: o
LACHMAN CONSULTANT SERVICES, INC.

Westbury, NY 11590

23 ey B
REMINE v A 5
gk

www.lachmanconsultants.com

LCS@lachmanconsultants.com




HYDROCODONE BITARTRATE AND (i

ACETAMINOPHEN TABLETS, USP
5 mg/300 mg

R only
Code 000000 "~ Rev: 09/03

DESCRIPTION: ,
Hydrocodone bitartrate and acetaminophen is supplied in tablet form for oralvadmin,istratiqn.

WARNING: May be habit-forming (see PRECAUTIONS lnformatlon for Patlents and DRUG ABUSE
AND DEPENDENCE).

Hydrocodone bitartrate is an opioid analgesic and antatussnve and occurs as fine, white crystals or as
a crystalline powder. It is affected by light. The chemical name is: 4,5a-Epoxy-3-methoxy-17-
methylmorphinan-6-oné tartrate (1 1) hydrate (2:5). It has the foIIowmg structural formula
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Acetaminophen, 4' -hydroxyacetanilide, a slightly bitter, white, odorlesAs, crystalline poWdér, is a non-
opiate, non-salicylate analgesic and antipyretic. It has the following structural formula:

HO NHCOCH;
CgHeNO, ' S MW =151.16
Each tablet contains;
Hydrocodone Bitartrate............ 5mg

Warning: May be hablt-formmg
Acetaminophen....... e 300 MY



In addition, each tablet contains the following inactive mgredrents [In accordance with good
pharmaceutical practice and the provisions of USP 26 <10975 this séction of the labeling will indicate
the therapeutically inactive ingredients contained in this dosage form once establlshed ]

Meets USP Dissolution Test1. _ o

CLINICAL PHARMACOLOGY: _ ) o o

Hydrocodone is a semrsvnthetrc ‘narcotic analqesnc and antltussuve with’ multlple ‘actions’ quallfatlvely B
similar to those of codeiné. "Most of these mvolve the central nervous system and smooth muscle.

The precise mechanism of action of hydrocodone and other oplates is not known, although it is
believed to relate to the existence of opiate receptors in the central nervous system. In addltlon to
analgesia, narcotics may produce drowslness changes in mood and mental cloudlng ’

The analgesic action of acetaminophen involves peripheral influences, but the specnfrc mechariism is
as yet undetermined. Antipyretic activity is mediated through hypothalamic heat reguiating centers.
Acetaminophen inhibits prostaglandm synthetase Therapeutlc doses of acefamlnophen have
negligible effects on the. cardlovascu’lar or respiratory systems; however, oxrc‘ doses may cause
circulatory failure and rapid, shallow breafhnng -

Pharmacokinetics: The behavior of the individual components is descﬁbéd"béléﬁvi e

‘Hydrocodone: Following a 5§ mg oral dose of hydrocodone admlmstered to five adult male subjects
the mean peak concentration was "23.6 5.2 ng/mL. Maximum sérum levels were achleved at1.3+
0.3 hours and the half-life was determmed to be 3.8 + 0.3 hours. Hydrocodone exhibits a complex
pattern of metabolism mcludlng - demethylahon 'N- demethyla’uon ‘and 6-keforeduction to the =
corresponding 6-a- and 6-B-hydroxymetabolites. See OVERDOSAGE for toxumty mformatlon

Acetaminophen: Acetaminophen is rapidly absorbed from the gastromtestunal tract and is dlstrlbuted
throughout most body tissues. The plasma half-lite is 1.25 to 3 hours, but may be increased by liver
damage and following overdosage ‘Elimination of acetamlnophen is principally by liver metabolism
(conjugatlon) and subsequent ‘renal ‘excretion of metabolites. Approximately 85% of an oral dose
appears in the urine within 24 hours of administration, most as the glucuromde conjugate, with small
amounts of other conjugates and unchanged drug. See OVERDOSAGE for toxicity |nformat|on

INDICATIONS AND USAGE:

Hydrocodone bitartrate and acetammophen tablets are mdncated for the W;[igj;p‘fg n mggyg;g;g;tg e

moderately severe pain.

