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HYDROCODONE BITARTRATE AN D
HOMATROPINE METHYLBROMIDE
TABLETS AND SYRU P

DESCRIPTION
Hydrocodone Bitartrate and Homat ropine Methy lbrom ide conta ins hydrocodone
(dihydrocodeinone) bitartrate , a semisynthetic central ly-acting opioid an tituss ive.
Homatropi ne methylbromide is inc luded in a subthe rapeutic amount to
d iscou rage del ibera te overdosage .

Each Hydrocodone B itartrate and Homat rop ine Methy l bromide tablet or
teaspoonful (5 ml-) con ta ins:

Hydrocod one B itartrate,USP 2 . 5 mg
Ho matropine Me thylb rom ide,USP 0 . 75 mg

Hydrocodone B itartrate and Homatrop ine Methy lbrom ide tab lets a lso conta in :
[Inactives TBD]

Hydrocodone Bitartrate and Homatropine Methy lbro mide syrup a lso conta ins:
[Inactives TBD ]

The hydrocodone component is 4,5a-epoxy-3-methoxy-1 7-methylmorphinan-6-
one ta rtra te (1 :1) hydrate (2:5), a fine white crysta l or crysta ll ine powder, which is
derived from the op ium al ka lo id , theba ine , has a molecu lar we ight o f (494 .50 ),
a nd may be represen ted by the fo l low ing structura l formula :
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Homatro pine methylb rom ide is 8-Azoniabicyc l o [3. 2 . 1]octane,3-
[(hydroxypheny lacetyl) oxy]-8 ,8-dimethy l-,b ro mide , endo-; a white crystal or fine
white crystal line powder, with a molecular weight of (370 .29 ) .

CLINICAL PHARMACOLOG Y
Hydrocodone is a semisynthetic opioid antitussive and ana lges ic with multiple
actions qualitative ly simi lar to those of code ine . The preci se mechan ism of action
of hydrocodo ne and other opiates is not known ; however, hyd rocodone is
bel ieved to act d irectly on the cough center . In excess ive doses, hydrocodone,
li ke other opium deriva tives , wi l l depress respiration . The effects o f hydrocodone
in therapeutic doses on the cardiovascular system are ins i gn ificant . Hydrocodone
can produce m iosis, euphoria, physi ca l and phys iolog ica l dependence .

Fol lowing a 1 0 mg oral dose of hydrocodone administered to five adu l t male
subjects, the mean peak concen tration was 23 . 6 ± 5 .2 ng/mL . Maximum serum
leve l s were achieved at 1 .3 ± 0.3 hours and the ha lf- life was determined to be 3.8
± 0 .3 hours . Hydrocodone exhibits a complex pattern of metabolism inc luding 0-
demethylation, N-deme thylation and 6-keto reduction to the corresponding 6-a-
and 6 -11 hydroxymetabol ites .

INDICATIONS AND USAGE
Hydrocodone B itartrate and Homatropine Methy l brom ide is indicated for
the symptomat ic rel ief of cough .

CONTRAINDICATIONS
Hydrocodo ne B itartrate and Homatrop ine Methylbromide should not be
administered to patients who are hypersensitive to hydrocodone or homatropine
methyl bromide .

WARNINGS
Hyd rocodone can produce drug dependence of the morph ine type and , therefore ,
has the potential for be ing abused . Psychic dependence , physica l dependence
and tolerance may develop upon repeated adm i nistratio n of Hydrocodone
Bitartrate and Homatropine Methyl bromide and it shou ld be prescribed and
ad ministered w ith the same degree of caution appropriate to the use o f other
op io id drugs (see DRUG ABUSE AND DEPENDENCE) .

Respiratory Depressio n
Hydrocodo ne B itartrate and Homat rop ine Methy lbro mide p rod uces dose-re lated
respiratory dep ression by directly acting on bra i n stem resp iratory centers . If
respiratory depression occurs, it may be antagonized by the use of naloxone
hydrochloride and other suppo rtive measures when i ndicated .



Head Injury and Increased Intracranial Pressure
The respiratory depressio n p ro perties of opio ids and their capacity to eleva te
cereb rospina l fluid p ressure may be markedly exaggerated in the presence of
head injury, o ther intracran ia l les i ons or a pre-existing increase i n intracranial
pressure . Furthermore , opio i ds produce adverse reactions wh ich may obscure
the cl in ica l course of patients with head injuries .

Acute Abdominal Conditions
The administrat ion of Hydrocodone Bita rtrate and Homatropine Methylb rom ide or
other opioids may obscure the diagnosis or clinical course of patie nts with acute
abdom ina l condi tions.

