CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
86683

DRAFT FINAL PRINTED LABELING




&W‘?&W“ et TR

WARNING: MAY BE HARIT FORMING

ION: Acetaminophen. accurs as 8 white, usually odoriess crystalline
[ possessing a slightly bitter taste,

foid.ohtained from opium or preepered from morphing by methw-
occure as colaeiess or white crystals, emomwa slowly in dry
air and is affectad by light.

ACTIONS: Acomminophen {8 a non-narcatic anaigesic and antipyretic agent.
Codeine is a narcatic with ansigesic and antitussive actions, Codeins reting
at least one-half of its anaigesic activity when sdministered arsily.
INDICATIONS: For the relief of mild to.maderste paima- .
CONTRAINDICATIONS: vaensniwty 10 codeinm ar- mm .
WARNINGS:-

Drug Dependence: Codeina can produce drug depeandence of the marphine type.
and therefore, has the potential for being abused. Psychic depandence, physical
dependance and tolerance may develop upon repsated administration. of this
drug and it should be prescribed and administered with the same degee of. caus
tion appropriate to the use of other oral narcaticcontaining medications. Like:
other narcoticcontaining medications, acetaminophen and codeine are suiject
to the Federat Controlled Substances Act.

Usage in Ambulatary Patiests: Codeine may impair the mantal and/or physical
abilities required- for the pesformance of potentiatly hazardous tasks. such as
driving a-car or qpesating maghinery. The mm uing. lhn dm should be:
cautioned accordingly,

Intersiction with Other Cantral Narows Syamm : Patients. tecaiving:
other narcotic ana)gasics, goners! anesthetics, phenothiazines, other tnnw.ulixn
ory, sedativa-hypnatics or other CNS depressants (including aicohol). concomi~
taritly with acetaminophen and codeine may exhibit an additive CNS deprasaion,.
When such combined therspy is contemplated, the dose of ono or both agents
.sheuid be reduweds -

Usage in Pnonney Safe use in pregnancy fas nat been established relative to
posaibie sdverss sflecty on feld develapment. Therefore, acowminophen and’

codsine should not be used in pregnant women uniess, in the- judgement of the
physician, the potential beneﬂts outvmuh the possible hazards,

U" ia Chlltn Aeuummq:mn and coame should not be adaimamd to
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|amumm-amm Thnnspumuy cbuuum ef-
facts of nercatice. and their cagecity. 0 elvate cesbrosninal fluid pressure may .
be markedly exspgersted in the presence of hesd injury, other intracranial le-
sions or a pre-existing incresse in intracranial pressure, Furthermors, ‘nilcotics
producy aduerse reactioss which m;mmcunnumdmm
with heed injuries.

Acinw Abdaminat Conditions: The sdministration’ of sceteminophen and codeihe
Of otmr narcatics may obscure the dcagnoun or clinical course in mum with
acute shdoming b condtions..

Special Risk Pstients: Acomaminophen and codeine should be given with caution
to certain patients such s the elderiy or debilitated, and thos & with sevens iw-
paimant of hepatic or reai function,- hypothyroidism, Addison's dissase and
proatatic hypertrophy or uwrethrai stricture,



ADVERSE REACTIONS: The most frequantly cbsam
light hudmu. diaziness, sedation, nauses

these adverse reactions mey be alleviated if the patient Hles down.

Other adverse resctions include euphoria, dysphoris, comstipstion, urticaria,
skin rash and pruritus.

DOSAGE AND ADMINISTRATION: Dosage should be adjusted according to the
severity of the pain and the response of the patient, |t Mmay occasionalty be
necessary to exceed the usual dosage recommanded below in cases of more se-
vere pain or in those patients who have bacome tolerant to the analigesic effect
of narcotics. Acetsminophen and codeing is given oralty. The usual adult dose
is one to two tablets every 4 hours, as needed.

DAUG INTERACTIONS: The CNS depressant effects of this drug may be acﬂmve
with that of other CNS depressants. Ses WARNINGS.

MANAGEMENT OF OVERDOBASGE?

Signs and Symptoms: Serious overdoss with acetaminophen and codeine is ct-»
acterized by respiratory depression (a decrease in respiration rate and/oc tidal
volume, Cheyne-Stokes respiration, cyanosis), extrems somnolence progressing
to stupor or coma, sketetat muscle flaccidity, cold and clammy skin, and some-
times bradycardis and hypotension. in severe overdosage, apnes, Circulatory
collapse, cardisc arrest and death may ‘occur. . The ingestion of very large
amounts of this drug may, in addition, resuit in acute hepatic texicity.

Treatment: Primary attention should be given to the reestabtishment of adequate
respiratory exchange through provision of 3 patent airway and the inatitution of
assiswdl or controiléd: ventiiation. The narcotic antagonist natoxons is a Sgiee
cific antidote againat respiratory depression which may result from overdosage
or unususi sengitivity 1o Rercotics, including codeine. Therefere, an appropriate’
dose of naloxons (ususil initial adult dose: 0.4 mg.) shouikd be administered,
preferably by the intravenous raute, énd simultan ly with efforts at respira-
tory resoscitétion. Sinch thS duration of action of codaine may exceed that of
the ama&' ist, the patiant should be kept under continued surveillance and ra-

es of the antsgonist siiduld be adminfstered as neaad to maintain
adeqmm respiration,

An anmgomst should not be administered in the absence of cliiw:ally signifi-
cant resp-mow or cmdlonscular dmunm.

Omoo.— nm fuidss vnouum and other swﬁ\n mogswres should
be empioyed as indicated..

Gastric emptying may be useful in removing unabsorbed drug.
Acetaminophen “in massive overdosage may cause hepstotaxicity in Some pe-

tiems. Clinical and !aboratory evidence of hepetotoxicity may be delayed for
up to ons week. Close clinical monitoring and serial hepctlc enzm detaen ing-

tiona.are therefare. ecammended... . _ . .- s U
Trestment of diite acetaminophen m is puruiy swnptonmh?
mm v

Acéstinidophen Y00 mg: and Cahma MM 15 mg. Ywm in bottias of TOO'
and 1000.

Acstaminophen 300 q‘m Codeine Phosphate 30 mo. Tablats in bostles. of 100:
and 1000., .

Acetaminophen 300 mg. and Codeine Phosphate 60 mg. Tablets in botties of 100
1000. :

CAUTIC Federal low prohibite dispensing without prescription.
s 2 s 1/78
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ACETAMINOPHEN with
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60 mg. NO. 4 i /L

Stomnumtmrpenﬂnls 3OC(59asr)maym \
1000 TABLETS PR ﬂ]v w
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PHEN
CODEINE

NOC 0228-2003-10

UREPAC
ACE-'hI'AMINO
PHOSPHATE tasLer
.. 20 me.—No. 4

Store ot room _335_3 15°-30°C
159°- 86°R) i ::32.2

' Manufactured b’
PUREPAC PHARMACE UTICAL ca,
Division Drugs, nc. .
Ehrabeth. N.1, 07207 USA, ®
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Stose at room temperature 15°. ue.n
(59°- 86°F) in a dry place.’

Manufactured by:
PUREPAC PHARMACEUTICAL €O,
Division Drugs, Inc. . -
Elizabeth, N.J, 07207’ :.w.P — o
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