CONTRAINDICATIONS:
This product should not be admlnrstered to patients who have prevrously exhlblted hypersensrtlwty to
hydrocodone or acetaminophen.

Patients known to be hypersensitive)to o’rher oploids mayexhnblt cross s,en‘sltivity' to hydrocodone.

WARNINGS: C S \
Respiratory Depressron At hlgh doses or in sensmve patlents hydrocodone may produoe dose-
related respiratory depression by acfing’ dlrectly on the brain stem respiratory center. Hydrocodone
also affects the center that controls respiratory rhythm, and may produce |rregular and penodlc
breathing. \

Head Injury and Increased lntracranlal Pressure: The resplratow depressant effects of narcotics
and their capacity to elevate cerebrospmal fluid pressure may be markedly exaggerated in‘the
presence of head lnjury, other intracranial lesions or a pre-existing increase in ‘intracranial pressure.
Furthermore, narcotics produce adverse reactlons whlch may obscure the clinical course of patients
with head injuries.
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Acute Abdommal Conditions: The adm ratron of narcotlcs may obscure the dmgnosrs or clinical
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PRECAUTIONS: -

General: Spemal Risk Patienfs: As with any narcotic analgesrc agent, hydrocodone bitartrate and
acetaminophen tablets should bé uséd with caution in elderly or debilitated patients and those with
severe impairment of hepatic or renal function, hypothyrordlsm Addison’s disease, prostatic
hypertrophy or urethral stricture. The usual precautions should be observed and the possibility of
respiratory depression should be kept in mind.

Cough Reflex: Hydrocodone suppresses the cough reflex; as with all narcotlcs caunon should be
exercised when hydrocodone bitartrate and’ acetammophen tablets are used postoperatlvely and in
patients with pulmonary disease.

Information for Patients: Hydrocodone, like all narcotics, may impair the mental and/or physical
abilities requrred for the performance of potentralty hazardous tasks such'as driving a car or operating

P

machinery; patients should be cautioned ‘accordingly.

Alcohol and other CNS depressants may produce an addltrve CNS depressron when taken wnth thls
combination product, and should be avorded

Hydrocodone may be habrt-formmg Patlents should take the drug onIy for as Iong as |t is prescnbed
in the amounts prescribed, and no more frequently than prescribed.

Laboratory Tests: In patients with severe hepatic or renal dlsease effects of therapy should be
monitored with serial liver and/or renal function fests.

Drug Interactions: Patients receiving other narcotics, antlhlstammes antipsychotics, antlanxrety
agents, or other CNS depressants (mcludmg alcohol) concomitantly with hydrocodone brtartrate and
acetaminophen tablets may exhrblt an addictive CNS depression. When combrned therapy is’
contemplated, the dose of one or both agents should be reduced.

The use of MAO inhibitors or tricyclic antidepressants with hydrocodone preparations may increase
the effect of either the antidepressant or hydrocodone.

DruglLaboratory Test Interactlons Acetaminophen may produce false- posrtrve test results for
urinary 5-hydroxyindoleacetic acid.

Carcinogenesis, Mutagenesis, Impairment of Fertility: No adequate studies have been conducted
in animals to determine whether hydrocodone or acetaminophen have a potential for carcrnogenesrs
mutagenesis, or lmparrment of fertrllty

Pregnancy: Teratogenic Effects: Pregnancy Category C: There aré no adequate and well controlled
studies in pregnant women. Hydrocodone bitartrate and acetamrnophen tablets should be used
during pregnancy only if the potentral beneflt Justlf‘ ies the potentlal rlsk to the, fetus

Nonteratogenic Effects: Babies born to mothers who have been taking opioids regularly pnor to
delivery will be physrcally dependent "The withdrawal signs include irritability and excessrve crying,
tremors, hyperactive reflexes, iricreased respiratory rate, increased stools, sneezing, yawning,
vomiting, and fever. The intensity of the syndrome does not always correlate with the duration of
maternal opioid use or dose. There is no consensus on the best method of managmg wrthdrawal

Labor and Dellvery As with all narcotics, administration of this product to the mother shortly before
dehvery may result in some degree of resplratory depressron in the newborn especrany rf hlgher
doses are used.



Nursing Mothers: Acetaminophen is excreted in breast milk in small amounts, but the significance of
its effects on nursing infants is not known. It is not known whether hydrocodone is excreted in human
milk. Because many drugs are excreted in human milk and because of the potential for serious
adverse reactions in nursing infants from hydrocodone and acetaminophen, a decision should be
made whether to discontinue nursmg or to discontinue the drug, taking rnto account the |mportance of
the drug to the mother.

Pediatric Use: Safety and effectiveness in pediatric patients have not been established.

Geriatric Use: Clinical studies of hydrocodone bitartrate 5 mg and acetaminophen 500 mg did not
include sufficient numbers of subjects aged 65 and over to determine whether they respond
differently from younger subjects. Other reported clinical experlence has not idéntified differences in
responses between the elderly and’ younger patlents In general dose w""l'ec/tlon foran\elderly patient
should be cautious, usually startlng at’ the low end of the dosung range, reﬂec’tlng the greater
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Hydrocodone and the major metabolites of acetammophen are known to be substantially excreted by
the kidney. Thus the risk of toxic reactions may be greater in patlents with impaired renal function
due to the accumulation of the parent compound and/or metabolites in ‘the plasma. Because elderly
patients are more likely to have decreased renal function, care should be taken in dose selection, and
it may be useful to monitor renal function. | :

Hydrocodone may cause confusion and over—sedatlon in the elderly, elderly patlents generally should .

ADVERSE REACTIONS:

The most frequently reported adverse reactions are llght-headedness dizziness, sedation, nausea
and vomiting. These effects seem to be more prominent in ambulatory than in non- ambulatory
patients, and some of these adverse reactions may be alleviated if the patient lies down

Other adverse reactions include:
Central Nervous System: Drowsiness, mental clouding, lethargy, impairment of mental and physical
performance anxiety, fear, dysphorla psychic dependence mood changes

Gastrointestinal System: Prolonged administration of hydrocodone bltartrate and acetammophen
tablets may produce constlpatron

Genitourinary System: Ureteral spasm spasm of vesucal sphlncters and urmary retentlon have been
reported with opiates.

Respiratory Depression: Hydrocodone bitartrate may produce dose- related resplratory depressmn
by acting directly on the brain stem respiratory centers (see OVERDOSAGE)

Specnal Senses: Cases of heanng lmpalrment or permanent loss have been reported predomlnantly
in patients with chromc overdose

Dermatological: Skin rash, pruritus.

The following adverse drug events may be borne in _mind as potential effects of acetammophen
allerglc reactions, rash, thrombocytopenla agranulocytosrs Potential effects of high dosage are
listed in the OVERDOSAGE section. ‘
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DRUG ABUSE AND DEPENDENCE o o o ¢
Controlled Substance: Hydrocodone b|tartrate and acetaminophen tablets is classified as'a
Schedule |1l controlled substance o



Abuse and Dependence: Psychic dependence, physical dependence, and folerance may develop
upon repeated administration of narcotics; therefore, this ‘product should be prescribed and '
administered with caution. However, psychic dependence is unlikely to develop when hydrocodone
bitartrate and acetammophen tablets are used for a short trme for the freatment of paln '

Physical dependence, the condition in which continued admmlstratlon of the drug is requrred to
prevent the appearance of a withdrawal syndrome assumes clmlcally S|gn|t“ cant proportions only
after several weeks of continued narcotic use, although some mild degree of physical dependence
may develop after a few days of narcotic therapy. Tolerance, in which lncreasmgly Iarge doses are
required in order to produce the same degree of analgesra is manifested lnltlally by a shortened

duration of analgesic effect, and subsequently by decreases in the mtensrty of analgesra The rate of

development of tolerance varies among patients.

OVERDOSAGE: C :
Following an acute overdosage, toxicity may result from hydrocodone or acetaminophen.

Signs and Symptoms: C ' V o
Hydrocodone: Serious overdose with hydrocodone is characterlzed by resplratory depressron (a
decrease in resplratory rate and/or tidal volume, Cheyne- -Stokes resplratlon cyanosis), extreme
somnolence progressing to stupor or coma, skeletal muscle ﬂaccrdlty, cold and clammy skin, and
sometimes bradycardla and hypotensmn In severe overdosage apnea, crrculatory collapse cardlac
arrest and death may occur. '

Acetaminophen: in acetamlnophen overdosage dose -dependent, potentlally fatal hepatlc necrosis is
the most serious adverse effect. Renal tubular necrosis, hypoglycemlc coma, and’ thrombocytopenla
may also occur.

Early symptoms following a potentially hepatotoxic overdose may include: nausea, vo‘mltlng,
diaphoresis and general malaise. Clinical and laboratory evndence of hepatlc toxicity may not be
apparent until 48 to 72 hours post-ingestion.

In adults, hepatlc toxicity has rarely been reported WIth acute overdoses of less than 10 grams or /
fatalities with less than 15 grams. =~ - i

Treatment: A single or multiple 6verdose with hydrocodone and acetaminophen is a potentlally lethal
polydrug overdose, and consultatlon with a regional porson control center is recommended

Immediate treatment includes support of cardiorespiratory function and measures to reduce,drug
absorption. Vomiting should be induced mechanically, or with syrup of ipecac, if the patient is alert
(adequate pharyngeal and laryngeal reflexes). Oral activated charcoal (1 g/kg) should follow | gastric
emptying. The first dose should be accompanied by an appropnate cathartic. If repeated doses are
used, the cathartic might be mcluded with alternate doses as requrred Hypotensmn is usually
hypovolemic and should respond to fluids. Vasopressors and otheér supportive measures should be
employed as indicated. A cuffed endotracheal tube should be inserted before gastric lavage of the
unconscious patient and, when necessary, to provide assrsted resplraflon

Meticulous attention should be glven to maintaining adequate pulmonary ventilation. In severe cases
of intoxication, peritoneal dialysis, or preferably hemodialysis may be considered. If
hypoprothrombinemia occurs due to acetammophen overdose vntamm K should be admlnlstered
intravenously.



Naloxone, a narcotic antagonist, can reverse res“pn'atory depressnon and coma assoc:ated wnth opnond

overdose. Naloxone hydrochloride 0.4 mg to 2 mg is given parenteral[y Since the duration of act|on
of hydrocodone may exceed that of the naloxone, the patient should be kept ‘under contintious
surveillance and repeated doses of the antagonist should be administered as needed to maintain
adequate respiration. A narcotic antagonist should not be admumstered in the absence of cllnlcally
significant respiratory or cardiovascular depression. ’

If the dose of acetaminophen may have exceeded 140 mg/kg, acetylcysteme shoufd be admlmstered
as early as possible. Serum acetammophen levels should be obtained, smce levels four or more
hours following ingestion help predict acetammophen toxicity. Do riot await acetamunophen assay
results before initiating treatment. Hepatic enzymes should be obtained ihitially, and repeated at 24-
hour intervals.

Methemoglobinemia over 30% should be treated with methylene blue by slow intravenous™
administration.

The toxic dose for adults for acetammophen is 10 g.
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DOSAGE AND ADMiNISTRATION
Dosage should be adjusted according to the severity of the pam and the response of the pahent
However, it should be kept in mind'that tolerance to hydrocodone can develop with contmued use and
that the incidence of untoward effects is dose related.

The usual adult dosage is one or two tablets every four to six hours as needed for pain.

HOW SUPPLIED: ‘ o
Hydrocodone Bitartrate and Acetaminophen Tablets, USP 5 mg/300 mg.

Dosage Form: Tablets

Shape, Color, and Scoring: To be determined.

Packaging: To be determined.

STORAGE: Store at 20° - 25°C (68° 77°F) [see USP controlled room temperature]
Dispense in a tight, Ilght-reS|stant contamer wnth a chlld reSIS’tant closure

A Schedule Clil Narcotic.
R only

Manufagtured by:
Manufacturer

Code: 000000 o .. ... . Rev: 00/03