Pediatric Use
In young pediatric patients , as well as adul ts , the respi ratory center is sensitive to
the dep ressan t action of op ioid cough suppressants in a dose-dependent
manner. Benefit to ri sk ratio should be carefully considered especial ly i n the
ped iat ric population with resp iratory embarrassment (e.g ., croup ) .

PRECAUTION S
General
Befo re presc ri b ing medication to suppress or mod ify cough , it i s important to
ascertain that the underly i ng cause of cough is identified , that modification of
coug h does not inc rease the risk of c l i n ica l or phys iolog ica l compli cations , and
that a ppropriate thera py for the pr imary disease is provid ed .

Hydrocodone Bitartrate and Homat ro pine Methylbromide shou ld be given with
caution to certa in patients such as the elderly or deb i li tated, and those wi th
severe impa i rment of hepatic or renal functions , hypothyroid ism , Add ison 's
d isease , prostatic hype rt rophy or urethra l stricture , asthma , and narrow-angle
g laucoma .

Information for Patients
Hyd rocodone may impair the mental and/or phys ica l abi l ities requi red for the
performance of potentia l ly hazardous tasks such as driving a ca r or operating
machinery . The patient us ing Hydrocodone Bita rtrate and Homatropine
Methylb rom ide shou ld be cautioned accordingl y .

Drug Interactions
Patients rece i ving op io ids, an ti h istam i nes, antipsychotics, a ntianx i ety agen ts or
other CNS depressants ( includ i ng a lcohol ) concom i tantly with Hydrocodone
B itartrate and Homatrop ine M ethylbrom ide may exhib i t an addi t ive CNS
depress ion . When comb i ned therapy is contemp lated , the dose of one or both
agen ts shou ld be reduced. The use of MAO inhibitors or tricyc lic an tid epressants
with hyd rocodo ne preparations may increase the effect of either the
an tidepressant or hydrocodone .
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Carcinogenesis , Mutagenesis , Impairment of Fe rt ility
Stud ies of Hydrocodone Bitartrate a nd Homatropine Methylbromide in anima ls to
eva luate the carc inogenic a nd mutagenic poten tia l and the effect o n fe rt i lity have
not been conducted .

Pregnancy
Teratogenic Effects : Pregnancy Category C: Animal reproduction studies
have not been conducted w ith Hydrocodone Bi ta rtrate and Homatrop ine
Methylb romide. It is a lso not known whether Hydrocodone B itart rate and
Ho ma t ropine Methy lbrom ide can cause fetal harm when administe red to a
p regnant woman or can affect reproduct io n capacity . Hyd rocodone Bitartrate and
Ho matropine Methy lbromide shou ld be given to a preg nant woman only if c learly
n eed ed .

Nonteratogenic Effects : Babies born to mothers who have been taking opioids
regularly prior to de l ivery will be physica lly dependent. The withdrawa l signs
i nclude irr itability an d excess ive crying , tremors , hyperactive reflexes , increased
respira tory rate, increased stools , sneezing, yawning , vom iting and fever . The
intensity of the syndrome does not always correlate w ith the d uration of maternal
opio id use or dose.

Labor and Delive ry
As with a l l opioids , adm i n istration of Hydrocodone Bitartrate and Homatropine
Methy lbrom ide to the mother sho rt ly before de l ivery may resu lt in some degree of
respiratory dep ression in the newborn , especia lly if higher doses are used .

Nursing Mothers
It is not known whether this drug is excreted in human milk . Because many d rugs
are excreted in human milk and because of the potential for serious adverse
reactions in nursing infants from Hydrocodone Bita rt rate and Homatropine
Methylb ro mide, a decis ion should be made whether to discontinue nu rsing or to
disco ntinue the drug, ta k i ng into account the importance of the drug to the
mother.

Pediatric Use
Safety and effectiveness of Hydrocodone Bita rtrate and Homatropine
Methylbromide in pediatric patien ts unde r s ix have not been established .

ADVERSE REACTIONS
Central Nervous System
Sedatio n , drowsiness, menta l clouding , lethargy , impa irment o f mental and
physical performance, anx iety, fear, dysphoria , d izz iness, psych ic dependence ,
mood changes .
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Gastrointestinal System
Nausea and vomiting may occur; they are more frequent i n ambulatory than in
recumbent pa tients. Prolo nged admin i s tra t ion of Hydrocodone Bitartrate and
Homatropine Methylbromide may p roduce co nstipation .

