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DESCRIPTION:

Hydrocodone bifartrate and acet-
aminophen is supplied in tablet form for
oral administration.

Hydrocodane bitactrats is an opioid anal-
gesic and antitussive and occurs as fine,
white crystals or as a crystalline powder.
1t is atfected by kight. The chemical name
is: 4,5a-epoxy-3-methoxy-17-methy(-
morphinan-6-one lartrate (1:1) hydrate
{2:5). It has the toliowing structural
formula-

C1gHy N, + CHO; + 21/2H,0
* Malecutar Weight: 494.50

4 a
shightly bittes, white, odoriess, crystalline
powder, Is a non-opiate, non-salicylate
analgesic and antipyretic. It has the fol-
towing structural formuta:




CyHoNO,  Molecular Weight 151 (7

Each 2 5 mg/500 my tablet contains:
Hydrocodone Bitartrate... 2.5 mg
Acetaminophen..... . ....500 mg

£ach 5 mg/500 mg tablet cnmzms
Kydracodons Bitaitrate.... .5 mg
Acetaminophen..... .. ...500 mg

€ach 7.5 mg/500 mg tabiet contains.
Hydrocodone Bitartrate.....7.5 mg
Acetaminophen.. . ..........500 mg

Each 7.5 mg/650 myg tablet contains:
Hydrocadone Bitartrate.....7.5 mg
Acetaminophen. .. . 650 mg

Each 75 mg/750 my tablet contains:
Hydrocodone Bitartrate....7.5 mg

750 mg

Each 10 mg/500 my tatret contains:
Hydrocodone Bitartrate . . .10 mg
Acetaminophen. ... ..500 mg

£ach 10 mg/650 my tablet contains.
Mydrocodone Bitartrate
Acetaminophen... ...........J

In addition each tablst contalns the fol-

lowing inactive ingredisnts: Crospovi-

done, magnesium stearate, pregela-
tinized starch, and povidone.

The 2 5 mg/500 my aiso contains FD&C
78d no. 40 aluminum lake HT.

The § mg/500 mg does not contain any
dyes

The 75 mg/500 mg also contains DAC
yellaw no. 10 aluminum lake and FD&C
biue no. 1 aluminum lake.

The 7.5 mg/650 mQ also contains FO&C
yellow no 6 aluminum Lake.

The 7.5 mp/750 mg aiso contains D&C
yollow no. 10 aluminym laks.

The 10 mg/500 my also containg FOSC
blue no. 1 aluminum lake, FO&C red no.
40 afuminum fake HT and D&C yellow
no. 10 aluminum laks.

The 10 mg/650 mg also contains FD&C
béue no 1 aluminum Lake.

CUNICAL PHARMACOLOGY:

Hydrocodone is a semisynthetic narcotic
analgesic and antitussive with multiple
actions qualitatively similar to those of
cadeine  Mast of these involve the cen-
tral nervous system and smooth muscie.
The precise mechanism of action of
hydrocodone and other oplates is not
known, athough it is believed to relate to
the existence of opiate receptors in the
central nervous system In addition to
analgesia, narcotics may produce
drowsiness, changes in mood and men-
tal clouding

The anaigesic action of acetaminophen
involves peripheral influences, but the
specific mechanism is as yet undeter-
mined Antipyretic activity is mediated
through hypothatamic heat regulating
centers Acelamlnophcn inhidits

T

effects on the cardiovascitar

tory systsms; however, foxic doses may
cause circulatory failure and rapid, shal-
low breathing

Pharmacekinetics:

The behavior of the individual compo-
nents s desci low:

Hydrocodone Following a 10 mg oral
dose of hydrocodane administered to
five adult male subjects, the mean paak
concentration was 23.6 + 5.2 ng/mL.
Maximum serum levels were achieved at
13 £ 03 hours and the hali-life was
determined to be 3.3 ¢ 0 3 hours.
Hydrocodone cxtmts 1 complex pattern

of
tion, N-demethylation and s-mo reduc-
tion 10 the corresponding 6~a- and 6-5-
hydroxymetabolites
See OVERDOSAGE for toxicity informa-
tion

A hen- A inophen is
rapldly absorbed from the oas\mmnsn
nal tract and ts distributed throughout
most body tissues. The plasma haif-iife
is 1.25 to 3 hours, but may be

by liver damage and following over-
dosage. Elimination of acetami is
pancipally by tiver metabolism {conjuga-
tion) and subseguent renal excretion of
metabolites  Approximately 85% of an
oral dose appears in the urine within 24
haurs of administration, most as the
glucuronide conjugate, with smalt
amounts of other conjugates and
unchanged drug

See OVERDOSAGE for toxicity informa-
tion

doses of acetaminophen have nuqlluihls
of respin-




NOICATIONS AND USAGE:

Hydrocodone and acetaminophen tablets

are indicated for the refief of moderate to

moderately severe pain.

