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201 Tabor Road

Morris Plains, NJ 07950
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August 23, 2002

Sandra Titus

Advisors and Consultants Staff
FDA/CDER

5630 Fishers Lane

Rockville, MD 20857

Re: September 19, 2002 meeting of the Nonprescription Drugs Advisory Committee
to discuss safety issues related to the use of acetaminophen.

Dear Ms. Titus:

Pfizer Consumer Healthcare markets a variety of over-the-counter (OTC) cough/cold drug
products under such popular brands as Actifed, Benadryl and Sudafed. Several of our
combination cough/cold/allergy products utilize acetaminophen as the internal analgesic
active ingredient. Acetaminophen is used only in combination with other active ingredients
and is used in our products at total doses of between 500 and 1000 mg per dosage interval.

In response to a Food and Drug Administration initiative to review the U.S. adverse event
database for acetaminophen-containing OTC drug products, Pfizer Consumer Healthcare
conducted a thorough review of our U.S. adverse event database for acetaminophen-
containing OTC drug products. The purpose of this review was to identify all cases of
hepatic adverse events received for our U.S. acetaminophen-containing OTC drug products
marketed during the period from January 1, 1994 to June 30, 2002. Our review identified 7
reports in the 8.5 year time frame.' The results of this review are presented in this
submission and demonstrate that there is no correlation between the use of acetaminophen in
our combination drug products and hepatic failure.

Pfizer Consumer Healthcare requests that this submission be included with the background
materials for distribution to members of the FDA advisory committees” in preparation for the
September 19, 2002 meeting to discuss the safety of acetaminophen. Concurrent with this
submission, Pfizer Consumer Healthcare will submit this review to Docket No. 77N-0094:
OTC Internal Analgesic, Antipyretic & Antirheumatic Products.

! Approximately 200 million cartons of acetaminophen-containing products were sold during this interval.

? The Food and Drug Administration has defined these members to include members of the Nonprescription
Drugs Advisory Committee, Anesthetic and Life Support Drugs Advisory Committee, Arthritis Advisory
Committee, Cardiovascular and Renal Drugs Advisory Committee, Drug Safety and Risk Management
Advisory Committee and Gastrointestinal Drugs Advisory Committee.
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Executive Summary:

Pfizer Consumer Healthcare reviewed the spontaneous adverse event reports for U.S.
acetaminophen-containing OTC drug products for the period from January 01, 1994 to June
30, 2002. A total of seven reports of hepatic adverse events were reported in the 2,725 U.S.
adverse event reports received for the acetaminophen-containing products. Of the seven
reports, three were classified as serious, non-labeled, and four were classified as non- senous
All three of the serious reports were voluntarily submitted to the FDA as 15-day alerts.’

One of the serious reports occurred in a male with a history of regular alcohol consumption
who used two acetaminophen-containing OTC drug products. A second serious report
involved an intentional overdose while the third report was of a consumer who had hepatitis
C and, as reported by the attending physician, was considered unrelated to product used.

Therefore, after a review of the Pfizer Consumer Healthcare U.S. spontaneous adverse event
reports, no signal could be identified in the use of our acetaminophen-containing OTC drug
products and hepatic events.

Background Information

Pfizer Consumer Healthcare reviewed the U.S. spontaneous adverse event reports for
acetaminophen-containing OTC drug products for the period from January 01, 1994 to June
30, 2002 which were reported to Pfizer Consumer Healthcare and included in our Global
Product Safety Surveillance and Information (GPSSI) adverse event database. These reports
were reported to Pfizer directly.

Adverse events were categorized at the body system organ class and individual term level
using the COSTART (Coding Symbols for Thesaurus of Adverse Event Terms) Thesaurus,
4™ Edition. All hepatic events classified under the Digestive Body System Organ Class were
reviewed.

A total of 2,725 U.S. adverse event reports for acetaminophen-containing products were
included in the database for the period January 1, 1994 through June 30, 2002. Seven of the
adverse event reports included terms that were categorized under the Digestive Body System
Organ Class. These reports are summarized below and are listed in Table 1 (attached).

