could have the next slide.

Wth me, presenting today is Dr. Sanue |

Lesko, Senior Epidemol ogist, S one Epidemology Unit
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Boston University; Dr. Tony Tenple, Executive Drecto r
of Medical Affairs, MNeil Consuner Products; and in
addition, as part of -- to help with the discussion,
we have several other experts with us, including Dr.
Ral ph Kauf fnan, Professor of P ediatrics Pharnacol ogy,
University of Mssouri; Dr. R chard Wisnan, D rector
of Florida Poison Gontrol Information Center, Researc h
Associate Professor of Pediatrics, University o f
Mam ; and Dr. Wayne Snodgrass, Professor o f
Pediatrics and Pharm Tox, Univ ersity of Texas Medi cal
Branch, Gal veston.

Qur remarks are in five parts. 1'll star t
with sone introductory remarks, and then we will get
into a discussion of the lower age limt, rational e
for the liquid and infant drops formulations, ou r
recommendati ons on pediatric |abeling, and packagi ng
and then a summary.

By way of overview, this is followup to

the January '95 NDAC neeting. Pediatric dosin g

o

schedul es for anal gesic/antipyretics and cough/ col
preparations were |ooked at at that time, particularl y
the reconciliation of the finely divided age break S
for the anal gesic/antipyretics and the age break a t
age six for the cough/col d.

At the end of the day -- | think it wa s
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the last question -- in |ooking at what the mninu m
age should be, the answer fromthe panel was on a cas e
by case basis. As we've |looked at the conparativ e
material that was given to you , we understand that we
are really looking at the antipyretic liqui d
fornmul ati ons issue.

W're focusing on acetamnophen an d
i buprofen, not aspirin which ¢ an't be fornulated as a
liquid as we think about a child that woul d be dosed
under two, and we prefer a liquid; and we're | ooking

at the lower age limt and the benefits of liquids an d

br ot hs.

Next slide.

By way of looking at the fornmulations, th e
drops and liquids -- the drops, obviously, nor e
concentr at ed. Thi s s t he acet am nophe n

concentration, the ibuprofen ¢ oncentration bei ng 50ny
per 1.25 m, and the liquid acetam nophen here fo r
i buprofen is 50ng per 2.50 nm.

The dropper has line demarcations at . 8
and .4, and the cup, teaspoon or tsp. demarcation s
that reconcile with what the dosage directions are :
and we'll show that in actual labeling. Drops fo r
two to three-year-olds, although we knowit is being

used in children under two, as you heard from Dr
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Berlin, and the liquids |abele d two-to-six-year-olds.
Just a brief comrent on treatnent o f
fever, and a simlar comment toward what Dr. Berli n
said. The principal source often of viral infection
presenting as UR -- Dr. Lesko wll have a little bit

nmore to say about this in terns of the Boston feve

-

st udy.

Fever is often unconfortable, ofte

=}

associated with other synptons, other signs such a s
headaches, nmal ai se, nmuscl e pai n, anorexia
irritability, restlessness, poor sleep; but th e
primary reason to treat a child is not to lower th e
fever per se. It's for the confort of the child.

So in sum we are focusing o0 n
acet am nophen and i buprofen pediatric liquid and drop s
formul ati ons. VW' re focusing on this question of what
shoul d the lower age limt be, what is the nature and
extent of the potential confusion, consumer confusion :
if any, between drops and liquid formul ations.

As we get into discussing these tw o
guesti ons, just as a side comment here, | found i t
interesting hearing fromDr. Litovitz today and th e
FDA presentation and then refl ecting on what we were
goi ng to be presenting today in terns of the Bosto n

fever study and our adverse experience data that we'v e
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all looked at this in slightly different ways.

| think this gives you a good foundation
as you get to the questions |later inthe day and as w e
focus on these two questions of the lower age |im t
and the confusion issue that does exist.

Lower age limt: As we get in to the neat
of our presentation, a brief coment on th e
recommendation and rationale f or the lower age limt,
and then we wll get into a discussion of th e
supportive data. "Il have a brief comment o n
established efficacy, and then turn the mke over to
Dr. Sanuel Lesko, Boston University fever study.

Vell, we recommend a lower age limt a t
| east down to six nonths of age, and we chose this si x
months for the follow ng reasons: Qurrent pediatric

practice; doctors recommend to parents to use feve

-

reducers in children under two years of age for fever ,
for the immunization schedule, but there is no Or C
| abel i ng which, at present, we think, would serve to
i nform t he consuner and rei nforce docto r
recomrendat i ons.

In addi tion, t here i's clinicall vy
denonstrated safety and efficacy for ibuprofen an d
acetam nophen down to at least six nonths of age

Sone trials go to two to three, but the Boston fever
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study, which was the prospective study, goes to si X
nmonths, and that's basically in preparation for this
nmeeting where we canme to the endpoint in thinking of
the lower age limt.

Now you've heard, | believe, from Dr
Berlin that the top side should be l|ower, and ther e
may be other information that you' re hearing toda vy
that woul d suggest that it should be | ower than si X
nmont hs, and the industry woul d support that as well.

Finally, our |last reason: An acceptable
adverse experience profile so that, as we mgh t
capture this in one sentence, the | abel should not, we
think, be silent on information that woul d be usef ul
for a physician and consuner interaction, given what
we know in terns of the safety of acetam nophen an d
i bupr of en.

A brief comrent on efficacy -- wel |
studied for these two ingredients, acetam nophen and
i buprofen, 22 published random zed controlled trials
on APAP and ibuprofen for fever reduction in abou t
3700 kids, two nonths to twelve years of age, t o]
establish fever reduction in this range, 5-10ng pe r
ki | ogram i bupr of en, 10- 15ny per kilogra m
acet am nophen, and agai n anot her conment.

You were given the Kramer et al. study in
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the pack. That |ooked at 225 febrile children, si X
months to six years of age, with tenperatures at o r
above 100.4 degrees; 10-15ng per kilo acetamnophe n
versus placebo, and anong the findings significan t
inprovenent in activity, alertness, inprovenent i n
nmood and eating, for treating the confort of th e
chil d.

So with that background, what | would lik e
to do is turn the podiumover to Dr. Sam Lesko, wh o0
wll give you an update of the Boston fever study, an d
| will coment that in 1995 during the approval o f
pedi atric ibuprofen the Nonpre scription Drug Advisory
Commttee did look at these data, but again seve n
individuals on that commttee are not present toda vy
because of the turnover. So Dr. Lesko will walk u s
through the data and | ook at the under-two age group
that's represented in that database.

Dr. Lesko.

DR LESKO Thank you. Can we put th e
slides up.

Wat 1'd like to do is describe for yo u
the results of a very |arge, post narketing study of
the safety of antipyretic use in children, the study
that we call the Boston University Fever Study.

As Bill has already nentioned, I|'v e
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previously presented the basic results of the study t o
this commttee in March of 1995, but because th e
commttee conposition has changed, 1'lIl review th e
study design, but will focus nost of ny renmarks this
nmorning on the data as it applies to children unde r
the age of two years.

These results have al so been p ublished in

The Journal of the Anerican Mdical Associ ation and,

| believe, were instrumental in the Commttee' S
decision to recommend over-the-counter sales o f
children's Mtrin.

Briefly, the purpose of our study was to
assess the risk of rare but serious adverse event S
follow ng the use of ibuprofen suspension for fever i n
children. The study was designed and conducted by th e
Slone Epidemology Unit of Boston University, wa s
sponsored by MNeil CGConsuner Products Conpany, an d
conducted with guidance provided by a commttee o f
i ndependent experts conposed of experts in clinica |
phar macol ogy, toxicology, and the relevant pediatric
subspeci al ti es.

The study is an of fice based, random zed,
doubl e blind, acetamnophen controlled clinical trial
Patients were enrolled by nore than 1700 prinmary care

physi cians fromthroughout the country, and a total of
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nore than 84,000 children participated in the study.

These children were seen by thei r
physi cian during an acute care visit, and the primary
eligibility criteria for the study were that the chil d
have an acute febrile illness which, in the opinion o f
t he exam ni ng physician, warranted treatnment with an
antipyretic. The age range fo r children in the study
was si x nonths through 12 years.

Eligible children were randonty assi gned
to receive one of three antipyretic suspensions :
ei ther acetamnophen at 12ng per kilo per dose o r
either or two doses of ibuprofen, 5 or 10ng per kilo
per dose.

The prinmary outcones for the study wer e
hospitalizations for those con ditions associated with
i buprofen wuse in adults. That is, nanely, acut e
gastrointestinal bleeding, renal failure, anaphyl axis
Because of the recognized asso ciation between aspirin
use and Reye's Syndrone in children, we include d
Reye's Syndrone as a prinary outcone event as well.

Fol  ow-up data were col | ected by contact
with the parents four weeks after enrollnent inth e
study. Medical records were obtained for all children
hospitalized during the course of the study, and it's

a review of that nedical record infornmation tha t
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provi des our outcone data.

The data analysis, sinply put, was t o
conpare the hospitalization rates for children treate d
with acetam nophen conpared to those treated wt h
i bupr of en, and the study was conducted betwee n
February of 1991 and June of 1993.

G the nore than 84,000 childr en enrolled
in the study, we obtained followup information o n
27,065 children who were |l ess than two years of age,
about 57,000 children two years and ol der.

The nedi an age for the younger group, the
group we're focusing on this norning, is 13 nonths
The median weight of 10 kilograns, 54 percent wer e
male, and the najority were white.

The cause of fever that we sawin thes e
children is fairly typical of what we woul d expect to
see in pediatric outpatient practices. Uppe r
respiratory tract infection was common in both ag e
groups. Qitis nedia or ear infection was nore como n
in the younger children than older. Pharyngitis o r
throat was nore common in the older children. Lower
respiratory tract infection -- and by that | nea n
bronchitis and pneunonia -- and gastroenteritis were
simlarly distributed in the two age categori es.

Now not all of the children enrolled i n
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the study actually received any study nedication
Owing to the episodic nature of fever, about fiv
percent of the children overall did not receive th
study mnedication, and a slightly snaller percentage i
children under age two. About four percent of these
children received none of the study medication.

G those who have received the stud
nmedi cation, a nedian of between six and ten doses of

medi cati on were received over a nedi an of three days.

91

If we further stratify the dat a in either

of these age categories according to the specifi

random zati on group ~-- that is, the specifi
medi cation product -- we find that the distributions
are dead on equal. So there was effectiv

random zation of the drug assignnent wthin thi
popul ati on.

|'d like to turn nowto a review of th
outcomes data, and |I'm first going to look a
hospitalization for any cause during the followu
period, and on this table |I' mshow ng hospitalization
for children less than two years of age.

Qut of 27,000 participants in the study,
385 <children were hospitalized, for an overal
hospi talization rate of 1.4 percent. Th

hospitalization rate did not v ary by treatnent group.
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The same proportion of <children treated wit h
acet am nophen were hospitalize d as were those treated
wi t h i buprof en.

Let ne point on this slide, because th e
next several wlls be simlar, there are twice as nany
children assigned ibuprofen in the study a s
acet am nophen, about 9,000 acetam nophen expose d
children and nearly 18,000 treated w th ibuprofen.

So the overall hospitalization rate di d
not vary by treatnment group. It was, however, about
twice as high in the children |l ess than two years of
age conpared to children two years and ol der.

If we turn to the prinmary outconme events
for the study, we see that there were very few Anon g
chil dren younger than two years of age, there wer e
only three children with gastrointestinal bleeding
Al of these children had been assigned to treatnent
wi t h i buprof en.

Now the three @ bleeds were f airly mld.
None of them required surgery or blood transfusion :
and all responded to sinple supportive expective care

If we take those three hospitalization s
with G bleeding over a denom nator of nearly 18, 000
exposed children, we can calculate that the risk o f

hospitalization with Q@ bleeding anong childre n
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treated wth ibuprofen is 17 per 100, 000.

That risk is not statistically greate
than the observed risk of zero in the 9,000 children
treat ed with acetamnophen, nor is the risk o
hospitalization with @ bleeding in these data greate
anong children less than two years of age tha
children two years and ol der.

The point estimate for the risk o
hospitalization in older child ren is 2.6 per 100, 000,
but that is not a statistically significan
di fference.

For our other outcone events, rena
failure, anaphylaxis and Reye's Syndrone, we had n
occurrences of those events in either nmedication grou
or either age category. So these outcones wer
exceedingly rare.

VW |ooked at our data for sone othe
outconme events that mght give us sonme informatio
about adverse consequences of treatnment wit
antipyretics in children, and there are two othe
di agnoses that occurred sufficiently frequently t
warrant an evaluation. Those are hospitalizations fo
asthna and hospitalizations for gastritis or vomting

Anong chil dren younger than two years of

age, there were 32 children hospitalized with a
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rate of 118 per 100, 000 course

94

for an overall hospitalizatio n

s of therapy, and there

iIs no statistically significant difference in th e
hospitalization rate by antipyretic choice. Th e
hospitalization rate for asthma in children younge r
than two years is about 90 percent greater than th e
corresponding rate in children two years and ol der
however .

|'ve also showed on this slide childre n
hospitalized for bronchiolitis. Bronchiolitis, as yo u
pr obably know, is a condition associated wth acut e
wheezing in children, and there's a fair amount o f
di agnosti c confusion, but the distinction betwen an
asthmati c epi sode and an episo de of bronchiolitis nay
be quite fuzzy in children.

So ' ve di spl ayed the data fo

-

bronchiolitis as well. There were 33 childre n

hospitalized wth bronchiolitis, a simlar rate toth e

asthmatic admssions, and again there was n o

(@)

statistically significant difference according t

choi ce of antipyretic.

There were virtually no cases o f

bronchiolitis 1in the older children. SO0 an age -

speci fic conpari son cannot be done.

For the diagnosis of gastritis o r
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vomting, there were only nine children younger than
two with that diagnosis. The overall rate was 33 per
100, 000, and did not vary significantly by choice of
antipyretic. The hospitalization rate for gastritis
was also the sane in both age categories. That is, i t
was no nore common in the younger children conpared t o
t he ol der children.

A though we did not see -- or did not hav e
any children hospitalized with renal failure, w e

sought evidence in our data that there mght be a

=}

effect of antipyretic choice on nore mld degrees of

inmpairment in renal function, and simlar to a n
anal ysis we conducted in the overall study in which we
| ooked at admssion creatinine levels in childre n
hospitalized during the course of the study an d
conpared the nean creatinine level on admssio n
according to antipyretic assignnent. V¢ repeated tha t
anal ysis for children younger than two years of age.

In the main study we found no difference

in nean creatinine on admssion. For chil dren younge r
than two years of age, we had anal yzable creatinin e
data on 112 children, and anmong chil dren exposed t o]
acet am nophen the nean adm ssion creatinine was 0.34m ¢
per deciliter. 0.42nmg per deciliter was the nea n

anong children treated w th ibuprofen.
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O asinple unit vary conparison, a sinpl e
t test, that difference is sta tistically significant.
The p value is .03. Wen we ¢ onducted a multi-varied
anal ysi s usi ng ANOVA, taking into account age, race,
wei ght , and the presence of dehydration, th e
difference is no longer statistically significant.

W also looked for evidence that a n
elevated serum creatinine mght vary in prevalenc e
between treatnent groups. Wi ng a cut point of 0.7ng
per deciliter, there were none of the chil dren expose d
to acetamnophen that had a creatinine level tha t
high, but six percent of children treated w't h
i buprofen had a creatinine |level at |east that high.
This, again, does not represent a statisticall y
significant difference, however.

Ve further explored the creatinine data b vy
| ooking at age and dose specific categories, reasonin ¢
that if this was a causal association, we mght expec t
to see higher creatinine levels in the highe r
i buprof en dose group, and we did not see that.

V¢ al so considered that, if it was an age
speci fic phenonmenon, we mght see higher creatinin e
| evel s in children under one year of age, and we did
not see that either.