CONTRAINDICATIONS:

This product should not be administered

to patients who have previously exhiibit-

a8 hypersensitivity to hydrocodone or
acetaminopheat

WARNINGS:

Raspiratery Depression:

At high doses ar in sensitive patients,
fhydrocodane may produce dose-retated
respiratory by acting divectly
on the brain stem respiratory center
Hydrocodone also affects the center that
controis respiratory rhythm, and may
produce irregular and pariodic breathing.
Head injury asd Incrsased intracranial
Prassure:

The respiratory depressant atfects of
narcotics and their capacity to efavate
cerebrospinal fluid prassure may be
markedly exaggerated in the presence of
head injury, ather intracranial lesions or
a pre-sxisting increase in iniracranial
pressuce. Furthermore, narcotics pro-
duce adverse reactioas which may
obscure the clinical course of patieats
with head injuries.
Acute Abdomins! Conditians:
The administration of narcatics may
abscure the diagnosis or clnical course
of patiets with acute abdominal condi-
tions
PRECAUTIONS:
Generai:
Special Risk Patients; As with any nar-
cotic analgesic agent, hydrocedone
bitartrate and acetaminophen tablets
should be used with caution in aldesty or
debititaled patients, and those with
severe impairmant of hapatic or reaat
pothyroidism, Addison's dis-
ease, pros(zhc hypertrophy or umhul
stricture. The usval precautions shi
be observed and the possibility of rcspi-
ratory deprassion should be kept in
mind
Cough refiex: Hydrocodone suppresses
the cough reflex; as with alt aarcatics,
caution shoutd be axercised when
hydrocedone bitartrale and acet-
aminaphen lablets are used postepera-
tively and in patients with pulmanacy
disease.
Information for Pattents:
Hydrocodone, like alt narcotics, may
impair mental and/or physical abilities
required tar the pertarmance of poten-
Hally hazardous tasks such as dnviag 2
car of operating machinery, patieats
should be cautioned accordingly
Alcohol and ather CNS depressants may
produce an addiive CNS depression,
when taken with this combination prod-
uct, and shoutd be avoided
Hydrocodone may be habil-forming.
Patients should take tha drug onty for as
long as it is presceibed, in the amounts
prescribed, and no more frequently than
prescribed.
Labarstory Yests:
in patients with severe hepatic or renat
disease, eftects of therapy should be
monitared with serial iver and/ar renal
tunction tests.
Dmg Interactions:
Patients receiving narcotics, antihista-
mines, aniipsychotics, antianxisty
agents, or other CNS depressants
{including alcohot) concamitantly with
hydrocedane Dbitartrate and acet-
aninophen tablets exhibit an addi-
tive CNS depression When combined
{herapy is contemplated, the doss of one
or both agents should be reduced.
Yhe use of MAQ inbititors o tricychic
with hydr
prepar:mnns may increase the effect of
gither the anlidepressant or
hydrocodone
Drug/Uahoratory Test interactions:
Acetaminaphen may produca faise-posi-
tive test results for urinary 5-hydroxymn-
doleacetic acid
Carcinoganesis, Mutagenesis, impair-
mest of Fectitity:
No adequate studies have been conduct-
ed in animais to determine whether
hydracodone ot acetaminophen have a
patential far carcinogenesis, mutagene-
18, of impairment of fertitity

Y.
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Because many drugs are excreted in
human milk and because of the potential
for senous adverse reactions in nursing
infants from hydrocodone and acet-
aminophen, a decision should be made
whether to nursiag of to dis-
continue the drug, taking into account
the importance of the drug to the mother.
Padiatric Use:
Satety and aftectiveness in pediatric
patients have not been established.
ADVERSE REACTIONS:
The most frequently reported adverse
reactions are light-headedness, dizzi-
ness, sedation, nausea and vorniting.
These etfects seem 1o be more proml-
nent in ambulatory than In non-aminda-
tory patients, and some of these adverse
reactions may be alleviated if the patient
ies down.
Other adverse reactions include:
Central Nervous System:
Drowsiness, mental clouding, lsthargy,
impairment of mental and physical
performance, anxiety, fear, dysphoria,
psychic dependence, mood changes.
Gastreintestingl System:

adwministration of hydrocodone
bitartrate and acetaminophen tablets
may produce constipation.