Of the seven reports:
e three were classified as serious, non-labeled and voluntarily submitted to the FDA as 15-
day reports (further discussed below);

* The submission of the 15-day alert does not constitute an admission by the Applicant that the drug caused or
contributed to the adverse event.
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e four reports were non-serious;
e two were medically confirmed (both classified as serious); and
o the age range was (29-64) years of age.

The three serious adverse events reported include:

Case 199601-0061 involved a 43-year-old male, with a history of regular alcohol
consumption, who took Sinutab Maximum Strength Without Drowsiness
(acetaminophen and pseudoephedrine) and Extra Strength Tylenol (acetaminophen)
concurrently for several days (total dose unknown). He had fulminant hepatic failure,
underwent a liver transplant and died due to complications of the transplant.

Case 200112-0502 was a 29-year-old male who overdosed on 50-60 tablets of three
Unisom® products: Unisom with Pain Relief (acetaminophen and diphenhydramine);
Unisom Sleep Gels (diphenhydramine); Unisom (doxylamine) (total dose of
acetaminophen is unknown). He had elevated liver enzymes, which resolved after
three days.

Case 20011-0895 was a 56-year-old female took Sinutab Sinus Maximum Strength
Without Drowsiness (acetaminophen and pseudoephedrine) for reportedly over 20
years (total dose of acetaminophen is unknown). She was diagnosed with unrelated
hepatitis C. No resolution has been reported for this event.

Of the four non-serious reports, three involved elevated liver enzymes.

In the first case (199603-0271), Sinutab Maximum Strength Without Drowsiness
(acetaminophen and pseudoephedrine) was used for eight years and following
discontinuation of product, liver function tests returned to normal.

In the second case (199811-0281), it was unknown if Benadryl Allergy Sinus
Headache (acetaminophen, pseudoephedrine and diphenhydramine) was discontinued
and the outcome is unknown.

In the third case (200104-0715) involving Benadry!l Severe Allergy and Sinus
Headache (acetaminophen, pseudoephedrine and diphenhydramine), the elevated
liver function tests were thought due to unrelated hepatitis A and the patient
recovered.

In the fourth case (200107-0333), a consumer using Sudafed Sinus Headache
(acetaminophen and pseudoephedrine) for three weeks and had “unspecified” liver
problems. He was also taking Amiodarone concurrently. The outcome is unknown.

In conclusion, and after a review of the Pfizer Consumer Healthcare U.S. spontaneous
adverse event reports, no signal could be identified in the use of acetaminophen-containing
OTC drug products and hepatic events. It should be emphasized that spontaneous report data



September 19, 2002 meeting of the Nonprescription

Drugs Advisory Committee to discuss safety issues

related to the use of acetaminophen. Page 4 of 6
August 23, 2002

only serve as a signal of the presence of likely cases. Because of the lack of information on
exposure and incomplete ascertainment of confounders and other explanatory factors on most
cases, any quantitative judgment about safety and certainly any estimate of the rate of
occurrence of these events in the population (i.e., incidence) must come from structured
studies such as clinical trials and epidemiological studies.

Pfizer Consumer Healthcare appreciates this opportunity to submit our review of our adverse
event database for acetaminophen-containing products in preparation for the September 19,
2002 meeting of the Nonprescription Drugs Advisory Committee. If you have any questions
or need additional information, please contact me at (973)-385-7250.

Sincerely,

Hans Knapp
Director, Regulatory Affairs
Pfizer Consumer Healthcare



1onpoad
0} pAjeaIUN
(asd
SjuaAd J ddH PS1 . ‘
P3IIPISU0d ei3ieayry paeasax payads R | sikoz < dvdy) s1ade> S680
=E2.@A d 159) poo Juo SYIEPEIH A /SNOLIdS S4A /ALL SsautsmoI( -
PISAY snnedoyg ) boolq N ) 9 spoded g o/m Y1duang xep 1100z
Supeaiy, i pagddsun snuig qrnug
{(3uro3uo) T
J ddH
3SOPIAD (dunuejixop)
[euopuduy | (S01-L'8) ('poad wos|) &
901 8D & payads € JO oquiod (dVdV+HdQ) o
paAjosay ured speg T LSV €< | jou spawr 2 - m_“_mm:e SAX N sqe) 09-0S) qe JA[Y WIRg/m . 050
(812-101) | 1doxjoypAsq A /snouag 6t 3s0p-191Q wostuy) ¢ 1100
‘uqe)s?y | 08S HA'T ¢ NINN (HdQ) §1°3
uonpuny 13ary | (0S1< X01) daalg wostup) ¢
01>dVdV &
skep (dVdV) 1ouaiA L
sadearaq psI 1819438 /N | pduang vnxy &
paywads dljoyooe 3\ (ASd+dvdV) 1900
ned aamired dpeday AND uoN jueip ON £ 4R SSAUISMOIP | -109661
Alren3ay A /SNOLIdS shep [e12A3S o/m Y13uang
/3INN XeN quinuig ¢
K10381H 1oday vada wguo) Xag/ uoneIng
awodnQ LIVLSOD HIOM QBT SPI uo) oo fmouag PN a3y " asoq anporg #9s8)
sponpo.q 3uturejuo)) uaydourwe)ady Joy sproday anedag *s snoduejuodg ‘1 Jqe],
7007 ‘ez ysn3ny
9Jo G 93eq ‘udydourure)ade Jo asn

34} 0] PIIB[DI SINSSI A)2JES SSNISIP 0) I UIWO]) AIOSIAPY
s3na(q uondurdsaxduoy ay jo Sunow ggoz ‘61 Pqudg



(4Sd ‘dvdYV)

duoIBponuY Jeysoxd .
) : N A M ¢ sipded | €e€0
AND PseIeg 12T AN SIPIE) | PO | onouasuoy | ON 85 | /aigded, QyowpraH | -L0100Z
[HAOUOW NIH snuig poyepng
BasnEN 6LE SoudnIV €
eayLIeIq 86L ‘89L (@Sd
3 % ‘
wmw__w_w.”w a.wewmw“n_.__ﬁ M Jjeyur ‘Hdd ‘dvdV)
Suneam 2AIED: paympadsun - N N d asop d[3uig VH snui§ SILO
PAIFA00Y heams nosay ‘uLno NOLIIS-UON Y 6T /sded 7 pue K311V | -pO100T
Mo /snot
ueq [eunuopqy VAIH € | qpug ‘prey a10A0g
ured 194D S/ /Mg ¢« o 1Kapruag
d1punef MDD wm
spneday ueds VAIH €
3NN ‘Hdd ,A_Mwww
ANN uor _“”_.M u.m.w: AN uLens.d ) =0:Mm.=oz ON mmo /p3p3aul AUEPERH .~—~MMM~
founj JaAry /snoL sepdes | snuig A31o7v
1AIpeuag
19pI0SIp (dSd ‘dvdV)
S1A Q < sy1opden
AJOSd el AN payads swIq01g N ON N /Kep moa mmucza_o 1q ILz0
parlosaY . JUON smurg /STOLIdS-UON Hnpy R o “£09661
uqe 3s3) spded ¢-g o/m y1duong
UONOUNJ JIAT] XBIA quInuiS
jroday
JAW0IN |4 SP3JA\ uo %.—Oammm uguoy Xas/ JIse
MO | LAVISOD | HOMAET | spWue) | I vad PO 2By uopeInq pnpoig | #9350
/SNOLIdG asoq
syonpoly Suturejuo)) usydourue)ady 1o, syroday sueday S ) snoduruodg (Juod)  JqeL
7007 ‘€ 1sn3ny
9 Jo 9 38eq ‘udydourure)ade Jo asn ay} 0) pajejal

SINSSI A)9JEs SSNISIP 0) 39)JWUWIO0)) AI0SIAPY sSna(q
uondussaduon ay) Jo Sundewr 7oz ‘61 Iqudog