So to summarize, what 1'd like to say is
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that, anong 27,000 children less than two years o f
age, Iibuprofen suspension was not associated with an
i ncr eased risk of hospitalization overall o r
hospitalization for acute G b |eeding, renal failure,
anaphylaxis or Reye's Syndrone, when conpared t o
acet am nophen.

The absol ute risk of hospitali zation with
G bleeding in these data for children | ess than two
years of age treated w th ibuprofen was 17 per 100,00 O
cour ses of therapy, and that was not significantl y
different fromthe rate observed in children two year s
and ol der.

Among children treated wth ac etam nophen
in the study, none was admtted to the hospital fo r
any of the primary outcone events the study wa s
designed to look at, G bleeding, renal failure |,
anaphyl axi s or Reye's Syndrone.

The higher rates of  hospitalizatio n
overall and hospitalization for asthma in childre n
younger than two years of age is not unexpected
That 's a recogni zed phenonenon in pediatrics. Th e
observation that, anong children younger than tw o
years of age that were hospitalized that we saw this
slightly higher nean creatinine on admssion to th e

hospital than the ibuprofen treated group, we think,
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has to be viewed with some caution.

That difference is snall. The neans were
essentially within the nornal limts for age specific
creatinines, and the anal ysis was conducted post hoc
in a setting of multiple conparisons. So that th e
calcul ated p value for that univariant conparison is
probably an underestinmate of the probability tha t
chance accounted for our observations.

Wth that, 1'd |like to concl ude.

CHAI RVAN D AGCSTINO  Thank yo u. Just to
make sure we're all saying the same thing, the under-
two neans six nonths to two years. R ght?

DR LESKO That's correct.

CHAIRVAN D AGCBTINQ  The answer is that' s
correct.

DR LESKQ That's correct. There nay, i n
fact, be a small nunber of children in the study who
we would calculate an age of five nonths, but si X
nmonths is the effective lower limt.

CHAl RVAN D AGCSTI NGO Questions? W can
hol d the questions to the end. They nmay be pi cked up
in this next couple of presentations.

DR SALER Thank you, Dr. Lesko.

Wat 1'd like to do now is to nove t O

review of our adverse experience profile for th e
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infant drops and children's liquids and, specifically :
to |l ook at the NDVA nenber adverse experience survey
that we did in preparation for this neeting, and then
a review of sel ected cases.

W, as | wll show, took a slightl vy
di fferent approach than FDA took, because as we were
| ooking at this issue, we want ed to focus down to the
i ssue of teaspoon anounts being used to dose the drop s
product, and that's what we're going to  show you here .

The purpose of our survey was to revie w
spontaneous  OTC adverse experience reports t o
conpanies, to help assess the safety and define th e
nature and extent of potential confusion, if any, wth
the drops and liquid formul ati ons.

It's just a comment in terns of th e
differences between the FDAreview and the NDVA review
of adverse experience, not to say one is necessarily
better than the other; but as | said earlier in m vy
conments, provide interesting perspectives.

The FDA review |ooked at all products
including the solids and all the different liquid s
back to "69 in the materials that were given you, no
denomnator estimate, including all reports of suicid e
and so on.

W | ooked at the OTC |iquids and drops
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VW |ooked at the last five years, '92 to '97, an d
you'll see through this that for ibuprofen we'r e
basically talking about '95 through '97. It" s
somewhere between a year and a half to two years o f
experi ence.

The reason we took that is so that w e
could get a denom nator estimate. Qur sales records
in terns of units shipped go back five years, an d
that's where we have accurate records. So we decided
to focus in on those last five years, and to focus in
on the issue of using teaspoon anounts for the drops.

V¢ have five conpanies, repres enting over
90 percent of the OIC children' s/infants singl e
ingredient, liquid and drops, fever reducer, pai n
reliever market, all five of the najor OrIC brand nane d
products, over 75 percent of t he store brand products
over this period of January 1, '92 through June 30 :
' 97.

Just a couple of points to con sider: The
first has to do with howwe de fine serious, as you go
through this, both in our review of the NDVA nenbe r
survey as well as what Dr. Tenple will show you, and
just to review fromthe MedWat ch definitions: Death,
life t hr eat eni ng, hospi tal i zati on, disability

congenital anomaly, and requiring intervention t o0
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pr event permanent inpairnent or danage -- th e
shorthand for a |onger description of that.

The second has to do wth several caveats |,
and you' ve heard also sone caveats in the FD A
presentati on. V¢ cannot devel op concurrent incidence s
from these data. The reason is that there | S
underreporting of adverse experiences in general. Th e
second is causality cannot be inferred. Al reports
are submtted by a conpany if the drug is reported in
t he record.

Could I have the next slide?

This is from the Code of Federa |

Regul ations on requirenents for records and report

(7))

concerni ng adverse drug experiences, only to point ou t
a disclaimer in Section G that, if there's not a
report going -- areport going in does not necessaril vy
reflect that the reporter of information constitutes
an admssion that the drug caused or contributed to a n
adverse effect.

Just a brief conment before we go back to
the previous slide, and that is that you' ve hear d

earlier that 23 percent fatality w th acetam nophen,

and that was the phrase used. V¢ cannot -- What that

really neant was there was a 23 percent -- |'ll call

it arate, but it's not a population rate -- wthi n
SA G CORP.
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the adverse experience database that was reported
this is not a 23 percent that is a population rate :
and that's part of the point that we're trying t o]
convey here, because of the [imtations that we have
w th adverse experience reports.

Previ ous sli de.

The next point is: As we are |ooking at
the denomnator, we wll provide sales data based on
units shipped. This is our best estinmate. It neans
it's not doses consuned, but we do present this
because it provides a perspective on the overal I
denom nator, another reason wh y we can't cone up with
a popul ation rate.

Then, finally, renenber that, as we'r e
looking at units shipped, we're not talking abou t
equi val ent pediatric doses; and as you |look at units
shipped, the children's liquids in conparison to the
infant drops are sold in large r volune. So there's a

greater nunber of potential ex posures per unit liquid

for mul ati on. Just a caveat as you look at thes e
nunbers.

Thi s is an overview of the OFf C
acet am nophen, i buprof en NVDA  nenber advers e

experience survey covering '92 to '97 for childre n

under 12 years of age for thos e products marketed for
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children up to 12 years of age.

Here we have the formul ati ons broken out
for acetam nophen, again a five-year experience, and
i buprofen, a two-year experience broken out for th e
drops and liquids for nonserio us and serious AE. The
nunber of deaths here are fromthe serious nunbers
So death is counted as a serious AE. W broke the m
out separately here, and over here are the nunber of
uni ts shi pped.

Agai n, you can see an extensive exposure
over this period, two children in terns of thes e
products. In addition, you ca n see for the drops and
liquids for acetam nophen a breakout of 13 and 17; for
i buprofen over this period zero and 15, bu t
recogni zi ng this difference in terns of th e
perspective of the relative exposure to Kids.

| would also like to point out that there
were two deaths for the drops, acetamnophen |
reported, and two deaths reported for the Iiqui d

i buprofen. What | would like to dois just to briefl vy

—+

review these four deaths for you, because we do no
bel ieve that they are related to the basic issue o f
t easpoon anounts for the drops product.

Then what we'll do is I'll turn th e

m cr ophone over to Tony Tenple who will review th e
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McNei | database which represents the nmajority o f
t hese, because they have the najority of the narket,
and it is a confined system

They can | ook exactly at 1-800 nunber in
terns of what people are askin g about these products,
but that's instructive, as well as the MNei | databas e
on adverse experiences as we | ook specifically at the
i ssue of teaspoon amounts for the drops product.

Looking at the fatalities, there wer e
four, two for acetam nophen -- not nuch informatio n
available on these. It was a four-nonth-old. Th e
correct dose was given. The child died of fatt vy

liver, remniscent of an inborn error of met abol i smo

=

Reye's Syndrone. It was not diagnosed as that, bu t
not characteristic of acetam nophen toxicity.

The seven-nonth-old was a therapeuti ¢
over dose; a Laotian parent unable to read English
unable to read the label, used the dosage anount that
she was famliar with in terns of her country o f
origin.

| buprofen: A child 1.9 years, one dose,

aspiration, confounded by enzyne deficiency

congenital anomalies and ot her sicknesses; and a 25-
nmont h-ol d reported to die of anaphyl axi s.

So in conclusion, we think the advers e
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experience nmenber survey that we conpiled supports th e
results of the perspective study that Lesko presented :
and what 1'd like to do is to turn it over to Dr
Tenple, who will review the nonserious and actuall y
serious cases relating to this issue of product advic e
conf usi on.

DR TEMPLE: Well, 1'mhappy to be her e
once again wth this coomttee, and | appreciate the
opportunity to discuss these i ssues. | think you all
pretty nmuch know, |I'm an advocate for standardizin (¢
pediatric dosing schedules, and that would includ e

availability of those schedule s on OIC products under

age two.

Wat | want to do is show you sone MNeil
Consumer Products Company pediatri c
anal gesic/antipyretic dat a. These are trends i n

inquiries and adverse event re ports that have cone to
MNei |, and these data are included in the nmenber AE
survey that Bill Soller has ju st shown you, but we'll
be abl e to give you sone additional detail at thi S
poi nt .

V¢'re going to talk about MNe il Consuner
Products Qustonmer Response Center contacts. Wat we
mean by that is we get letters or inquiries, nostl y

phone calls by a large nunber, and we're going to loo k
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at bet ween 1992 to July of 1997, children's liquid s
and i nfant products.

W'll focus on how many inquiries, bu t
specifically were there inquiries about dosing, an d
then were there adverse event reports, which we'l I
show you the nunber of, and how many tinmes was th e
t easpoon used for infant drops. That's what we want
to show you at this point.

Now for those of you who aren't famliar
-- let's nake sure those are well up on the -- sotha t
people -- That's good. For those of you who ar e
perhaps not fully aware, in the OTC industry there na y
or may not be a requirenent to collect adverse event
information and report it, bec ause OIC products don't
necessarily have that requirenent.

Because acetam nophen is an NDA produc t
and has been since 1955, the data are reported, and s o
the data we're tal king about here have been reported
to FDA, and | wll point out when we talk abou t
specific cases that you ve alr eady seen sone of these
today in the FDA presentation.

When an 800 nunber phone call or lette r
cones in, it goes first to Consumer Affairs. The vy
sort out the difference between inquiries about th e

product, just comrents about t he product, and then if
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Department for evaluation and analysis and subm ssi on

to FDA

Between 1992 and 1997, for all contexts,
for all products, MNeil received over 759,00
contacts. That neans calls or letters. 71,000 o
those were about pediatric analgesic/antipyreti
products, and nearly 56,000 of those were abou
children's liquids or infant's drops, the product

we're primarily focused on today.

f

G those, 53,654 were inquirie s, and 2325

were adverse event reports. Next.

Go give us sone perspective then on -
first on the inquiries, and then we'll look at th
AEs. Anong the 53,000+ inquiries that we receive
about children's liquids and infant drops over tha
five-plus year period of tine, nearly 5500 of thos
were dosing inquiries, and the best we can we try to

code what the nature of those inquiries are.

Many of these are not age-specific or the y

are questions about things like can we use tw
product s at the same tine, particularly th
alternating dosing issue between the two differen
forme in the narketplace; how do we convert fro

mlliliters to teaspoons, etcetera; but where we cou
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identify data about age-specificity, what you see is
that we have 2530 calls asking about dosing fo r
chil dr en under age two, conpared to 351 calls abou t
dosing for children 2 to 11.

That seens to be no surprise to us, o f
course, since people can get the dosing for children
ages 2 to 11 fromthe package | abeling. They cannot
get it for children under age two, but the fact i S
that nearly half of all the dosing inquiries that we
recei ve are about how to dose kids under age two.

Many nore could be, in fact. Ve jus t
could not identify that that's exactly what they were
about .

The ot her question is how nmany questions
do we get about whether to use a dropper or a teaspoo n
or a dosing cup for a product other than for which it
is intended. W had 110 inquiries about that. 10 4
ti mes sonebody asked about use of a dropper for th e
children's l'i quids, and t hese are usual | vy
ci rcunst ances where the parent al ready has the infant
drops, has a dropper in the ho ne. They' ve run out of
dr ops. Now they go buy the elixir, but they ik e
using the dropper. It's easy to admnister to a snal |
child. They want to continue to admnister it tha t

way. Can they use the dropper with the Iliqui d
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pr oduct .

O course, we tell themthat's not th e
right way to do it, to use the right product for the
right dosing device, but that seens to be the nos t
frequent call about this issue.

W did receive six calls asking howt o
neasure teaspoon anmounts for i nfant drops. W had no
guestions about whether to use the dosing cup tha t
cones wWth the product for adm inistering infant drops
during this period of tine. That's a lot o f
inquiries, a few about these issues.

Now let's turn to the adverse even t
reports. Several things probably to put this int o]
perspective: First of all, a couple of slides ago |
gave you 5325, and there's som e of you here who woul d
like to match exact nunbers and to see if thes e
nunbers add up.

They don't exactly. There were about 50
of those that involved adol escents or adults using the
liquid products, and those are not included here
W're really talking about children now rather tha n
just reports of adverse events.

The kinds of nunbers we're tal ki ng about
are over different tine frames. For acetam nophe n

we're reporting 1992 to 1997, because that's th e
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period of tinme for which NDVA did their survey, an d
acet am nophen was in the narketplace that entire tine

| pointed out earlier it was firs t
approved as a liquid in 1955 prescription, and drops
in'57, and OICin '59. So bo th of them OICin '59,
but we're only looking at the period of tinme from'92
to '97.

Then for ibuprofen, we're | ooking at the
period of tinme from '95 to '97. Now chil dren’ S
i buprofen products were approved as prescriptio n
products in 1989, OICin June of '95. So it's really
basically just two years for the liquids, and th e
drops were approved in June of '96. So it's about on e
year for the drops product.

So during that period of tine we have a
much | arger database to draw fromfor acetam nophen.
W estinmate about 4.7 billion doses shipped. Bil I
showed you packages shi pped. You can -- There's that
dif ference in there -- versus 300 mllion dose s
shipped for the two. Ckay.

Now for acetam nophen there were 132 9
nonser ious reports during that period of time, o f
whi ch ni ne invol ved sonebody saying that they used a
teaspoon to admni ster infant drops, and we're going

to talk about those cases so y ou can see what they're
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about .

There were 30 serious adverse event s
reported during that period of time, of which tw o
involved teaspoon use for infant drops, and we'r e
going to focus primarily on those.

For ibuprofen there were only -- Vel
there were 900 nonserious adverse events reported, bu t
only three that involved teaspoon use for infan t
drops. That's, of course, over a much shorter tim e
frame, but there were none serious in that category,
though there were 13 serious a dverse events for this.

Ckay. Next slide. This is sort of th e
heart of what our experience is. These are th e
adverse event reports, acetam nophen 1992 to 1997, th e

11 total cases where teaspoons were used to admniste

=

infant drops, as reported to us.

W' ve arranged these not by year but b vy
age, so you could get some perspective on the age of
the child involved. You see that the youngest child
is two months. The oldest child was two and a hal f
years, and you can see the ranges as they go up.

This is the reported dose. This is what
a parent said. For exanple, t hey were told to give a
quarter of a teaspoonful. They gave one dose, an d

that's for one day. So that's just a single dos e
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excessi ve dose.
Here is one teaspoonful given as drops

They gave four to six doses a day over two to thre e

days. Here is one teaspoonful gi ven every four hours
over about a four-day period. So that's what you see
up there.

If you tried to summarize this , the range

of dosage admni stration here ranges anywhere fromtw o0
to eight times of the recoomen ded daily dose in terns
of mlligram anounts when the drops were given i n
t hese vol unes.

In this particular case, this nine-nonth-
old, it was approximately five to eight tinmes th e
recommended daily dose. |t depends on whether you us e
four or si x doses a day that was given. In thi s
particular child it was five tines the recommende d
dose, and in this child it was approximately thre e
times the recommended dose -- |I'm sorry, that on e
right there.

Now the two children identifie d here, the
14-nonth-old and the 19-nonth old, are the two tha t
were | abeled as serious. They were  both hospitalized .
This one is the one you saw earlier that FDA reported
This is a child who was given a teaspoon -- who wa s

told to give a teaspoonful of Tylenol and used drops
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instead of elixir, used up about four bottles wort h
and over a period of tine, and did have a live r
transpl ant, recovered.

That's al so the case that you' ve probably
heard nost of the publicity about, if you ve bee n
| ooki ng at any recent publicity.

This other case, the 19-nonth-old ,
recei ved a teaspoon, got four doses which anmounted to
a little over 160ng per kilogram reported that t o]
their physician. The physician recogni zed that it was
in excess of the threshold lev el for taking action of
150ng per kilogram hospitalized the child, had them
recei ve acetyl cysteine.

The child did not have synptons o f
toxicity, and no liver function test abnornalitie s
devel oped, but because the child was given NAC it's
not certain whether they would or would not hav e
devel oped toxicity. This was a threefold dose. This
was a fivefold dose.

Now we did have this one five- t o
eightf old dose. The rest of them basically had n o
synptons. (ne reported they h ad an upset stomach and
vomted, and another preexisting stomatitis. So i f
you |l ook at the actual adverse event reported, it wl |

say stomatitis.
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So that's the experience here. Wa t
really is striking to ne is that nost of these cases
are under age two. N ne out of the 11 cases involve
childr en under age two where there is not currentl y
dosing instructions on the | abel.

Let's | ook at the next one, because even
though we have limted experience for ibuprofen |
because it's relatively new, w e only have three cases
where teaspoons were used for infant drops. Two o f
the three cases al so were under age two, one three -
year - ol d.

In this particular case they were give n
doses approxinately twice the recommended daily dose,
and the events we considered to be nonserious, limte d
outcones, a little diarrhea, upset stomach, som e
drowsi ness. This seven-nonth-old is the case that was
presented by FDA this norning al so in that database.

Ckay. That basically provides you wit h
the detail in our database to give you what | thinki s
a different perspective, a dif ferent ook at the sane
data; but | hope it provides you sone -- a bette r
per specti ve.

Forty-six percent of the dosin g inquiries
we receive involve asking for dosing information for

children under age two. These AE reports, five and a
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half years for APAP, two years for IBU 5 billio n
doses shipped, 14 reports invo |ve teaspoon anounts of
infant drops. Not a |arge nunber of cases like this
reported to us, but nonetheless, there were tw o
reports of serious outcones, | t hi nk enough for us to
at |east consider howwe can d o sonething about this,
and 11 of 14 AE reports used teaspoon anounts.

Were they were using teaspoon anounts in
children were children under age two. | think a | ot
of people have said that. | j wust want to reenphasize
it. Thisis clearly an area w here we think then that
addi ng dosing directions offer s a significant benefit
for consuners.

Whether it's a first tinme nother with a
first tine fever or whether it's a parent who's ha d
many children and lots of experience with treatin g
fevers, we think that the avai lability of the correct
dose at every use is the right thing to do.

Vé think that, not only that, there's the
ability to reinforce or validate health professional
instructions if that dosing is on the | abel.

Thank you.

DR SOLLER  Thank you, Tony. Wat |I' d
like to do nowis to turn to our concluding renark S

and our recomrendations on |abeling and packagi ng

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

116

"Il start by a brief commenta ry on the rationale for
drops and liquids, follow that by the specifi C
recommendations for pediatric |abeling and packagi ng
for OIC products, and a brief sumary.

Next over head.

In terns of the drops and liquids, it" s
not just convenience. |It's successfully admnisterin g
the dose. For drops, infants have difficulty sipping
froma cup, easier placenent of the drop in the side
of the nouth or on the top, and the volune is snaller
It's not an m. for a six-to-12-nonth old. So on e
squirt, easier to swallow w thout aspiration or |oss
fromoverflow fromthe nouth.

Wth kids, older children use cups
Childr en nove from dropper to cup. They need a
transition delivery system In terns of viscosity th e
difference in the drops and the |iquids, the thinner
soluti on is easier to pour, especially when you ar e
gi vi ng somewhat | arge vol unes.

VW also think there is a benef it in terns
of potential enhanced accuracy, because with a les S
concentrated liquid, as you're dosing in large r
vol umes, you have |l ess chance for error; and finally,
the | ess concentrated suspensi ons are nore pal atabl e,

especially when the child ist aking nultiple sips out
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of a cup.
In terns of our recomrendations fo r
pedi atric | abeling and packaging, |'mgoing to first

talk about the recomrended dosage schedule, the n

specific elements for additional Ilabeling an d
packaging, and I'Il conclude in terns of how putting
al | these elenents together can help in th e

di scri mnati on between product types.

Vell, here we have acetamnophen an d
ibuprofen. This is the establ ished dose range that I
mentioned earlier, 10-15ng per kilo, 5-10ng per kil o,
and this is the concentration of the drops and th e
l'iquid shown here for acetam nophen and i buprof en

VW have the age breaks and, if you start

fromtwo to three years of age, and this 24-25, this

-

is what is currently on OIC | abeling. W have fou
months here in this particular slide. There's a
foot note here. VW have cone into this neetin (¢
recommending dosing down to at least six nonths o f
age.

This four nonths here reflects the four-
nonth age that's been recormended as a lower age lim t
in professional |abeling sched ules that have been put
out by conpanies to hel p professionals.

Thi s col um shows the drops and |iquids,
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dropperful anounts for ibuprofen and acetam nophen an d
cup in terns of the tsp demarcation on the cup fo r
i buprof en and acetamnophen, a nd there are two points
that | want to nmake here.

The first is that we would recoomend that |,
interns of the unit change as you ascend in weight o r
age, that they be simlar for ibuprofen an d
acetam nophen for the drops product, and be simla r
for ibuprofen and acetam nophen for the liquid s
pr oduct .

The second point | want to nake is tha t
FDA does have approved dosage ranges, the 5-10ng per
kil ogram for ibuprofen, and 10-15ng per kil ogram for
acet am nophen. For ibuprofen it goes down to tw o
years of age, and for the prescription product down t o
six nmonths of age under the NDA and, of course |,
there's a tentative final nono graph for acetam nophen
that recommends OIC down to two years of age, bu t
there is no Rx dosing schedul e t hat is demarcated wit h
age breaks or weight breaks as we're show ng here.

So providing this type of schedule, w e
think, would fill this particul ar gap. Vé don't thin k
the label should be silent any longer in terns o f
infor mation that could be wuseful to the healt h

prof essional as well as the consuner.
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|"d like to turn nowto specif ic elenents
of the additional labeling -- in terns of additional
| abel ing and packaging that we're recoommending. W e
have five points.

W think there should be the continue d
availability of OIC drops and liquids. Next slide
W think that the dropper and the cup should b e
calibrated, required to be cal ibrated, for the single
ingredient OTC antipyretics and anal gesi cs, and they
should be required to be in the box for eac h
particul ar product.

Now it's our understanding, in reviewng
the nmenbers, that we think all nmenbers, certainly al
the major brands, are reviewing this for anecdota
reports in the marketplace, that there are som e
products where that is not the case. W think tha t
should be required, and it would bring, certainly
uniformty across the NDA nonograph products as wel |
as across the nmarket pl ace.

Thi rd, we think there should b e

establ i shed standard el ements of directions of use fo

-

NDA and nonogr aphed OIC anal ge sic/antipyretics. Next
slide. 1'd like to run through these.
Specifically, we think there s hould be an

itemzed nunerical list under the directions of us e
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for t he NDA nonogr aph single ingredien t
anti pyretic/anal gesics, dependi ng upon th e
formul ation, possibly -- sonme have this; not all o r
not all need it -- but "shake well before use," | f

that's needed from a formulation standpoint, an d
instructions for wuse, the chart, use weight, i f
possi bl e. If not, then use the age listing |,
instructions to use the enclosed neasuring cup ,
instruction on hourly and dail vy dosing, and finally a
standardi zed table format for the schedul e where the
standardi zed table heading tha t would be on the order
of dosing chart, use only enclosed -- and | have the
brackets here -- device. It would be "use onl vy
encl osed cup" or "use only encl osed dropper."

Next. Nowthis is found in yo ur handout,
and | will also be referringto Section 6 later, whic h
is a nock-up | abel that we've done. This particular
portion is for acetam nophen drops. This is a n
exanpl e of directions for use that mght be created,
thinking about FDA' s proposed new format for th e
i nformation panel .

Here we have "Shake well before use. Fin d
the right dose in the chart below Use the weight's
dose. G herw se, use age. Use only the enclose d

dropper to dose. Do not use with any other dosin g
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devi ces. Repeat every four. Do not use nore tha n
five times a day."

Again, the standardi zed headi ng here, a
dosing chart, "Use only the encl osed dropper" and then
optionally a direction on how to use the dropper and,
depending upon the formulation and the specifics o f
how it's presented, if it's a dropper that i S
presented al ongside of the bot tle that has a separate
cap and instruction to replace the original cap t o]
mai ntain child resistance.

Mving onto 4, we would recommend the us e
with an icon of the dosing device on the principa |
display panel. Could | have t he next overhead? Here
is the exanple of three produc ts. This is the drops.
This is a liquid, and here we have a suspensio n
l'i quid.

These two products, which cone fromth e
sane conpany, have the dosi ng device, the cup here and
t he dosi ng devi ce, the dropper promnently, the shape
di spl ayed on the panel, and this store brand here doe s
not have that, and we think that would be an adde d

feature in terns of helping discrimnation betwee n

products.
Finally -- and although 1've nentione d
consumng here, on reflection | think this is nore of
SA G CORP.
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a heal th professional probl emand harkens back to some
comrents  that | made on July 14th to th e
Nonpr escri pti on Drug Advisory Commttee on OI C
| abeling, but we also think that there should b e

support for the recently proposed |abel format fo

=

active ingredients with the mlligrans per dosag e
units, however that's expressed, but the mlligram s
per dosage unit as a concept would be first on th e
i nformation panel .

This is a nock-up | abel. [t's down i

=}

Section 6 of the bl ue handout that we gave you. Just

as a caveat, thisis not a |label that currently exist s
on the nmarketplace. However, it was constructed usin g
many, if not nost, of the elenents that FDA ha s

proposed in the February 1997 Federal Reqgister OIC

| abel content and format, and there are several other
things that we've, obviously, added in, as we'v e
t hought about this particular issue.

The last point on our recomrendation s
related to the active ingredient with the mlligra m

per dosage first, and that was here and here, first o

=}

the information panel. Ve think that this i S
important for the consunmer in terns of helping t o
educat e the consunmer what these products are for and

nmaki ng product conparisons in terns of self-selection :
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but this is probably nore of a nedication error issue

This is probably nore of a healt h
pr of essi onal issue in terns of providing thi s
information in this place uniformly so that, when a
nother is calling the pediatric office and is speaking
to the triage nurse and she says, well, turn it over
and read to ne what you have on that informatio n
panel, it is right there in a uniform place; or i f
it's a poison control <call, it can have thi S
information that can be convey ed very easily over the
phone.

So as | say, that last recommendatio n
really reflects nore of a nedi cation error, nore of a
heal th professional to consuner interaction as oppose d
to perhaps what mght be a consuner preference of wha t
they would Iike to have first on the | abel.

Just noving on briefly, this 1is the dosin g
direction that | showed you ea rlier, again reflecting
"use only enclosed dropper to dose; do not use wit h
any ot her dosing device,"” and then a comment on this
headi ng: "Use only the encl osed dropper."

Again, these products are used multipl e
times during the course of use in the household out o f
the nedicine cabinet, and it is nost likely that, as

a parent would cone back to do se, that they wll nove
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to this section. Having read the |abel, they wil I
nove to this for the second, third and fourth
what ever, dose or nmaybe the next episode, an d
reflecting "Use only enclosed dropper”™ within th e
title of that table, we think, would be inportant as

wel | .

This is the grape flavor of tha t
prototype, the same points to be nade. W don't need
to go through this.

So in sumary for the recommendations
continued availability of the drops and liquids fo r
the reasons that we've given, and reflecting th e
information that we've provided on the safety of the
products; requiring a calibrated dosing device for al I
single ingredient antipyretic/analgesic liquids an d
drops; establishing standard elenents within th e
directions of use; recoomendin g use of an icon of the
dosi ng devi ce on the PDP, the principal di spl ay panel |,
and then supporting this |ast i ssue that we went into
in terns of active ingredient first on the informatio n
panel .

I'd like to turn now briefly to thin Kk
about how this mght |ook in the narketplace, and I
have a listing of the discrimnating elements tha t

woul d be obtained with this kind of approach.
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O course, the size and shape of the box
and the bottle are distinguishing unto thenselves :
the dosing devices as well. Icons on the dosin g

device on the PDP, hel pful to discrimnate between th e

two. Product identification, brand nane, whether it' S
Advil, Tylenol, infant drops or children' s Tyl enol :
children's Advil, infant -- ra ther |iquid suspension.

St andardi zed directions of use, th e
nunerical list, the table with the standard headi ng,
icons of the devices on the PD P, and again the active
i ngr edi ent and mlligram dosing first on th e
information panel, and we know that sone conpanie s
also add in :concentrated" for the drops as a n
addi tional discrimnating feature.

So in sunmary, acet am nophen an d
i buprofen, excellent safety records for the liquid s
and drops; the clinical data, abstract of information
that we provided as well as the rmarket experience, th e
information that we gather sup port pediatric practice
recomrendations for an lower O TC age limt, we think
of at least six nmonths for |abel directions for both
i ngredi ent s.

The additional packaging and labelin g
recoomendations that we have, we think, are a

conpr e hensi ve approach. They provide a cohort o f
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discrimnatory elenents to the label. It wll bring
consistency to the narketplace in terns of the NDA and
nonogr aph products, and alsor eflecting on the dosing
schedul es we've showed for acetamnophen an d
i buprofen, all in a consuner friendly format, standar d
el enents in the directions of use, the table, th e
nunerical list, the icons and so on.

So what should be the lower age limt? A t
| east down to six nonths, and | put this slide injus t
to reflect again what we're talking about is thi S
exanple: A parent wth a 12-m onth-old, say, who' s at
the doctor's office or maybe communi cating over th e
tel ephone with a triage nurse, gets a reconmendati on
for dosing an OIC fever reducer, purchases t he produc t

or has it at honme, and then with the new | abelin

(o]

would be able to confirm or even question healt h
pr of essi onal advice on the dosing.

In terns of the benefits of dua |
avai lability of a |liquid and drops wth th e
overl appi ng dosage schedul es, renenbering the basi C
safety of the acetamnophen and ibuprofen, th e
over | appi ng schedul es woul d provide clear directions
to the parent on the appropria te use of both of these
products.

They would neet the admnistratio n
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requirements of the infants, the sip and the -- excus e
nme, we tend to suck liquids, and the children who sip ,
and they would all ow parents to purchase one product
to treat children of different ages who are sic k
si mul t aneousl y.

What this comes down to is we think th e
consuner is better off with nore information rathe r
than | ess information.

What 1'd like to do nowis to turn thi s

over to @A, Dr. D Agostino, with Dr. Kauffman, Dr

=}

Lesko, Dr. Snodgrass, Dr. Tenple and Dr. Weisma
avai | abl e for QRA

CHAl RVAN D AGCSTI NO VWisman is no t
nmaki ng a presentation?

DR SOLLER  No.

CHAIRVAN D AGCSTINO  Eric, wh y don't you
begi n?

DR BRASS: Since Dr. Soller is at th e
podium | have a coupl e of questions, and nost of the m

have to do with the utility and interpretability o f

t he tabl es.
If | look at the table you have in you r
nmock-up --
DR SALER I'mlistening. |'mgetting
t he book.
S A G CORP.
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DR BRASS. -- that you showed as a slide
in Section 6, as | look at it, I'm remnded by a
recent article in the late press that surveyed wha t
per cent age of hi gh school graduates could read a bus
schedul e, and the nunber was, as all such stories are |,
qui t e enbarrassi ng.

Therefore, when | extrapol ate that kind o f
data to |l ooking at the table you have on your nock-up |,
" mconcerned at its conplexit y and interpretability.
For exanple, if | look at the righthand colum, th e
information in parentheses goes from.8m, then th e
next lineis .8+0.4 --

CHAIRVAN D AGCBTINO  Can t hat be put up?

DR. BRASS: Yes, there was a slide o f
t hat .

CHAI RVAN D AGCSTI NO Yes, it mght b e
hel pful so the audi ence can see what we're referring
to.

DR BRASS: No, | understand it. Thentw o

(¢

times 0.8 with the dropper nunber. Agai n, do you hav
any information as to how consuners will use a table
constructed |ike this?

DR. SALLER W don't have any specifi ¢
information, to ny know edge, in terns of |abe |

conprehension studies, and I d on't know whether there
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were any done by the conpany i n terns of the approval
of the pediatric ibuprofen; bu t let nme comrent in two
f ashi ons.

Nunber one, we are talking about th e
concept here of standardizing in an interpretabl e way
V' re together on that.

DR BRASS. R ght.

DR SALER | don't have the information
to say, yes, 80 percent understand it, but | woul d
al so say, reflect on sone of the information tha t
you' ve seen today, because this is basically th e

schedule that's out there with the vast najority o f

products.
Tony, do you have anything to add on that *?
DR TEMPLE M/ only comment is tha t
you're looking at the larger table. This i S

consistent with really what's on the label, rathe r
t han sayi ng . 8+. 4.

DR BRASS: Wll, that's what | was tryin g
to get a sense of.

DR TEMPLE This is what's currentl vy
there. This was just a way of hel ping people add up
intheir head, but that's curr ently what's out there,
and our experience is that people know how to us e

t hese.
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DR BRASS. Again, that's int erns of our
answering the questions that h ave been posed to us by
the FDA Any information as to what labelin g
structures work woul d obviously be very hel pful.

| have a couple of questions for Dr
Tenple, if | mght, and again | amnot a pediatrician

Qearly, the products are being used b vy
consuners w th children under age two. Based on either
the calls to your hotline -- y our 800 nunber or calls
to -- or the adverse event rep orts, do you know where
consuners are actually getting the infornation the vy
use to dose children under two currently? Are the vy
consul ting physicians? Are they extrapolating? Are
t hey guessing? Wat are they actually doi ng?

DR TEMPLE | don't think | ¢ an tell you
specifically fromour data where they're getting the
information. Do they call us to get the infornmation?
Qur experience is that they wusually call thei r
physi cian, but then they try to renenber after that,
and they need to be able to have reference informatio n
for subsequent use.

| think at least a portion of the time ,
they are trying to renenber what they were tol d
bef or e.

DR. BRASS: And along the sane -- th e
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differentiation between age and weight in dosing ,
experience as to how consuners resol ve di screpanci es

in the two colums. Do they wuse weight preferentiall vy
to age or do they always use age?

DR TEMPLE You know, originally labelin g
for these products had only ag e breaks, and it's only
been in recent times that recommendati ons around the
use of weight breaks have been there. The rationale
for that has been that you can provide a slightl y
tighter dosing schedul e by using the wei ght breaks.

These weight breaks don't exactly matc h
the age breaks. That was our long discussion i n
January 1995, and | brought all ny slides for that :
but I'mnot going to show any.

DR SALLER He can speak at 60 words a

m nut e.

DR TEMPLE But our experience now i s
that by putting on the I|abel "use weight, i f
possible,” they will look and see what the weight is.
If they don't know the weight, we say use age. | n

fact, either one is largely interchangeable in terns

of the dose they get. There's not that nuc h
discrimnation between the actual doses they get
ei t her way.

DR BRASS. Thank you.
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CHAI RVAN D AGCSTINO  Earl ?

DR SILVERVAN Simlar question: We n
wei ght is the preference over age, why does age appea r
before weight? | woul d have thought that, if you wan t
people to ook at weight first, it should appear o n
the |l efthand colum rather than the center.

As | look at this, | would read initially ,
well, if I have a six-nonth-old, well, I'Il probably
give himone rather than reading the weight first.

DR TEMPLE |'m not sure there's a
specific reason for that. | understand that right no w
only age is avail abl e through the nonograph as part of
the | abel. | think | have that right. So we'r e
tending to go with the standard fornat first, offering
the weight as an alternative. Down the road, it coul d
be reversed.

DR SI LVERVAN You are recomrendin ¢

wei ght being the prinmary one on your l|label, and no w

you' re just confusing peopl e. | mean, that's part of
my -- The issue here is | think there's som e
confusion. If you say sonebody should go by weight - -

i f possible, use weight to dose; otherw se, use age.
That's what | have in front of ne.
DR SO.LER Let ne offer a perspective,

if I can. As Tony had nention ed, we started out with
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age breaks, and then there was a nove to the weigh t
breaks, and | think that gives you the left to right,
you know, question culture of how we devel op things.

| think, in terns of finding the dose on
the chart below, as the person is walking through the
directions to say whether one is before the other, an d
| don't think we have a particul ar strong opinion tha t
one shoul d be before the other; but I amconveying a
couple of points to consider as you conme to you r
del i berations on this.

| f possible, use weight first; ot her wi se,
age. CGet that piece of information, and then the vy

start using the chart and | ooking at age and wei ght.

Ckay? M feeling is nost people will ook -- afte r
reading that, they will look at the weight, whethe r
it"'s onthe left or right. | don't personally think

that that's going to be much of an issue, one way or
the other, but again we don't have the specifics o n
that ki nd of nuance.

DR SILVERVAN, And can | just ask Dr
Lesko a question then.

Wen | was | ooki ng over your data and you r

primary outcones were hospitalizations for G |

bl eeding. Well, a common side effect, certainly, of
i buprofen is not -- is vomting and gastritis ove r
SA G CORP.
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bl eedi ng.

Wien | added up the nunbers, if I'mright
there were nine -- |I'm sorry, ten adverse event S
requiring hospitalization for gastritis and vomting
for ibuprofen versus only two for acetam nophen, when
you add up G bleeding plus vomting and gastritis.

Have you analyzed the data taking tha t
endpoi nt, and why did you not include gastritisinthe
adverse event cause of hospitalization?

DR LESKO | don't thinkit's fair toad d
the data that way. The three @ bleeds -- two of the m
had been vomting prior to their bleeding. So the vy

woul d have gotten the label of vomting and mayb

(¢

recounted in the vomting/gastritis category. So we
can't -- Those are not mutuall y exclusive categories.
VW can't sinply add themin that way.

DR SILVERVAN Yes, but it's not hard to
have a hierarchal system | nean, one can examne th e
data and look at it, but I'mnot sure why gastriti S
was elimnated, gastritis being far nore common, and
a serious conplication, of ibuprofen versus G |
bl eedi ng, requiring hospitalization.

DR LESKO \Well, gastritis was included
in the analysis that | presented here. It was no t

i ncl uded under the prinmary outconme events a priori

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

135

when we desi gned the study.

DR SILVERVAN That's ny ques tion. Wy?

DR. LESKO Because @ bleeding was th e
nore serious event that we were designing the study t o
make sure we captured all of those events. That's th e
reason. % captured information on gastritis. You'r e
right. Gastritis was nore common than hospitalizatio n
for G bleeding. W present that data in 1995 an d
agai n t oday.

DR SILVERVAN (ne nore question alon g
those lines. Wen you tal k about creatinine |evels,
di fferences between the two groups, and you say when
you do your multi-variate analysis and you put i n
dehydration, again simlarly, dehydration is going to
be -- could be a side effect of the nedicatio n
secondary to vomting.

So when you do your analysis and elimnat e
dehydration, it's not an independent variable. That' S
ny only comrent on that.

DR. LESKO Vell, when we look at th e
creatinine levels in our original presentation i n
1995, we focused on children w ho were dehydrated. W
felt that the exposure to dehydration would plac e
these children at the greatest risk, and we saw n o

difference by nmedication in that category.
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VW then subsequently analyzed the dat a
collecting all cases, found no differences in al I
children, regardl ess of whether they were dehydrated
or not, in the entire dataset. VW' ve replicated that
analysis in children under age two, and there is n o
difference in the creatinine levels, regardless o f
hydration status, as reflected by di scharge di agnoses

So that dehydration, while it was include d
in the multi-variate nodel in one formof the node I
and not in another, it is included there for a
reassurance that we've taken it into account, but whe n
we |look at the neans, there is no difference b vy
dehydrati on st at us.

CHAl RVAN D AGCSTINO  Dr. Puci no.

DR PUCONO Yes. For Dr. Lesko again
The question on the fever stud y is how much education
-- First of all, how nuch education did the parent S
have in regards to howto dose; and in terns of th e
adverse effects, were any of those related t o
nonconpl i ance with dosi ng?

DR LESKQO Let nme try to answer th e
second question first. For the principal outcom e

events that we saw, none of those children had a

=}

excessive dose. So that there did not appear to b e

any msinterpretation of the d osing instructions that
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m ght have contributed to those occurrences.

The specific instructions on how to dose
the nedication: There was a w eight-specific |abel on
the product, and the instructi ons that we provided to
our enrolling practitioners was to identify the dose
category that the parents should use, wusing th e
pr oduct .

Ve didn't sit in those 1700 practitioners
officers. So | don't know how that was actual ly done
for 84,000 children. |, unfortunately, can't answer
the question of how nmuch tinme was spent to educate th e
parents about what specific dose to use.

DR PUONQO So the clinicians basically
dosed the product?

DR LESKQO The clinician provided th e
education. The dosing instructions were on t he | abel |,
but the physician was instructed to dose based o n
wei ght, and then howthat was actually conveyed to th e
parent was at the discretion of the physician.

DR PUONO And just one othe r question.
In terns of any type of liver toxicity, elevation :
transam nations, was that even assessed?

DR LESKO By looking at hospita |
di scharge diagnoses for the entire 84,000 children

there were no cases of Iliver failure or hepati C
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necrosis identified. There wa s only one child with a
di agnosis of  hepatitis, and that <child had a
concurrent diagnosis of nononu cleosis, which may wel |
have been the contributing factor.

DR SOLER Dr. Pucino, if | could just
make a comment, just reflecting on how we were using
the different databases that we're presenting to you
today. W included the Lesko, et al. information in
terms of considering lower age limt and the basi C
safety, and then separated that froma separate study ,
two studies, the surveys, in terns of |ooking at the
t easpoon anounts for the dropper product.

So they are just not to confuse one
trying to show the other. So they're separat ed.

CHAIRVAN D AGOSTINO  Daniel, you had a
comment ? Evidently, you don't have it anynore. Mary
Anne?

DR KODA- Kl MBLE: Yes. M questionis fo r
Dr. Tenple. Wre you -- Cany ou tell ne, do you know
how many queries you had about use of adult products
for children?

DR TEMPLE: |'mnot sure how t hose have
been coded. | have sonebody here who's an expert. D o

you have any way to know t hat nunber? W can | ook at

t hat .
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V¢ were looking at -- These were inquirie s
about the use of these drops and liquids. W do get
inquiries about -- | know we get inquiries about the
use of adult products in children. | don't know how
to conpare those nunbers.

DR KODA-KIMBLE The reason |'maskingi s
I'minpressed by nost of the -- | think a lot of the
maj or events are use of adult products in kids
i nappropriate use of adult products in kids.

I" mal so concerned about adole scents, and
| know it's very dangerous to be thinking about an vy
one case, but I'mstill -- In ny mnd, I'mhearin ¢
thi s case of the 1ll-year-old 31kg kid who was give n
extra strength Tylenol, and yo u see the weight ranges
i n adol escents.

' mwondering how -- and | wasn't on the
coomttee before. So | don't know the history of how
we got the breakdown at age 12 you can start usin g
adul t doses, and |I'm inpressed by the kinetic dat a
that correl ates appropriate dose with weight.

So, you know, can you give ne a littl e
hi story on that?

DR TEMPLE | can't do that h istory very

well, but let me nake a couple of commrents. Th e
labeling for adult products like extra strengt h
SA G CORP.
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acet am nophen says not for use in children under age
12. So it's on the |abel right now

Unfortunately, people don't follow tha t
instruction sonetimnes. Secondly, the 12-year-ol d
| evel was picked many, many, m any years ago. | think
Debbie tried to describe that, but | just forgot the
year you talked about that, but it's clearly bee n
maybe a couple of decades or nore as the cutof f
bet ween adult products and chil dren.

It is an argunent for weight b ased dosing
as a way to approach this, to a certain degree.

DR KCODA-KIMBLE: M other question -- |
don't know whet her you have an y insight on this -- is
to what extent are pediatricians specifically educate d
regardi ng these two products, the droppers and the --
Do they know? How famliar are they wth th e
different concentration in the se products and to warn
parents about carefully selecting the products?

DR TEMPLE Vel l, nost manufacturer s
provi de education materials, and we pass out tens of
mllions of pieces of information every year, bu t

clearly, in sone of these cases, they weren't specifi

(@]

enough. They would say a teaspoonful of the bran d
name and not specify the form

So we think we could continue to educate
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comuni cating this properly.

DR SOLLER Dr. Koda-Kinble, we've ha
di scussions on our task group relative to the health
prof essi onal education conponent of this, and had not
interns of putting all this together, come to grips
to how t hat would be done; but | think what Tony i
saying in terns of -- is reflective of MNei
practi ce.

O her conpanies, particularly the bran
nane conpanies, are providing a lot of information
As we mght put nore information on the label in
better form that also would get out into th

mai nst r eam
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f

a

e

CHAl RMMAN D AGCSTINQ  Ral ph, you have som e

experience. Do you want to just comment on that, as

a sonewhat practicing pediatrician?

DR KAUFFMAN  Somewhat practi  cing, yeah.

| don't have any specific information for you. Agai

it's anecdotal .

n,

| think physicians have that i nfornation,

and in the back of their mnd they' re anare of it, bu t

at the noment they are answering the phone o

r

returning the call, they don't think about i t
consci ousl y. So ny guess is that nost of the tim e
SA G CORP.
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these errors on the part of giving advice, of no t
being specific, is a matter of omtting informatio n
they know, but they just don't think to convey it at
that nonment in tine.

DR SOLLER Certainly, if we had th e
information on the |abel and that tel ephone call i S
bei ng nade, and the physician says be sure you rea d
the | abel for dosage, it mght reinforce that.

CHAl RVAN D AGCSTINO  Eric?

DR BRASS As we consider the safet vy
profile of these conpounds in children under the age
of two, one is struck by the relative paucity an d
smal | nunbers involved in the studies, and even in D .
Lesko's very wel |l conducted study the actual nunbers
are relatively small.

Therefore, the context of what we kno w
about the agents becones nore inportant. Again, I'm
not a pediatrician, but ny rec ollection is that, when
infants under two get sick, the risk of dehydrationi s
greater than in a six-year-old. Therefore, a dru g
i ke ibuprofen, which may be nore likely to caus e

renal failure in a dehydrated person, that when | | oo k

at the incidents of <creatinines over 0.7 in a

hospit alized patient, | see zero percent versus 6

percent; and while that may not be statisticall y
SA G CORP.
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significant in the context of what we know about the
popul ati ons and the drugs, it, nonet hel ess, causes ne
concern whether or not ibuprofen is as safe a s
acet am nophen for vomting children under the age of

t wo.

Can anybody comment on how | mght be abl e
to resolve that kind of question?

DR. SOALER | think we had som e
discussions within our group on that, and D
Snodgrass and Dr. Kauffrman -- | think you have som e
coments, Dr. Wisnman, and | --

DR TEMPLE  Yes. Let me just prefac e
this. Wen we did the switch of Children's Motrin in
"95, this issue was discussed., and the product wa s
swi t ched.

DR BRASS: | renenber. Yes, but - -
Again, but the two-year-old, now focusing on th e
under-two for today's discussion --

DR. SOLLER  Well, this gets into wher e
you nake that break, two, four, siXx nmonths, and that' s
what | was referring to in terns of our discussions,
and maybe we can take individual thoughts fro m
practi ce.

DR SNODGRASS: Maybe | can ask th e

question a different way. Are you asking shoul d one
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product -- have the age limt lowered and the othe r
not ?

DR BRASS. That is a reasonab |e question
fromthe kind of context |I have drawn. Yes.

DR SNCDGRASS: Yes. Well, | think the - -
and |'ve witten a commentary on the pediatric therap y
newsl etters three or four years ago, addressing this
possible issue. So | think the suggestion is there.

The absolute rate may be fairly | ow, but
| think it's an area for education of professional S
about this, but I think the absolute rate is | ow
was actually -- Personally, | was quite surprised by
the Boston fever study results . It l|ooked incredibly
benign. So | didn't predict that outcone, thinkin (¢
along the lines you were suggesti ng.

So | think the rateis relativ ely so | ow
and if you take a one in 100,000 risk rate or one in
1 mllionrisk rate, one in 1 mllion -- divide your
70-year lifespan intooneinl mllion parts. That's
a hal f-hour of your life.

S0 you got to put these kinds of things i n
that perspective, at what risk rate are we. | think
it's so low that, although what you' re suggesting is
correct and there needs to be nore study, but in fact

as an issue as to whether you would lower it totw o
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nonths or not, | don't think that woul d have inpact i n
a relative risk sense.
DR VESMAN | think that, if you look a t

all of the studi es that have | ooked at children eithe

-

down to the six-nonth narker o r the two-nonth narker,
agai n that incidence is incredibly low and if yo u
were to add into that one other group of children tha t
are admtted to the hospital w ith fever that have not
taken either of the analgesics, the incidence o f
dehydr ation and renal failure anong that group i s
probably higher than we're seeing in either of th e
anal gesi c treatnment groups.

So that | don't think it's of any grea t
significance, and | don't think that there is really
any evidence to suggest that either drug woul d
i ncrease the risk.

CHAI RVAN D AGCSTI NO Patricia had a
question. Then Daniel. Then Lynn and Frank.

DR SOLLER | think Dr. Kauffnman had a
remark that he wanted to nake.

CHAIRVAN D AGCSTINO  |I'msorry. Pl ease
do. | thought you were finished.

DR. KAUFFNMAN  Just very briefly, I wa s
going to say we dealt with this a great deal on th e

Boston fever study. | happened to chair the Oversigh t

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

146

Commttee for that study, and we worried a | ot about

the renal effects. Particularly, the nephrolog vy
people on the Oversight group worried about that a
| ot.

VW were also surprised as these dat a
unfol ded, as we net regularly to look wthout breakin g
the blind but |ooking at the two groups blinded, t o]
see if there was a discrepancy in outcones; and w e
were, frankly, surprised.

The renal effect inthis age g roup so far
has turned out to be a theoretical worry. Ther e
really aren't data in any of the work that's been don e
intesting themin fever to substantiate that worry.

It's been an issue in the older adult populatio n

primarily.

CHAl RVAN D AGOSTINO  Patri ci a.

DR SALER In the archives of internal
nedicine inthe early eighties , there's a case series

of about 20 patients, therapeutic dosing, ibuprofen,
all inrenal failure. | think about three of thos e
are -- Certainly, three of the chil dhood age group nmay
be under age six.

General |y speaking, young patients tendt o
recover renal function conpared to the elderly.

DR KAUFFMAN But there are, as yo u
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probably know, a handful of case reports in th e
literature over the last eight years of young childre n
who took one of the NSAIDs in a | ow vol une state and

devel oped reversible renal failure.

CHAI RVAN D AGCSTI NO Thank  you
Patri ci a.

DR MGATH | wonder if, inthe nateria |
provi ded to physicians as the educational naterial, i f

there are guidelines provided about dosing by weight
for children under two in terns of current products,
and whether it's proposed to provide consisten t
information in the section where it says "consult a
physician" if the mninumage is changed to six nmonth s
or two nonths or whatever?

DR TEMPLE Al our educational material s
to physicians do already give doses, recomende d
doses, for themto consider un der age two, go down to
four nmonths or lower. So they are in there. | even
think the Canadian drops already have it on thei r
label. 1Is that right? Acetam nophen? Yes.

CHAl RVAN D AGCSTINQ  Dani el do you have
a comment ?

DR LOVELL: Yes, several comments.

There was an article provided tous inou r

review naterials by Sinon that was pretty sobering ,

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

148

and that was the fact that in an energency roo m
setting, when they provide to the parents the product

| abel and their selection of dosing devices and th e
weight of the child that was neasured in the enmergenc y
room t hat evening, only 30 percent of the patients go t
it right interns of actually nmeasuring out the dose

for their own child.

So that it's -- | think we still need to
address the fact that there's a large gap here betwee n
what we mght wite down on the |abel and actuall y
getting the right dose inthe child, and I'd like the
group to address that.

At the sane tine, | think it's related --
Some comments were nade about how to inprove th e
actual user friendliness of the dosing cup interns of
nore clearly delineating the m arks on the dosing cup.
As a physician and a parent, | can tell you that is a n
issue, especially inthe mddl e of the night, because
it's not clearly delineated.

There was al so a comment nade about why w e
get hung up or whatever, conti nue to use teaspoons on
our device, when in fact it mght encourage parents t o
t hrow your dosing cup out and use the teaspoon or at
| east passively maybe supports that transfer.

DR SCOLLER Just a comment on the S non
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study. W were, frankly, stunped by what to do with
that information, and 1'll tell you why in a nonent.
| don't want to reflect -- have ny coments reflec t
the fact that we don't appreciate the need t o]
comunicate well and for people to access th e
information and use it well. That's very inportant.

V¢ were very surprised by the finding tha t

the -- V&ll, before you nod your head, let nme tell yo u
the finding that we were surprised by. That is that
they were told the weight of the <child, and thenin a n
energency room setting -- and there are a lot o f
things going on in that setting -- they weren't able
to accurately do the dosing.

Wat | don't know from the study i s

whet her they were really asked to do this on or about
the tinme the child is in the room before that, o r
after that when they have a relief and they're no t
worri ed about anyt hi ng.

So | think you have a differen t situation
there, and I don't think that that study transfer S
over into a hone setting. | t hink that's sort of the
anonal y of that study.

Now i nsofar as the cup --

DR TEMPLE: Yes. Well, let ne nake one
nore comment about it. | talked to Dr. Sinon abou t
S A G CORP.
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his study, and he's very amable about it. He say S
that there are sone concerns, obviously, raised, but
the bigger issue, he said, was this wasn't an in-home
si tuation. A lot of people didn't even ask for th e
| abel i ng when we asked themthe questi ons.

So it was not a labeling conprehensio

=}

test at all or ability to understand it. Sothere ar e
a whol e host of issues. It was again people tryingt o
renmenber what had happened, and there was a lot o f
parent guessing. Even though they had it available t o
them they didn't use it.

That raises a whole set of other issue s
about it. W do need to encourage parents to read th e
| abel every tine they take the product. W've jus t
got to say that tinme and tine and tinme again. S o0
anything you can do to help us wth that, we'd lovet o

do. That's nunber one.

Now the dosing cup: There have bee n
recommrendations to try to enhance the markers. |[|'ve
heard that a couple of tinmes. It is just a question

of the technology of getting that done.

The question about teaspoons versu s
mlliliters: | think the industry practice has been
to use teaspoons, because that is the nost famlia r

still to the parent who uses these kinds of vol unes.
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Sonehow, as much as we've tried to create netri C
thinking, it hasn't got much beyond the healt h
prof essi onal comunity, and there not so well.

So we just haven't got it into the hones
yet. So we're using common terns. V¢ need to work a t
that, | think, to help people wunderstand th e
conpari sons, though.

On the label we're saying one teaspoo n
equals 5m. Maybe someday we can nake the transition

DR. LOVELL: Well, though, I'mnot sur e
that it's necessary to put any volunetric neasure on
your dosing cup. Wy don't you just put age of th e
child, if that's -- so you can -- the breakdowns are
there, rather than vol unes.

DR. SALLER | think that it's possibl

(¢

that we have a cup with a lot of information on i t
now, that if you look at the teaspoon denarcations an d
t hen thought about, well, do we put weights on there
as wel I, because we have both of those schedul es? So
that coul d represent an overabundance of infornation
on the dosing cup

So | think we're trying to keep it sinple
and | think what we're trying to convey are concepts
to work on how that m ght be done.

DR LOVELL: But | still think the point
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needs to be addressed as to how to make this nor e
easily -- or the cup could be nore discretely narked

so that it's easier to see when you have opaqu e
solutions in the cup.

The other thing that cane up: In you r
instructions here, direction nunber 5 says no nor e
than five times a day. Ws there a discussion as to
whet her to use day versus 24 hours, because, really,
accurately what you're talking about is five tines in
24 hours. Correct?

DR SALER Yes. In fact, what | did for
that particular part of it was to sinply take it off,
| think, this label. W didn ot specifically address
that within that portion of the presentation, trying
to convey the hourly and the daily rate. You may hav e
sone - -

DR TEMPLE: That's just the current FDA

| anguage that we've been using for a long, long tine,

using day rather than 24 hours. It's just curren t
standard termnol ogy. You're input, I'msure they're
listening to.

CHAl RVAN D AGCSTI NO Lynn?
DR McKI NLEY- GRANT: I had a questio n
about the cold renedies that contain acetam nophen

is there -- In terns of the inquiries that you get :
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Dr. Tenple, is there -- Do you get alot of inquiries
about the use of the two nedications or I'm eve n

wondering wth poison control if people suddenl vy

realize, oh, | used both nedications. | gave th e
child Tylenol, and | gave him sonmething wt h
acetam nophen in it, because those bottles tend -- The

cold renedies tend not to be ¢ learly narked that they
contain -- They will say fever reducti on, but they may
not boldly state that acetam nophen is present.

DR TEMPLE Unfortunately, | can onl vy
tal k about our experience with our own brands. W e
w |l get questions about whether you can use two drug s
at the same tine, and of course, we tell them no
They' re | abel ed. It says "do not use with othe r
acet am nophen contai ning products.” VW hope tha t
comuni cates effectively.

V¢ hope that the fact that it's a comon
brand nanme maybe communicates effectively, but w e
don't -- | know fromwhat Dr. Litovitz has said that
there are sone exposures where concomtantly bot h
products are used, yes.

CHAl RVAN D AGCSTI NO  Frank?

DR. PUC NO Yes. A question for Dr
Soller. Realizing these two studies are different and

the intent was different, in a control | ed envi ronnent
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such as the fever study there were very simla r
adverse effects between the tw o products, but | ooking
through the graphics on the NDVA study, it alnos t
appears that the nonsteroidal group had about a four

or five tinmes greater incidence of nore seriou s
adverse effects. Could you comment on that?

SOLER You're looking at Tab --
PUCONO Tab 3.

SALER -- Tab 3, page --

3 3 3 3

PUC NO Eight.

DR SOLLER I'msorry. I'mnowon th e
sane page with you. Could you repeat your question?

DR PUONO The question is: Realizing
the two studies are different and the intent i S
different, in a controlled environnent the tw o
products appear very simlar in terns of advers e
effects, interns of their pro files; but according to
this graphic, as best | can understand it, it al nost
appears that the ibuprofen group had about a four or
five times greater incidence of serious advers e
ef fects.

DR TEMPLE It's a newintrod wuction, and
the experience is that during these two years you're
going to get a lot nore reports with a ne w

introduction than you' |l get subsequently. | think we
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have seen that pattern.

VW get a very sharp rise of calls to our
conpany, and then we'll taper off after that. S o
these rates are not really conparable in terns o f
overall rates. You can't nake that conpari son.

CHAIRVAN D AGCSTINO  CGther comments o r
questions fromthe consultants, fromthe FDA?

It's alittle after twelve. W hy don't we
cone back at one. |Is there anyone at the table wh o0
has to | eave, say, before three o' cl ock? So we shoul d
be in good tine. Let's cone back at one o'clock :
pl ease.

(Whereupon, the foregoing natt er went off

the record at 12: 02 p.m)
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AFT-ERNOON SESSI-ON
(1:04 p.m)

CHAI RVAN D AGGSTI NO VW are now goin g
into the open public hearing, and there's on e
presentation and one letter whichis going to be read.
Wiy don't we start off with the presentation, Dr
Philip Wal son.

Wuld you please identify yourself an d
your affiliation, and if anyone is supporting you to
cone here.

DR WVASON M nane is Philip \Walson. |
am Chief of dinical Pharnmacol ogy and Toxicology a t
Children's Hospital in Colunbus and Professor o f
Pedi atrics Pharnmacol ogy and Pharnmacy at the Chio Stat e
University, and today basically I'"'mrepresenting - -
"' m on behal f of Witehall-Robins, but I shoul d revea |
that | have lots of other hats.

' ve been a consultant to man y

phar naceuti cal conpani es t hat manuf act ur e
anal gesi cs/anti pyretics. | am Chair of the USP E
Pediatric Panel. I was just made a nenber of th e

Arerican Acadeny of Pediatrics Commttee on Drugs. |
run one of the AAPCC poison ce nters that's regionally
certified that provided sone data.

|'ve conducted 14 <clinical trials o f
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i bupr of en and acetamnophen as analgesics an d
antipyretic agents in children, sone published, sone
soon to be published, some perhaps never publi shed.

In these -- They've enrol |l ed hundreds of
children. Three of themincluded children under -- at
| east as young as six nonths. | also ama practicing
pediatrician and have an active hospital base d
practice as both a pediatric clinical pharnacol ogi st
and as a toxicologist treating patients wt h
therapeutic and other m sadventures associated wit h
t hese drugs.

|"'malso the Pl of one of the seven N GD
funded pediatric pharnacol ogy research units aroun d
the country, and we are involved in at least thre e

trials as a network of antipyretic agents.

Let ne go through a fewthings. e i s
that | want to clarify an issue about creatinines :
since there is a published paper by Kelly et al. M

nane is on it, where we took over 200 children tha t
were given ibuprofen in various studies that we ha d
done to date. | think that's about five years.

In fact, creatinine in the treated group
went down conpared to both acet am nophen and pl acebo
treated children, not up, ani nteresting finding, but

in fact true.
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' m here to support the lowering of th e
age limt for OIC analgesics a nd antipyretics dow to
at least six nonths, and there's lots of reasons. (n e
is there's adequate data existing to docunent th e
antipyretic effectiveness of these drugs in this age
group, and at least inferential data that indicate s
that they are effective anal gesics.

Dosing instructions on the label of O C
products coul d provide parents and caretakers with a
readily available reference to hel p remnd them of the
proper dose to admnister. Wthout these inportan t
data on the label, dosing instructions would b e
nei t her standardi zed nor controll ed.

This would, in fact, increase rather than
decrease the risk of any adverse effect of thes e
dr ugs, including inadvertently admnistering a n
I nappropri ate dose.

Another thing I would like to support is
the elimnation of dosing base d on tenperature. This
is neither scientifically nor statistically justified
and nakes no sense. As a clinician, | also think --
and | have seen this create unnecessary conpl exity.

It also incorrectly inplies to parent s
that the nagnitude of a tenperature indicates th e

seriousness of the wunderlying illness. It als o
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creates confusion and is illogical, becaus e
temperature can vary depending upon the site o f
neasurenent, the instrunent be ing used, the skill and
met hod of the tenperature taker.

There is no evidence that shows th e
parents can reliably neasure a tenperature, an d
certainly no evidence that 102.4 should be dose d
differently than 102.5, which current labelin g
suggest s.

For that reason, | think for OIC i buprofe

=}

a single uniformapproximately 7.5ng per kil ogram dos e
is preferable. this is the approved OIC dose i n
children age two years of age and older. This dose i s
both clearly effective and should be well tolerated,
as the data clearly show, by the vast nagjority o f
children

The data presented already by Doctor s
Sol | er, Lesko, Tenpl e, and Litovitz clearl vy
denonstrate the safety of this product in actua |
experience in this popul ation.

| also think it's desirable fo r ibuprofen
to be available in both suspension and drops. Ver y
young children may be unwilling or devel oprentall y
unable to take nedications via spoon or dosing cup

Maybe the <correct political term is they ar e
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devel opnental |y chal | enged.

A concentrated  dropper formulatio n
provi des a convenient and ofte n essential alternative
to effectively admnister antipyretics to childre n
unconfortable frompain or fever. | mght add tha t
these drops are very useful in children up to the age
of eighties, that sonetinmes they are very useful i n
all age children.

In conclusion, | want to echo th e
recommendati ons of previous sp eakers to |ower the age
[imt for OIC antipyretics to at |east six nonths, an d
to have a single average, approxinmately 7.5ng pe r
ki | ogram i buprof en dose indicated for children.

I also endorse t he continuin g
availability of both drops and suspension. Thes e
product s, both 1ibuprofen and acetam nophen, ar e
al ready in w despread use in children under two. Thi s
wll not change, based on what you do or not do on th e
| abel, but providing labeled information on bot h
products will increase the saf ety of this ongoing and
I ncreasi ng use.

Thank you. Any questions?

CHAl RVAN D AGCSTI NGO Thank you. Andrea
is nowgoing toread a letter

DR NEAL: This is a letter that wa s
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submtted by a parent that |'ve been asked to read
It cones fromMchael Mirphy o f Qendora, California.

"Dear Commttee Menbers, Thank you fo

-

taking the time to listen to and consider ny conmments

| believe the work you are doi ng is vitally inportant
to the wellbeing of our country, and especiall y
valuable to those of us who are admnistering over -
t he-counter drugs to snmall children.

"Oh Saturday, March 22, 1997, ny two-year -
old son died form anaphylaxis brought on by a n
allergic reaction to Children's Mtrin. (A conplete
report has been submtted tot he FDA, should you w sh
to examne the details of this event.)

"W admnistered this drug follow ng the
package direction carefully. Wen ny son woke up from
his nap with a puffy face, we i nmedi atel y suspect ed
he was having an allergic reaction to the Mtrin and
called his doctor. Unfortunately, we were give n
tragically bad advice by ny son's doctor, who sinply
told us to stop giving Billy Mtrin and continu e
treating his stomach virus as we had been, by keeping
himon a liquid diet of Pedialyte.

"Both ny wife and | were by Billy's side
when he stopped breathing. | imediately began nout h -

to-nouth, as ny wife called 911. Wthin mnutes the
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police arrived, and Billy was rushed to the hospital
in the back of the squad car with a paranedi C
performng CPR

"My son never responded to treatnent i n
t he emergency room and was pronounced dead about 45

mnutes after arriving.

"In addition to the bad advice | received
from ny son's doctor, | was hanpered in two othe r
ways. First of all, Billy's worsening condition was

masked by the synptons of his stomach virus.

"I learned in ny study since his deat h
that vomting and flu-1ike synptons can be a warning
sign of anaphyl axis. Billy had these synmptom s
already, and there would be no way to differenti at e
fromhis stomach and an adverse drug reaction.

"Qur doctor should have known this an d

=~

warned us of the nore subtle changes we needed to | oo
out for, such as shallow breathing and irregula r
heartbeat. W were not checki ng our son's heartbeat.
In our mnds, all we were treating was a stomac h
Vi rus.

"There was no reason to check his heart,
and Billy's breathing nust have been | abored, but he
was not yet speaking nore than one-word sent ences and ,

therefore, unable to tell us he was having troubl e.
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"He was not wheezing or gasping for air.
So we had no outward sign that he was getting worse.
He | ooked weak and tired, just as his sister had o n
her last day with the same virus a few days earlier
"Sinply put, special precautions need to
be taken when giving drugs to infant children who are
unabl e to articulate when they are having difficulty.
"Finally, | was also hanpered by th e
i nadequately |abeled Children' s Mdtrin box. After ny
son's death, | was shocked whe n | found the follow ng

warning in the 1995 edition of The Conplete Dru g

Reference : 'Nonsteroidal anti -inflamatory drugs nay

cause a serious type of allergic reaction calle d
anaphyl axi s. .. Signs may I ncl ude. . . puf fi ness o r
swelling of the eyelids or aro und the eyes. I f these

events occur, get energency hel p at once.

"This is precisely the reaction ny son was
having, but no such warning appears anywhere on th e
Children's Motrin box. | was stunned even nore when

| found the following in The Physician's Des Kk

Reference , referring to aspirin sensitive children

" Severe anaphyl actic-like reac tions to ibuprofen have
been reported in such patients, some with fata |
out cone. '

"The Children's Mtrin box does have a
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warning regarding aspirin sensitive children, but nmos t
parents in Anerica do not give their children aspirin ,
and for that reason, nost parents in Arerica do no t
know if their children are aspirin sensitive
Therefore, this warning i s al nost usel ess.
"In addition, this warning does no t

mention the need for immediate energency nedical care

shoul d your child exhibit such a reaction.

"Children's Mtrin has a potentially fata |
side effect, and appropriate precautions should b e
clearly outlined on the box. There is no question in

ny mnd that the warning from The Conplete Dru g

Ref ere nce should be on the Children's Mdtrin box o r
sonething close to it, suc h as the follow ng:

"Possible allergic reaction: Thi s produc t
nmay cause a rare, severe allergic reaction. Signs nay
i ncl ude changes in color of the skin of the face, ver y
fast but irregular heartbeat or pulse, hive-lik e
swelli ngs on the skin, and puffiness or swelling o f
the eyelids or around the eyes. |F THESE EFFECT S
OOOUR, GET EMERGENCY HELP AT ONCE

"l know, if this warning had been on the
Children's Mtrin box, | wuld have ignored m vy
i nconpetent doctor and rushed ny son to the energency

room and he would still be alive today.
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"I understand that there are many drug s
that can potentially cause this anaphyl actic reaction :
and perhaps there needs to be a standard anaphyl axi s
warning outlining synptons to | ook for, and focusing
on the needs for imrediate energency nedica |
treat nent.

"Children's Mtrin, as well as other over -
the-counter nedications, need to be |abeled in such a
way that even those who don't have the benefit of a
regular doctor to call for advice can admnister thes e
drugs, knowing full well the risk involved and th e
precauti ons needed.

"Drug conpanies do not want to pu t
warnings on their products that mght frighte n
custoners away. M/ deepest concern is that thei r
desire for maxinumprofits mg ht cloud their judgnment
in regards to appropriate warnings.

“"I't is ny hope that the FDA wll nor e
closely nonitor the negative side effects of over-the -
counter drugs and denmand that drug conpanies |abe |
their products appropriately.”

CHAl RVAN D AGOSTI NO  Thank you, Andrea.

|'ve been asked by the Nonprescriptio n
Drug Manufacturers Association to call attention that

sonme of the presenters or sone of their consultant S
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wll be leaving shortly, possibly |eaving shortly; an d
if there's any questions fromthe panel, they woul d
like to be able to address them now.

Are there any outstandi ng questions that
we need to get back to themabout? Yes, Mary Anne?

DR KODA-KIMBLE: Wll, | had a question
for Dr. Berlin, but since othe rs may be leaving: Dr.
Berlin alluded to the fact, an d I'mtrying to recall,
that febrile children nay be nore susceptible, les S
susceptible to the toxic effect of Tylenol.

Was there a statement like tha t, and does
anybody know anyt hi ng about the effect of fever on the

kinetics or toxicity of acetam nophen?

DR KAUFFNAN I'm Ral ph Kauffman fro m
Children's Mercy Hospital in Kansas Qty. "Il try to
answer your question. Before | do, | need to stat e
that | am here as a consultant today for MNei I

Consuner Products.

Chet and | have worked on the Coomttee o n
Drugs for a nunber of years together, and Chet jus t
rotated off as Chair of that coomttee subsequent to
the four years that | chaired it.

Wth respect to the susceptibility to --
i1l ness causing susceptibility to adverse effects of

either drug, | think there are very few dat a
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specifically addressing that. What | thought | heard
Chet saying was that illness, at least theoretically,

may alter the response to these nedi cations.

| don't think -- and correct ne if yo u
know differently. | don't think there's goo d
information that says that common chil dhood febril e

il nesses alter the pharnmacoki netics of acetam nophen
or i buprof en.

Certainly, salicylates they do, becaus e
salicylate at fairly low concentrations undergoe s
saturation Kkinetics, and so one starts seeing zer o
order kinetics, and particularly with dehydratio n
where the elimnation becomes very dependent on renal
output, but aspirinreally isn't a ngjor consideratio n
her e t oday.

That does not occur with the other tw o
conp ounds. As was brought up earlier, dehydratio n
coul d predispose a child to a | ow vol une state where
renal blood flow becones increasingly dependent o n
prost aglandin synthesis at the renal -- at th e
efferent vessel.

So that renal blood flow can at | east be

transi ently reduced if a nonsteroidal or a cyclo

oxygenase inhibitor is admnistered under thos e

circunstances. That's very vol ume dependent.
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It's atheoretical consideration at |east .
There is very little information that says it's a
significant risk factor, but it's something that I
think we need to always keep in the back of our m nds

Wth respect to acetam nophen, there al so
has been -- Vyne may want to comrent on this. There
has been - There's at |east sone ani nal data | ooking

at glutathione turnover in the liver with short term

starvation states that have to do with gastroenteriti S
or an acute febrile illness where the child is no t
eating, and nutrient intake is decreased, but it isnt

clear that that really alters the usual doses o f
acet am nophen that are ingested.

Do you know anything nore about that
W\yne?

DR SNODERASS. |I'mWyne Snod grass. |I'm
al so here through McNei |l Labs.

W did sone work several years ago tha t
| ooked at the acetam nophen cysteine and mercuric aci d
conj ugat e. The ends are small, three, four, fiv e
children per group, but afebrile versus febrile, and
there was no difference in the percent excretion o f
those toxic -- mean qui none nmean narker pat hway.

So that that woul d suggest that there is

no major effect in well nutritioned children, if you
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will, of that. What Dr. Kauffrman is referring t 0]
about the glutathione is, of course, lower live r
cont ent of GSH in significantly nalnourishe d
Kwashi orkor, for exanple, infants or the equivalen t
ani mal nodel .

So | think I"'mnot aware of sp ecific data
as to what Dr. Berlin was referring to, but a
potential concern.

CHAl RVAN D AGCSTINO  Thank you. Wiat |' d
like to do nowis turnto --

DR MKI NLEY- GRANT:  Ral ph?

CHAI RVAN D AGCSTING  |'m sorry.

DR MKI NLEY- GRANT: (ne question. That
IS What is the -- W're using two drugs sort o f
i nt erchangeabl y, acetam nophen and ibuprofen. Wat's
the actual use by pediatricians of ibuprofen in ages
below two? |Is it widely used or as widely used a s
acet am nophen is?

DR. TEMPLE Dr. Tenple again. They'r e
both wdely wused. It's about 60 percen t
acet am nophen, about 40 per cent i buprofen
approxi mately, at this point.

DR MKI NLEY- GRANT: And for -- th e
i buprofen for a fever or pain?

DR TEMPLE It probably is a slightl vy
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slightly less than for fever, not big di
t hough.

CHAI RVAN D AGCSTI NO Are
guestions? No? Then Dr. Katz wll givet
the commttee.

DR KATZ: (Good afternoon.

170
| buprofen

fferences ,

there othe r

he charge t o

Wat 1'd like to do briefly is t o

summari ze where we've been earlier today before givin g

the charge to the commttee to deliberate on th e

questions that they have at hand in their

package.

We've heard discussion this nornin g

regarding the history of the OIC dosing of thes e

anal gesi c-antipyretic children's products, th e

phar macoki neti ¢ make-up and how phar nacoki

netics nay

influence or inpact on dosing, the adverse even t

profiles that we've had on these product

s that ar e

cont ained within the SRS database, as well as som e

overdose information that we have from the tes t

dat abase, and opinions fromthe pediatric c

ommnity a s

well as industry regarding these products and th e

I ssues at hand.
It's inportant to renenber
medi cation errors nay occur as a result

different factors. One nay be a prescrib
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that inappropriate dose sel ection may occur, dose or
dosage form quantity, route of admnistrations o f
m sunder st andi ng of instructions for use.

Medi cation errors may also occur as a
result of incorrect dose error in which a patien t
receives too little so that they don't get the desire d
therapeutic effect, or too much. That results in an
over dose, and (3) the wong dosage form may b e
sel ect ed, either a selection of a drop for a
suspensi on when one was wantin g to use the suspension
product or selecting an adult product in place of a
children's product or even selection of suppositor vy
product, an adult product versus a child s product :
because of sone confusion about either age or dosing
routes thensel ves.

The concerns addressed about thes e
products really focused predom inantly on the m stakes
made by caregivers, and that these m stakes really ar e
unintentional mstakes that we 're trying to focus on,
that the mstakes may have resulted from healt h
practitioners giving msinformation to parents an d
their inability to be able to check this information,
because | abeling may not have occurred to corroborate
or to go back and check to nake sure that the dosing

i nstructions that they were being given wer e
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consistent wth the product that was being use d
because the product fails to | abel below two years of
age.

G her unintentional mstakes m ay occur as
a result of failure to read the |abel thoroughly o r
failure to wunderstand the I|abeled instructions |,
failure to inform the practitioner of the actua |
product that one has at hone, so that when th e
practitioner gave the advice, as we've heard, tha t
they give a dose for a product that they assune that
the parent may have had or the caregiver may have had ,
when in fact they had a different product available t o
them or the inappropriate use of a dosing instrunent |,
whi ch we' ve al so addr essed.

It is alsoinportant to remenb er that the
currently available OIC anal gesic/antipyretic product s
that are out there on the narket now are | abel ed for
chi ldren greater than or equal to two years of age
There is also an additional concern that we need t o]
focus on this afternoon as well, which is a n
overlapping age, that sonme products are |abele d
predomnantly for two-to-three -years which are double
concentrated drops, and yet for the suspension or we
have the -- starting at age two to three, which also

creates sone problens or confusion fromthe consuners
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Agai n, even though we've not spent a great
deal of tine talking about this issue, we also need t o
be concerned about the suppository products that d o]
exi st on the nmarket for children in this age group :
and also confusion that nay result because of th e
| abel i ng i nstructions.

This nmeeting -- In this neeting we hav e
chosen to very narrowy focus our charge to you onthe
single ingredient analgesic/antipyretic products. Th e
reason for that really goes back to some of th e
history and, in fact, dates back probably two year S
ago when this issue was addressed at the Advisor y
Comm ttee then.

V¢ sawfromslides earlier frompresenter s

that the i ssue was addressed, wel |, how | ow do we go.
The advi ce given back to the agency, well, it's a cas e
by case approach. So here we are with a specifi C

case, single ingredient analgesic/antipyretic product
and we' re now asking for advice.

VW do realize that there are conbination
products out there that do con tain anal gesics, and we
do realize that there is potential for overdosin g
because a parent may not be able to understand tha t
they're giving a cough/cold preparation that has a n

anal gesic, plus they're giving an anal gesi ¢ product;
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but we don't want to address that in this nmeetin g
specifically.

Hopeful Iy, when the OTC | abeling fornmats
becone finalized and when parents and consuners an d
whoever else is using a product can see the activ e
ingredient higher up on the panels that they wil I
realize what the active ingred ients are, sone of that
may be taken care of. If not, obviously, we ca n
discuss it again at sonme point in tine.

We also do realize that there are othe r
products that are available on the market that ar e
being given incorrectly, and again | nention adul t
products to children. W're not focusing on tha t
i ssue now. VW are predomnantly focusing on th e
children's products.

So that with these caveats in mnd, I
would like to have you focus your attention on th e
questions provided in the background material and in
t he agenda that were avail abl e outside the room when
you cane in earlier today.

These questions are: (QGven thee safet vy

i mplications di scussed for t he or C
anal gesi c/ anti pyretic suspensi on and doubl e
concentrated dr ops: (1) should labeling fo r

overl apping agents be permtted? Again, |'mreferrin g
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to the two-to-three-year age group that we've tal ked
about .

(b) Wat |abeling nodifications do yo wu
suggest to prevent unintentional overdose.

2. Can singl e I ngredien t
anal gesi c/anti pyretic suspension products be safel vy
and effectively labeled for us e in children | ess than
two years of age? If so, what is an appropriate lowe r
age limt?

3. What, if any, other labelin g
recommendat i ons do you have?

At this time, I'll turn back over th e
neeting to our Chair, and thank you very nuch.

CHAI RVAN D AGCSTI NO Thank you. A e
there any questions for Dr. Katz at this nonent ?
There wll be, 1'm sure, as we go through th e
questions before the coormttee and, hopefully, at tha t

point clarification can be produced, as needed.

Sone of these questions are witten i n
such a way that votes could be taken. | think wha t
we'll dois we'll just go through the questions an d

see if they' re appropriate for votes as we go through
t hem
There are voting nenbers and nonvotin ¢

menbers around the table and, if you would pleas e
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check the status when we do cone to votes, and we'l |
al so check; but just to clarify that issue.

Now the very first question be fore us is:

G ven the safety inplications discusse d
for the OIC suspension and dou ble concentrated drops,
shoul d I abeling be permtted for overl appi ng ages?

Now I'd like clarification on what th e
concern is. W understand fromthe naterial presente d
that there are potential adverse effects when th e
drops are given incorrectly. So there is a concer n
that one has to do that appropriately.

The overlapping ages is that the drops say
two to three years on the |abel, and the |iquids say
two to 11. Is that correct? |Is that howit goes?

Wat is the concern in keeping it the way
it is? | mean, what would be the alternative, say th e
drops 2 to 117

DR KATZ, \Wll, one of the issues that w e
bring up is should the drops be l|abeled for a finite
age group, and should the susp ension be |abeled for a
finite age group, so that a consuner who has a child
of two years of age woul d have one specific product,
and a practitioner would get used to that tha t
i ndi vidual woul d have that par ticular product, rather

than in the mddle of the night a consuner buying a
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product for, let's say, a two- vyear-old but not really
intending to use it for a two- vyear-old, and it may --
there may be sone way to try to differentiate.

If one decides to go lower for thes e

products, which products woul d be nore appropriate fo

-

a lower age group, which products mght be nor e
appropriate for a higher age group, and that's where
t he question comes from

CHAI RVAN D AGCSTI NO Are there an vy
comments? Mchael, did you want to nake comment s?

DR VEINTRAUB: No, that's the questio n
that we're really interested in.

CHAIRVAN D AGCSTINO Wiy don't we open i t
for -- Do you have a comment ?

DR KAUFFMAN  Yes, if | may. | thin k
that any age distinction that is nade to divide th e
two dosage formulations is going to be artificial :
because in the real world there's an enornous anount
of overl ap.

The devel oprent of a child is a continuum.
It's not an abrupt sequence. So there will be two -
year-olds who mght take froma cup. There will be a n
occasi onal two-year-old who wouldn't, if you decided
that two years was a break point.

You mght decide three years is a brea Kk
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poi nt or younger than two years, but | think there's
merit in maintaining the flexibility for a parent to
use either of two formulations, depending on wha t
their child s devel opnental level is in that overlap
age peri od; because ki ds vary trenendousl y
devel opnental |y and ability-w se.

|'ve tried to struggle in ny o wn mnd how
would we do a single preparati on that woul d serve the
entire age spectrumto deal with the issue that Dr
Berlin brought up this nmorning. The problemis, if we
try to use a single concentration, either a nor e
concentrated preparation like the drops or a les s
concentrated one like the elix irs or solutions, we're
goi ng to be subjecting the extrenme -- the groups a t
the extreme age range, ends of the age spectrum t o]
probably increased errors, because if we use a les s
dilute or a nore -- I'm sorry, a nore dilut e
prepar ation down in the infants, we're going to ru n
into problens in neasuring it in a-- with a devic e
that the infants could use readily.

| f we use the nore concentrate d
formulation in the older kids, we're going to run in
at the lower end of the age range of the ol der Kids,
in the three, four, five year age group, the volum e

admnistered would be low enough that we woul d
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increase the risk of dosing er rors, sinply because of
accuracy in measuring the volune in the hom e
situation, and the palatability is -- It's a
secondary issue, but it's an issue, too.

Sol -- Inny own mnd, | haven't bee n
able to figure out howwe would do this, if we -- eve n
if the decision was made, and reduce the risk to this
entire chil dhood popul ation fromsix nonths up to 12
years.

For practical admnistration and tryingto
give the parent the best flexibility and the bes t
option to dose as accurately as can be done in th e
home setting using either weight or age, | think w e
really need two types of formulations, and naintai n
that flexibility.

CHAI RVAN D AGCSTINO  Thank you. I'dlike
to open the discussion to the nenbers around th e

table. Any comments on this?

DR MKI NLEY- GRANT: Two comment s: e i s
| wonder if -- Interns of our discussion we're sayin ¢
anal gesi c/ anti pyreti c. Now we're specificall vy
referring to acetam nophen and i buprof en. Is tha t

right? W're not including aspirin or --
CHAIRVAN D AGCBTINO Wl |, th e dose, the

drops and the liquids -- | nean --
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DR MKI NLEY-GRANT:  Yes. Vell, just in
terms of the term-- | mean we're talking about a
spectrum of drugs, analgesics and antipyretics, a s
opposed to -- UWsually, we're thinking in terns --

CHAIRVAN D AGCBTINO Vel |, th is one here
is -- This question is solely on suspensions.

DR MK NLEY-GRANT: R ght, but ny concer n
is just, you know, when we oo Kk back on this 20 years
from now, wll sonmeone say, oh, well, aspirin i S
included in this?

CHAIRVAN D AGCSTINO Wl I, it's not. The
gquestion is --

DR MK NLEY- GRANT:  No, just in terns of
| abeling and dosing of over-the-counter pediatri C
anal gesi c and anti pyreti cs.

DR KATZ: For this specific question
though, it's referring to the products that ar e
currently available in those dosage forns. For sone
of the other questions, then, yes, it would broade n
t he spectrum

DR McKI NLEY- GRANT: So aspirin is no t
avai |l abl e in a suspensi on?

DR KATZ: That's correct.

DR MKINLEY- GRANT: Ckay. That's fine.

The other conmment that | wanted to nake - -
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| do think that two forns are probably better. If yo u
have an infant, you know, to try to get any formo f
anything in an infant, you lose half of it. Soth e
drops tend to work very well, but | think the bottle
should be -- and the packaging should be clearl y
di stingui shed, so that you have -- and by age even, i f
we could do it.

If we're starting with six nonths to two
or three, and then three to 12, sonething like that,
but | think you really need -- To safely admniste r
the nedicine, you really are going to need tw o
different preparations.

CHAl RVAN D AGCSTI NO ['m not clear o n
what your responses to thisis . Are you saying there
shoul d be two separate age groups, non-overl appi ng ag e
groups?

DR MK NLEY-GRANT: | think t here should
be two separate age groups, and perhaps with the - -

you know, to allow for the devel opnental things, the

two-to-three-year-olds -- | have to leave it to th e
expert s to decide on that, but | think if we'r e
starting wth six nonths to two, | wouldn't favo r

going one formula, or six nont hs to 12 years ol d; but
| would favor two fornmulas at six nonths to two, and

then three to 12, something |ike that, with an overla p
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in the two and three-year-old group.

CHAIRVAN D AGCSTINO  So you a re allow ng
an overl ap, though?

DR McKI NLEY- GRANT: Rght, with th e
drops, though, nore so than with the suspension.

CHAIRVAN D AGCSTING  Well, | think th e
drops are two to three right now If we can jus t
stick to the ages tw to three and worry abou t
bringing it down to six nonths . The drops are two to
three right now, and the liquid is two and above.

If | hear your response correc tly, you' re
willing to basically live with that.

DR MK NLEY-GRANT: Wll, I think | woul d
like the suspension -- because that seens to be th e
problem in terns of children getting a higher dos e
from the suspension. So | would like to see th e
suspension at three to 12.

CHAIRVAN D AGOSTINO  So nake it twot o

three for the drops and three to 11 or whatever fo

=

t he suspension. Are there other comrents? FEric.

DR BRASS: I think the overla p
intrinsically is not a problem . | think there may be
problens related to | abel and conprehension, etcetera
etcetera, but | think the overlap intrinsically is not

a probl em
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| think the availability of differen t
products for different consumers is good, and tha t
consuners have proven that by buying different things
under different circunstances.

Additionally, even the way -- Based o n
what we know, age isn't the optinal cutoff anyway. | s
an underwei ght three-year-old and an overwei ght two-
year-old, etcetera, etcetera -- Sol think you have t o
provide a great deal of flexibility here, as |long as
the intent and use is unanbiguous and the labelin g
facilitates the differentiation and mnimzes th e
conf usi on.

CHAI RVAN D AGCSTI NO The way th e
questions are laid out. So if you said that th e
labeling allow the overlapping ages, then you'r e
saying go for the b) where you clarify what the | abel
iS.

DR BRASS. That's right. So ny answer t 0
a) is yes.

CHAI RVAN D AGCSTINO  Earl, do you have a
comrent on that?

DR SILVERVAN  Well, Id just liket o
agree with a). M only suggestion about the secon d
part of howto overcone it: | think it was brought u p

when Lynn referred to the use of the word suspension.
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As | look at the labeling, it say s
suspensi on drops and suspension liquid. That nay be
t he confusion. (he of the suggestions may be t o]
elimnate the word right on the front of suspensio n
drops and suspension liquid, so that there is n o
confusion at all possible. Yo u may say infant drops,
what ever, but one-half of it is the sanme word. That
may lead to the confusion in the overlapping ag e
gr oups.

CHAl RVAN D AGCSTI NO Are there othe r
comments? It probably is wort h nore discussion. Dd
you have a conment ?

DR LOVELL: WlIl, when you ac tually | ook
at the data from overdoses from both the databases ,
the actual nunber of cases in which this turned out t o
be the source of overdose for the kids actually is a
mnority of the circunstances in which there wa s
toxicity.

So it's turned out to be in the databases |,
| think, a nmuch smaller problem than | would hav e
predicted, thinking about it. So | think its not a
major issue. | agree with Abe that the labeling i S
nmore of a problem So I would vote in terns o f
all owi ng the overl appi ng ages.

CHAIRVAN D AGSTINO  Lynn, do you hav e
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synpathy with the | ast few speakers in terns of --

DR McKI NLEY- GRANT: Ch, vyes, | fee |
strongly, the labeling -- you know, there really need
to be two separate bottles, you know, alittle one for
the drops and a bi gger one for the -- and the |abels

| ook too much alike, interns of even the pictures on

the label. Ohe has an infant. The other has a
toddler. | nean, they really have to separate.
CHA RVAN D AGCBTINO  Let's -- Just so we

can be specific, because we we re asked to be specific
by the FDA let's take it toa vote, thinking that we
have an a) and a b) part to hear.

W're looking at the a). W're sayin ¢
should |abeling be permtted for overlapping ages ,
keeping in mnd, if we say yes for this, a nunber hav e
expressed very strong concerns about size of package,
| abeling, and so forth, to clarify the two.

So let's take: Should labeling b e
permtted for the overlappi ng ages. Al those i n
favor, please raise your hand. Any opposed? An y
abstentions? For the record, how many was that ?
Ei ght-zero. Thank you.

What about the | abeling nodifications? D o

we have any suggestions? VW had stated som e

—+

suggest i ons. They' re obviously in the transcript, bu
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are there other suggestions or any reiteration o f
those? FEric?

DR BRASS. This is a device technica |
qguesti on. Is it possible to build the dropper int o
the lid in a childproof way so that, when one had the
drops, one couldn't mss it because the dropper wa s
intrinsic to the packaging? T hat way, there woul dn't
be any -- It would seem -- Wth having the droppe r
physically distinct, there's always the possibilit vy
of, again the mddl e of the ni ght anal ogy, picking up
the bottle without the dropper and not know ng which
is which. Anybody?

CHAI RVAN D AGQOSTI NO Anybody have a
response to that? Bill?

DR SALER Bill Soller, NDVA

| amaware that there are sone product s
that do have the dropper intrinsically, as you say, as
part of a child resistant and dropper situation.

Wat | can't answer to you, and | don" t
know that this is necessarily an issue here, is that
sone of the CRP child resistant packagi ng is patented .
So | don't know the extent to which this thing can be
applied overall.

The P&G packaging on Naproxen, as a n

exanple, was one that has been used on differen t
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products. So |l can't -- | just don't know the reason s
why that isn't used.

| will tell you that the dropper can b e
put back in. They're formulated with suitabl e
stability kinds of requirenments that allows that t o]
happen.

CHAI RVAN D AGCSTI NO  Yes?

DR RO&ER BERLIN I'm the other Dr
Berlin, Witehall-Robins Health Care.

In terns of the proposal that you' ve j ust
made, there are issues in terns of stability of th e
product when it's packaged in the --

CHAI RVAN D AGCSTINO  Could yo u speak up?
' msorry.

DR ROER BERLIN Yes, I'mso rry. There
are potential issues for the s tability of the product

when it is, in fact, packaged that way. Since these

products -- It's very inportant to nmaintain thei r
delivery of the drug, there would be at best a
substantial delay before that could be inplenented, i f

it's feasible, and | don't thi nk we could necessarily
guaranty that's feasible.

CHAI RVAN D AGGCSTI NO Thank you. An y
ot her comments on that? |If there aren't any further

comments on 1, then why don't we nove to the secon d
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question. I'msorry. | didn't see you.

DR KATZ: | actually think there should
be very strong attenpts to differenti ate between thes e
di fferent concentration products. | don't know ho w
that mght occur. Soneone suggested that sone o f
these have the term concentrated on them Dose - -
| ook at the dose carefully.

Any kind of signal to the parent whois o0 n
the -- you have to differentia te between these things
on the shelf and in the mddle of the night, tha t
they've got to look at this thing twice in terns o f
t he dosi ng.

| really like Eric's idea, though. Even
if the thing were packaged separately, that it would
be then screwed onto the cap so that it doesn't ge t
separated and there's no ot her choi ce for dosing this
t hi ng except the dropper.

| think the nost -- the one |I'm nos t
worried about is the nore concentrated solution, but
| agree, the data is not there to support that that's
t he bi ggest overdose issue.

CHAl RVAN D AGOSTI NO  Yes, Ted.

DR. TONG I'd like to nake a comen t
here. You know, we're concerned about overdose, and

we clearly should be, because that ends up wit h
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nortality and norbidity; but Dr. Lovell brought up the
i ssue of the Sinon studies out of Atlanta.

| thought the other interestin g piece was
that 50 percent of the caregivers gave -- underdosed
the medication for treating the problem and that sor t
of builds this sort of "if it's not working, let' S
give nore."

In the other circunstance where wt h
several children in the hone, you really buy over-the -
counter products just for the child, for one child
and there's also that switching. So i n thinking abou t
| abel i ng and packagi ng, all those issues, that dynam C
al so has to be in place.

' mglad you nentioned i nfant drops, baby
drops. | don't think too many people that |I encounte r
woul d understand what concentrate neans, but even a
sinple statenment like | just n oticed on the packagi ng
here -- suspension is nmentioned in both, and tha t
clearly would be confusing in soneone just walkin g
past the medicine cabinet and saying which is th e
right one to give to our child.

So | just want to nake that conment to ad d
to what everyone else was saying here about th e
| abel ing inportance and the packaging and the teachin g

of our patients on howto use their over-the-counter
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nmedi ci nes.

CHAIRVAN D AGBTINO | think it's correc t
to say that we do, by a vote, say the overlapping age s
is all right, possibly not idea but certainly al I
right. It's in the |labeling. W're not necessarily
full of ideas on how best to handle that in th e
| abeling, but we think it is a labeling issue. | S
that correct?

Then can we nove to 2?7 Nowin 2 it's a
question about with the suspension products again
novi ng the age fromtwo to sonethi ng under two years
of age. The way it's witten down, these products be
safely and effectively labeled for direct use i n
children under two years of age.

V¢ hear sone presentations abo ut the fact
that the directions are not given for individual S
under two years of age, and that may, in fact, b e
related to sone of the m suses.

Tony gave a nice presentation this nornin ¢
showi ng sone graphs that did indicate the rise o f
msuse and so forth as you got younger, and was nakin g
suggestions about bringing it down to two nonths. am
| quoting you correctly?

Wth the Boston fever study we have data

that takes us down to six nonths, and | think mayb e
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the way to get intothis, if y ou don't mnd, Toby, if
you woul d just give us a statenent of where you feel
we should be dealing with this question or how w e
shoul d be dealing with it.

DR LITONTZ Yes. You know, | thin k
it's pretty clear that, with the products that ar e
used in small children, and we know that at |east at
this point acetamnophen is regularly used, an d
i buprofen is increasingly used -- that there ar e
errors down to two nonths of age.

If you don't provide some guidance for th e
parent, | think the parent is going to end u p
continuing to mnake those errors. The conpetin g
argunent, of course, is the drive to get the parent t o
call the pediatrician when a child has a fever, s o0
that an evaluation can be nade in the very youn ¢
chi I d.

There, | think you' re predomnantl vy
concerned about children under two nonths. As a n
energency physician, we always used the two-nont h
cutoff . 1 know that the pediatricians tend to us e
nore of a three-nonth cutoff f or a septic workup in a
smal | chil d.

So you have those two conpetin g problens,

and it seens to ne that the best conprom se woul d be
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to allow dosage labeling all the way down to tw o
nmonths, but at the sane tinme sonme kind of cautionary
statenment about the use of the product intw or thre e
or maybe even four-nonth-old children, and the nee d
for nore careful evaluation by the pediatrician.

CHAIRVAN D AGCSTINO | think the way 1'd
like to handle this question is to have a vote o n
whether it should be Ilowered, and then have a
di scussion on -- If it's yes, then have a di scussion
on how far it should be | owered.

So fromcutting your response into two,
you would say yes for the lowering, and then th e
di scussion would be howfar. Are there other comment s
fromthe Advisory Commttee nmenbers on this?

So there no questions. | usually mss a
hand that's |ying sonmewhere. Then the vote that we'l |
take -- let's take a vote again to be specific. The
first vote is whether or not we think that the produc t
-- can single ingredient products be safely an d
effectively | abeled for direct use in children under
two years of age. That's what we're voting on

Al those in favor, please raise you r
hand. Any opposed? Any abstentions? That's eight t o
zero again. Thank you.

Now what is the appropriate lower ag e
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[imt? Can | ask the question before we begin, that
-- and it comes in the response. Are we satisfie d
with the data in terns of what the appropriate doses
actually are? The Boston fever study did bring us a
reginment on what the dose should be, but there wa s
this question about the physicians in the study havin g
very much of the input, and th e two nonths -- |'mnot
sure we heard a lot of data fromsix nonths to tw o
nont hs.

So woul d peopl e address sone of that issu e
as they talk about this, comrent? Any comments o r
questions? FEric?

DR BRASS. Again, as a non-pe diatrician,
it's obvious that pediatricians give recomrendations
over the phone, and they nust have-- there nust be a
series of recoomendations. Pa rt of the reason | have
no question voting yes tothe initial part is that it
is clearly being done and adm ni stered through over-

t he- count er, and it's sinply providing nor e
i nformation.

So if there was a consensus recomrendati o n
by pediatricians as to what th ey say when asked, that
woul d seemto be the natural thing to put on a | abel
to be concordant with those re comendations, but as a

non-pediatrician, again | don't knowif that's true or
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CHAl RVAN D AGCSTINO W do need -- | do

need sone inspiration on this one.
DR KAUFFVAN  May | ?
CHAI RVAN D AGCSTI NO  Yes, pl ease do.

DR KAUFFMAN  Ral ph Kauf f man agai n.

There's no doubt at all, and Dr. Berli n
stated it this nmorning. The Acadeny of Pediatric s
routinely and nost pediatric practitioners routinely
recommend an antipyretic as a part of the imuni zatio n
schedul e starting at two nonths of age.

It's also widely used for intercurren t
febrile illnesses in children starting at about that
age. | agree with Dr. Litovitz. The najor concer n
about ms-self-diagnosis in an infant where an illnes S
mght represent something nuch nore serious than just
an intercurrent febrile illness is in the under-tw o
age group.

That's where you see the delayed group, B -
strep and other serious infections that can -- where
the infant can deteriorate very rapidly. That concer n
di ssipates very rapidly after two nonths, and | think
the only reason not to go down to two nonths is if we
t hought the two-to-six-nmonth age group represented a
greater risk than those above six nonths, and | don't

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

195
think we've heard anything, and | certainly don't know
of any reason that suggests -- any data that suggests
that that is the case.

In other words, | don't think that we hav e
a reason to believe that the risks are different i n
the two-to-six-nonth age group of infants than in the
Si x-to-12-nmont h age group.

CHAl RVAN D AGOSTI NO Yes?

DR. SILVERVAN  Weéll, I'mnot sure tha t
that's a true statenent. | wouldn't be as convi nced
as you are that between two and four nonths of ag e
that the ability to nmount the appropriate respons e
exi sts.

As | was taught, and understand t h e
immunology of it was that the passive immnizatio n
continues before the i mmune systembegins to work, and
| was always taught under six nonths, worry; unde r
four nonths, worry a lot; and under two nonths, it's
easy. Do everything.

So | do have a problemwth two nmonths
with the caveat, of course, immunizations induc e
fever. Vell, that's to be expected; but ny onl y
concern with going down, certa inly, below four nonths
is that | think people will ov ertreat wthout a fever

per se and, as has been brought up many tines, fever
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is only a synptom By itself, it doesn't do any harm ,
and taking that caveat, | thin k that it really should
be strongly recommended that fevers under that ag e
group shoul d be seen by a physi ci an.

CHAI RVAN D AGCSTI NG Under what ?

DR S| LVERVAN Under -- \Weéll, I
personally feel six nonths, but |I don't feel tha t
strongly going down to four, but | would feel quit e
strongly goi ng under four.

CHAl RVAN D AGOSTI NO  Thank you.

DR WEl SVAN R ch Wéisnman. ['m th e
Drector of the Florida Poison Information Center in
M am . I'm a research associate, professor o f
pediatrics, University of Mam, and |I' mhere today on
behal f of Wi tehal |l -Robins.

| think that there's another side of the
coin when you | ook at the age group between two nmonth s
and six nonths, and if you approach it to th e
susceptibility of toxicity, clearly, the younger the
child, the smaller the weight, the greater th e
likelihood that if a mstake is nade, it"s goingtob e
to a bad outcone.

| think that this speaks very highly o f
being able to provide the greatest anount o f

information to reduce all poss ibilities that an error
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woul d occur in this group. | think, for that reason,
there is good evidence that we need to go all the way
down to two nonths.

CHAl RVAN D AGOSTI NO I think, if | ge t
the sense of the commttee, there's people at th e
table -- six nonths is fine. W start running int o]
di scussions if we go to four nonths, two nonths, but
is that the sense, six nonths, just again to clarify
it, and we can pick the six no nths and | ower, but six
months is fine.

So Toby gave, | thought, a way of saying
that two nonths up wth sone sort of furthe r
information or further clarification of warning o r
what ever you want to call it between the two and six
nmonths. Do you want to reiterate what you sai d?

DR LITOATZ | think that th e parent of
a child between the age of two and six nonths deserve s
to have the information in front of them but at the
sane time also needs to know that the fever in their
child may be a warning or an indicator of sonethin ¢
much nore serious going on than in a child who i S
ol der.

So | think there needs to be, along with
the dosing infornmation, specia | indication or warning

for two-to-six-nonth old children that this feve r
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could be indicative of something else, and th e
pedi atrician needs to be consulted i mmedi ately.

CHAl RVAN D AGCSTI NO Earl, would tha t
address your concern?

DR SILVERVAN | think that that was ny
concern. As long as it reads the dose, followed b vy
"please contact your physician® would be ver 'y
reasonable, given that they're going to use it anyway .
In fact, this would help.

CHAl RVAN D AGOSTINO  Can | suggest then
that we have an answer that we go down to two nonths
with this added iten? Nobody seens to oppose. Thank
you.

Wy don't we go to nunber 3: Wat, i f
any, other |abeling recommrendati ons do you have?

Any further comments on that?

DR KA-KIMBLE: W still kee p talking a
| ot about dosing based on age, and | think we had som e
very good evi dence today that dosing shoul d be based
on weight. To the extent that the [ abel can begin to
reflect that preference, | would advocate that.

DR TONG GCan | ask for clari fication of
what we're advocating? Two nont hs?

DR KMA-KIMBLE VWell, weight, the dosag e

on wei ght versus age, because when you start | ooking
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at ages, the weights -- the variation in wight a t
certain ages is huge.

CHALRVAN D AGCBTINO | think that was th e
sense of this norning, though, wasn't it, sone of the
presentations? There was a question about sayin ¢
wei ght and then putting age as the first thing tha t
catches your eye, but I think that enphasis is there.
It should be.

DR TEMPLE Would it be all right if I

just nmade a comment? This has been an issue |'ve bee

=}

interested in for a long tine.

| really agree that weight would be ideal
The di fficulty is that not every parent knows thei r
child s weight and, as nuch as we'd like themto d o
that. So we're probably going to wind up having both
wei ght and age on there, but anything we can do t o]
encour age use of wei ght woul d be ideal.

In addition, the fact is that these weigh t
ranges and age ranges really aren't that muc h
different. So as long as you use one or the other :
you' re okay. It's using the right dose that' S
i nportant.

CHAl RVAN D AGOSTI NG Thank you. Eric.

DR BRASS. GCom ng back again to sone of

our discussions of last July -- of this past Jul y
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about |abel and conprehension, etcetera, | think
given the issues as we've discussed them that an vy
attenpt to objectively define the best way t o
communi cate when there are multiple dose options
which is the optimal dose, would be very, ver 'y
hel pful, and howthat then get s translated to the use
of the delivery devices.

| mean, we've tal ked about |abeling of th e
cups, etcetera. Again, | thin k that there is a |arge
segnent of the population that won't be able to read
a five-line table and, if given nultiple options, wl |
becone confused and will not b e able to translate the
dose on the table to the delivery device provided the m
i n the package.

| just think that objective data tha t
defines what's the nost effective way to communi cate
that critical information, which is the basis for what
we' ve been spendi ng the whol e day tal ki ng about, woul d
be very, very hel pful.

CHAIRVAN D AGSTINO  Well, | think th e
study that we see the article on where the parent S
weren' t doing the right thing, be it enmergency roo m
setting and what have you, is still -- they weren' t
abl e to neasure out as they were thinking they wer e

going to be doing. You have a comment on that?
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DR LOVELL: Wll, actually, there are a
nunber of articles in this packet that were given tha t
addressed the reality of what happens on a day to day
practice, and every one of them surprised ne an d
di sappoi nted e on the poor correl ation between what' S
the recommended dose and what the real dose is i n
terns of 50 percent underdosing and this 30 percen t
correct on sone of the assignment studies.

So I think I agree with your coment s
directly. It's one thing for us to stand here an d
make recommrendations and for the drug conpanies t o]
develop labels, but | think it 's critically inportant
that objective studies be done to see how that plays
out inthe real worldin terns of can people actually
use whatever dosing device we  say, and however pretty
we nmake it, does it really turn out to be effective.

So | think that whatever we can dot o
increase this true informati on about what happens at
the user level is critically inportant.

CHAl RVAN D AGCSTINO  Mary Anne, did you
have a commrent ?

DR KODA-KIMBLE: Well, | also think, if
we're going to be lowering the age range, that | woul d
strongly recommend a professional education canpai gn

as well, both for pediatricians and pharnacists, s o]
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that those individuals who are  maki ng recommendat i ons
of one teaspoonful are also saying in the back o f
their heads "and nake sure you get this specifi C
product that has this specific concentration® o r
sonet hi ng like t hat , to avoi d i nadverten t
recommrendat i ons.

CHAl RVAN D AGCSTI NG Earl ?

DR SILVERVAN VeI, | think the issue o f
actually dosing is crucial, and al so being a parent,
when you pour out sonmething into a cup, | would b e
surprised if | was better than a 30-50 percen t
accuracy al so on dosing, over- or underdosing.

If it were at all possible to have a
nmetered type dosing delivery s ystem as one gets when
you go to a bar and they give you a shot of whiskey o r

sonething, but could the suspension bottle be buil t

N

into a metered dose so that it delivers 5 mls or
mls and, therefore, the recommendations becom e

sonething like one netered dose or sonething lik e

t hat ?

That -- | agree that labeling the cu p
woul d be better, and making it easier, but still it's
the pouring of it that still becones very difficult,

because it's a snall volune intoa cup. The only eas y

part becones when you use the spoons that just delive r
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much nore accurately than pouring into a cup, and tha't
may be another alternative -- you know, the spoon s
that are -- the plastic spoons, not a househol d spoon .

CHAIRVAN D AGCSTINO  Very goo d. Being a
grandparent, | have the sane ¢ oncern. Frank, did you
have a commrent ?

DR PUQ NO | think we're all i n
agreenent that lower dose is safe, and it's bein g
used. | think the only thing I'm still concerne d
about is once this change takes place, what happen s
when parents are doing this w thout the supervisio n
such as we saw in the fever study.

So it would be nice if we coul d encourage
survei | lance after a change like that, just to nak e
sure that we're not seeing som ething unusual in terns
of incidence of side effects.

CHAI RVAN D AGGSTI NO Very good. An y
other comments? | think -- You know, this is s o0
critical, as you nake this change, the idea o f
conprehension studies and the idea of surveillance is
really critical, especially given all the question s
that were |eft unanswered this norning.

DR LOVELL: I have a question for th e
FDA. Wiat's the ability of the FDA to require th e

industry to actually do studies to assess the accurac y
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of dosing by whatever |abeling and devices that they
choose to use? Can you require a conpany to come in
with that infornmation as well as their efficacy an d
safety and that sort of thing?

DR VEINTRAWB:. Actually, that's just wha t
| leaned over to Dr. Katz and was about to say to her
| wish we had better control of drugs that are alread y
on the narket. Now we can hav e sone control over the
dosi ng devices. W can have sone control over that,
but a ot of the other things, we have no contro |
over.

V¢ have no control over whethe r they have
to do a | abel conprehension st udy once the drug is on
the -- has been on the narket. So | don't think w e
can do that. However, we can work with them W can
tell themthat, if they don't, the next tine they wan t
to change one "a" or "the" in the label -- Now w e
wouldn't do that, but we can work with them and b vy
noral suasion help themto see the right way, th e
necessity for doing those things.

It is a difficult problem Now a ne w
drug, we can do it.

CHAl RVAN D AGOSTINO  But if you want to
bring the |l abel down to two nonths, you can ask them

to do sonet hi ng?
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DR VEINTRAUB. Yes. That's always -- |
was just going to say that to Dr. Katz. W wll have
the chance to do -- or they wll have the chance to d o
| abel conprehension studies when the | abel goes down
to two nonths.

Now what we've got to do is separat e
marketing studies fromthese s tudies, and that's al so
very difficult, but we're learning how, I hope, an d
that's what we would try.

CHAl RVAN D AGCSTI NO Thank you. Ar e
there ot her suggestions? Put the drug conpani es out
of business with all the studies we suggest and s o
forth?

Thank you very much. | want t o thank the
FDA pr eparations and the drug conpanies. | though t
the presentations were very good, and the question S
were conprehensible, and | didn't have a lot o f
trouble with them which neant t hey nust be good, and
t he responses seened to be fine.

Thank you very nmnuch. The neeting i s
adj our ned.

(Wher eupon, the foregoing natt er went off

the record at 2: 05 p.m)
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