tem:

Ureteral spasm, spasm of vesical
sphincters and urinary refention have
been reported with opiates.
. Depresaion:
Hydrocodone bitartrate may produce
d 1ated resli .

acting directly on the brain stem respira-

tory centers (see OVERDOSAGE).

Dermatelogicai:

Skin rash, pruritus

The following adverse drug events may

be borne in mind as potential effects of

acetaminophen. allergic reactions, rash,

thrombocytopenia, agranulocytosis.

Potential effects of high dosage are list-

ed in the OVERDOSAGE section.

DRUG ABUSE AND DEPENDENCE:

Controlled Substancs:

Hydrocodone Bitartrate and Acet-

ammophen Tablets are classified as a

Schedule 11l controtied substance.

Abuse and Dependence:

Psychic dependence, physical depen-

dence, and tolerance may d'evelop upan
ol

p 3
therefore, this groduct should be pre-
scribed and administered with caution
However, psychic dependence is unitkely
to develop when hydrocodone bitartrate
and acetaminophen tablets are used for
a short time for the treatment of pain.
Physical dependence, the candition in
which cantinued administration of the
drug is required to prevent the appear-
ance of a withdrawal syndrome,
assumes clinicalty signiticant propor-
tions only after several weeks of contin-
ued narcotic use, although some mild
degrae of physical dependence may
develop after a few days of narcotic ther-
apy Tolarance, in which increasingly
large doses are required in order to pro-
duce the same degree of anaigesis, is
manifested initially by a shortened dura-
tion of analgesic effect, and subssguent-
ly by decreases in the intensity of anal-
gesia. The rate of development of toler-
ance varies among pateents

OVERDOSAGE:

The following acute overdosage, toxicity
may result from hydrocodone or acet-
aminophen.

Signs and Symploms:

Hydrocodone: Serious overdose with
hydr characterized by respira-
tory depression {a decrease in respiraio-
1y rate and/or tidal volums, Cheyne-
Stokes respiration, cyanesis), extreme
semnolénce progressing to stupor or
coma, skeletal muscle flaccidity, coid
and clammy skin, and sometimes brady-
tardia and hypotension in severe over-
dosage, apnea, circulatory coltapse, car-
diac arvest and death may occur
Acetaminophen® n acetaminoghen over-
dosage dose-dependent, potentially fatai
hepatic necresis is the most serious
adverse effect. Renal tubular necrosis,
b ic coma and

nia may also accur.

Early symptoms foltowing a potentially
hepatotoxic gverdose may mclude: nau-
sea, vomiling, diaphoresis and general
malaise  Chnical and laboratory evi-
dence of hepatic toxicity may not be
apparent until 48 to 72 hours post-
ingestion

in adults. hepatic toxicity has rarety been
reported with acute averdoses of less
than 10 grams, or fatalities with less
than 15 grams




Trestment:

A single or multiple overdose with
hydrocodone and acetaminophen is a
potentially lethal polydrug overdose, and
consulation with a regronal poison con-
trol center is recommended.
Immediate treatment includes support of
cardiorespiratory tunction and measures
to reduce drug absorption. Vomiting
should be mduced mechanicaily, or with
syrup of rpecac, it the patient Is alert
{adequate pharyngeal and laryngeal
reflexes). Oral activated charcoal (1
@/kg) should follow gastric emptying
The first dose should be accompanied by
an appropriate cathartic. if repeated
dosas are used, the cathartic might be
included with alternate doses as
required. Hypotension is usuaity hypo-
volemic and should respond to fluids.
Vasopressors and other supportive mea-
sures should be employed as indicated.
A cutfed endo-tracheal tube should be
inserted before gastric tavage of the
unconscious patient and, when neces-
sary, to provide assisted respiration
Meticulous attention should be given to
maintaining adequate putmonary ventila-
tion In severe cases of intoxication,
peritoneal dialysis, or preferably
may be considered. i1
hypoprothrombinemia occurs due to
acetaminophen overdose, vitamin K
should be administered intravenously.
Naioxone, a narcotic antagonist, can
feverse respiratory depression and coma
associated with opioid overdose. Nalox-
one hydsochloride 0.4 mg to 2 mg is
given parenterally. Sincs the duration of
action of hydrocodone may sxceed that
of the naloxone, the patlent should be
kept under continuous surveillance and
repeated doses of the antagonist should
be administered as needed to maintain
adequate respiration A narcotic antago-
nist should not be administered in the
absence of clinically significant respira-
tory ar cardiovascular depression.