Genitou ri nary System
Ureteral spasm , spasm of vesic le sphincters and urinary reten tion have been
reported w ith op iates .

Respirato ry Depression
Hydrocodone B itartra te and Homatrop i ne Methylbrom ide may produce dose-
re lated resp iratory depression by acti ng directly on brain stem resp iratory centers
(see OVERDOSAGE ) .

Dermatological
Skin rash , pruritus .

DRUG ABUSE AND DEPENDENCE
Hyd rocodone B ita rtrate and Homatropine Methyl brom ide ( hydrocodone b i ta rtrate
a nd homatropine methyl brom ide) is a Schedu le III op ioid . Psychic dependence,
phys ica l dependence and to lerance may develop upon repeated administration
of opioids ; therefore, Hydrocodone B itartrate a nd Homatrop i ne Methylbromide
shou ld be prescribed and administered with cau tion . However , psychic
dependence is unl ike ly to deve l op when Hydrocodo ne Bitartrate and
Homatropine Methylb romide is used for a short time for the treatment of cough .
Physica l dependence, the condition in wh ich continued administration of the drug
is required to prevent the appearance of a withdrawa l syndrome, assumes
c lin ica l ly s ign ificant proportions only after several weeks of continued oral op ioid
use , a lthough so me m ild degree of phys ica l dependence may deve lop a fter a few
days of op io id the rapy .

OVERDOSAGE
Signs and Symptom s
Serious ove rdosage with hydrocodone is characterized by respiratory depress ion
(a decrease in resp iratory rate and/or tidal vo lume , Cheyne -Stokes respiration ,
cyanosis ), extreme somnolence p rog ressing to stupor or coma, ske letal muscle
flacc idity , cold and clammy sk in , and sometimes bradyca rd ia and hypotension . In
severe overdo sage , apnea , circulatory col lapse , cardiac arrest and death may
occur . The ingestion of very large amoun ts of Hydrocodone B i tartrate and
Homat rop ine Methylbromide may, in addition , result in acute homatropin e
intoxicatio n .

Treatment
Primary a ttention shou ld be given to the reestablishment of adequa te respirato ry
exchange through prov ision of a patent a irway and the institution of assis ted or
controlled ventilation . The opioid antagonist naloxone hydrochloride is a speci fic
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antido te for resp iratory de press ion which may resul t from overdosage or unusual
sen si t ivity to op io ids i nc luding hydrocodone . Therefore, an app ropriate dose of
na loxone hydrochloride shou ld be adm inistered, preferab ly by the intravenous
route , simu ltaneously w i th efforts at respi ratory resuscita tion . For fu rther
information , see ful l prescribing i nformation for na loxo ne hydrochloride. An
an tagon ist shou ld not be adm in istered in the absence of cl in ica l ly significant
respirato ry depression . Oxygen , intravenous flu ids, vasop ressors and other
supportive measures should be employed as indicated. Ga stric emp tying may be
usefu l in removing unabso rbed drug .

DOSAGE AND ADMINISTRATION
Adults
Two (2) tablets or two (2) teaspoonfu ls (1 0 ml-) of the syrup every 4 to 6 hours as
needed; do not exceed twe lve (12) tab lets or twe lve ( 1 2) teaspoonfuls in 24
hours .

Children 6 to 12 Years of Age
One ( 1 ) tab let or one (1 ) teaspoonfu l (5 mL) of the syrup every 4 to 6 hours as
needed ; do no t exceed s ix (6) tablets or six (6) teaspoonfu ls in 24 hours.

HOW SUPPLIE D
Hydrocodone Bitartrate and Homatrop ine Methylbromide tablets are supp l ied as
[size, shape, co lor , tablet markings TBD ], ava i lab le in :

Bo ttles of [bo ttle s ize & NDC# TBD]

Store tablets at 25 °C (77°F ) ; excu rsions permi tted to 15 °-30°C (59°-86 ° F ) . [See
USP Contro l led Room Temperatu re . ]

Dispense in a tight , l ight-resistant conta iner, as defined in the USP , with a
chi ldresistant closu re (as required).

Hydrocodone B itartrate and Homat ro pine Methy lbromide syrup is ava i l ab le as a
[co lor, cons istency & flavor TBD] syrup in :

Bott les of [bo ttle s ize & NDC# TBD]

Store syrup at 25 °C (77° F ) ; excurs ions perm itted to 15°-30 °C (59°-86 ° F ) . [See
USP Contro lled Room Temperatu re . ]

Oral prescription where permitted by state law .
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