It the dose of acetaminophen may have
ded 140 mo/kg, ylcy
should be administered as early as pos-
sibje. Serum acetaminophen levels
should be obtained, since levels four or
more hours following ingestion help pre-
dict acetaminophen toxicity Do not
await acetaminophen assay resuits
betore initiating treatment. Hepatic
enzymes should be obtained initially, and

repeated at 24-hour intervals.
Methemoglobinema aver 30% should
be treated with mathylene blue by slow
intravenous administration.

The toxic dose for adults for acet-
aminophenis 10 g.

DOSAGE AND ADMINISTRATION:

Dosage should be adjusted accarding to

the severity of pain and response of the

patient  However, it should be kept in

mind that tolerance to hydrocodone can

develop with continued use and that the

incidence of untoward stiects is dose

related

2.5 mg/500 mg: The usual adult dosage
is one of two tablets every four to
six hours as needed for pam. The
total daily dosage should not
exceed 8 tablets

5 mg/500 mg The usual adult dosage is
one or fwo tablets every four t0 six
hours as needed for pain. The total
daily dosage shouid not exceed 8
fablets.

75 mg/500 my. The usual adult dosage
is one tablet every tour to six hours
as needed for pain. The total daily
dose should not gxceed 6 tablets.

7.5 mg/B50 mg: The usual adult dosage
is one tablet every four to six hours
as needed for pain. The total daily
dose should not exceed 6 tablets.

75 50 mg: The ysual adult dosage

miﬂm E?m every four ta six hours
as needed for pain. The total daily
dose should not exceed 5

10 mg/500 my: The usual adult dosage
is one tablet avery four to six hours
as needed for pain. The total daily
dosa should not exceed 6 tablets.

10 mg/650 mg: The usual adult dosage
is one tablet every four to six hours
as needed tor pain. Tha total daily
dase should not exceed 6 fablets.
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r complete dosage |"
recommendations
Dispense with a child-resis- * Bitartrate ——— f
{ant closure  a ight, light- “V""’m““r ta ==
S0 1 qeststant container as defined and Acetaminophiht, 5
K in the USP/NF Tablets, USP ¢ ".z“ = 2
o ! = ~
. Stors at controlied roém 7.5 mg /750 mg Re2N == ? -
. temperature 15°-30 . ) prswmm—
l (59°-86°F) e omione: Bitarirats . ... 75 M0 S U0
*Waralag: May be habit forming N w «
BARR LABORATORIES, INC. Acetaminophen..... . . - . .750mMg 72} 5.
Pomana, NY 10970 o 2
Ax only — g 35 -
. R399 = a 3
' 1120736020102 100 Tablets
g wuv pULNAYT onrr LABURATORIES, INC. NDC 0555-0736-04

1 brochure for complete dosage
recommendations.
Dispense with a child-resistant 'ff& ;
closure in a tight, light-resistant “
container as defined in the
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Hydrocodone* Bitartrate

USP/NF. ( o
and Acetaminophen s
Store at controlled room —_—
tore at controlled rox Tablets, USP =23
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s 5%?:-%55 Rx only
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3
N =) eepackage  BARR LABORATORIES, INC. NDC 0555-0915-04
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Hydrocodone™* Bitartrate
and Acetaminophen

E“{MVE
Lot a D

SAMPLE

Exp. Date:
Lot No.:

H Store at controlled room

temperature 15°-30°C
(59°-86°F).

BARR LABORATORIES, INC.
Pomona, NY 10970

R8-99
1120915040102

g

Tablets, USP

5 mg / 500 mg

Each tablet contains:

Hydrocodone™ Bitartrate...........c.cccucecniniances

*Warning: May be habit forming.
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Rx only
500 Tablets
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Lot No.:



