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Ill 1~1 II 
NORCO@ 5/325 

DESCRIPTION 
NORCD~ (Hydrocodone bitar- , 
hate and acetaminophen) is 
supplied in tablet ‘form for oral 
administration. 
Hydrocodone bitartrate is an 
opiaid analgesic and antitussive 
and occurs as fine, white crys- 
tals or as a ctystalline powder. It 
is affected bv liaht. The chemical 
name is 4,5&-gpoxy-3-methax- 
17-methylmorphinan-&one tar: 
trate (1:i) hydrate (2:5). it has 
the following structural formula: 

C,eH2,N03~C4He06~21/2H20 
M.W. = 494:49 
Acetaminophen, 4’-Hydraxyac- 
etaniiide, a slightly bitter, white, 
odorless, crystalline powder, is a 
non-opiate, non-saiicylate anal- 
gesic and antipyretic. It has the 
following structural formula: 

CH,CONH 

V,N% 
M.W. = 151.16 
Each NORCO’ 5/325 ‘tablet con- 
tains: 
Hydrocodone Bitartrate......S mg 
Acetaminophen . . . . . . . . . . . . . . 325 mg 

i ;+ iXzd “,*::,a In addition, each tablet contains 
tfie fdllowing inidthve iiigredi- 
ents: colloidal silicon dioxide, 
drosdrmkllose sodium,, ‘crus- 
p&done, microcrystalflne celfu- 
iase, povidone, pregelatiniZ?d 
starch, stearic acid and surjar 
spheres which are composed 
of starch derived train corn, 
sucrose, and FD&C Yellow 86. 
Meets USP Dissolution Test 1. 
CLINICAL PHARMACOLOGY 
Hydracodone is a semisynthegc 
narcotic analgesic and antitus- 
sive with multiple actions quafi- 
tatively similar to thase of 
codeine. Most ‘of these lnvolvk 
the central nervoui system and 
smooth muscle. The precise 
mechanism of action of hydro- 
codone and other opiates is not 
known, although it is believed to 
relate to the existence of opiate 
receptors in the central nervous 
svstem. In addition to anakjesia, 
narcotics may produce drtiwsi- 
nes”s, ‘changes in mood and 

a_.,_ i mental clouding. 
The analgesic action of aceta- 
minophen involves peripheral 

. influences, but the specific 
mechanism is as yet undeter- 
mined. Antipyretic activity is 
mediated through hypothalamic 
heat regulating centers. Aceta- 
minophen inhibits prostaglandin 
svnthetase. Theraoeutic doses of 
acetaminaphen have negligible 
effects on the cardiovascular or 
respiratory systems; however, 

toxic doses may cause circulato- 
ry failure and rapid, shallow 
breathing. 
Pharmacokinetics: The behav- 
ior of the individual components 
is described below. 
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Hvdrocodone: 
_. , ,  

Following a 
-’ 10 mu oral dose of hvdrocodone 

administered to five’adult male 
subjects, the mean peak concen- 
tration ,was 23.6& 5.2 ng/mL. 
Maximum -serum levels were 
achieved at 1.3 f 0.3 hours”ahd i the half-life was. determined 
to be 3.8 * 0.3 hours: Hydra- 
codone exhibits a complex 
pattern of metabolism including 
0-demethylation, N-demethyl- 
ation and &ketoreduction to the 
corresponding 6-a- and 6-D- 
hydroxymetabalites. See OVER- 
DOSAGE for toxicity information. 

i-,. ” Acetaminooheo: kctaminaphen 
is rapidly absorbed”from the 
gastrointestinal tract~and is dis- 
tributed thro$id’uii most’ body 
tissues. The plasma half-life is 
1.25 to 3 hours, but may be 
increased by liver damage 
and following overdosage. Elim- 
ination of Bcetaminaphen is 
principally by liver metabolism 
(conjugation) and subsequent 
renal excretion of metabolites, 
Approximate&* &&“*dr%?‘oraf 
dose appears in the urine within 
24 hours of administratian’most 
as the glucuranide conjugate, 
with small amounts of other 
canjugates and unchanged drug. 
See OVERDOSAGE’ for toxicity 
informatiqn. 
INDKi~TIONS ‘ANDDRGE 

(, 
NORI?“@ is indidated ‘for the 
relief of moderate to moderately 
severe pain. 

_ :.+ CONTm-itildA~O~S “ 
NORCOd should not be adminis- 
tered to patients who have 
previously exhibited hypersensi- 
tivity to hydrocodone or aceta- 
minophen. 
Patients known to be hypersen- 
sitive to other oproids may 
exhibit cross-sensitivity to 
hydrocodone. 
WARNINGS .’ 
Respiratory Depression: At high 
doses or in sensitive patients, 
hydrocodane may produce 
dose-related respiratory depres- 
sion by acting directly on the 
brain stem respiratory center. 
Hydrocodone also affects the 
center that controls respiratory 
rhythm, and may produce irreg- 
ular and periodic breathing. 
Head Injury ‘and increased _ 
Intracranial Pressure: The res- 
piratory depressant effects of 
narcotics and their capacity to 
elevate cerebrofpinal fluid pres- 
sure ‘may be markedly exagger- 
ated in the presence of head 
injury, other intracranial lesions 
or a pre-existing increase in 

~~~intracranial pressure. Further- 
mare, narcotics produce adverse 
feactlans which may obscure 
the clinical course of patients 
with head injuries. 
Acute Abdominal Conditions: 
The administration of’ narcotics 
may obscure the diagnosis or 
clinical course of patients with 
acute abdominal conditions., PREC~“;UijO^ljS~“ (1?., i vt,.s .L, _ -. 

Gerikrah Soecial Risk Patients: 
As with any narcotic analgesic 
agent, NORCOg should be used 
with caution. in elderly or debill- 
tated patients and those with 
severe impairment of hepatic or 
renal function, hypothyroidism, 
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. 
Couah Fiefrex: Hydibcb&ne I’ 
suppresses the cough reflex; as 
with all narcotics, caution should, 
be exercised when NORCOB is 
used postoperatively and in 
patients with pulmonary dis- 
ease. 
information for Patients: Hydro- 
codone, like all narcotics, may 
impair the mental and/or physi- 
cal abilities required for the 
performance of potentially haz- 
ardous tasks such as driving a 
car or operating machinery; 
patients should be cautioned 
accordingly. 
Alcohol and other CNS depres- 
sants may produce’ an additive 
CNS depression, when taken . . .“. tith %is combination product, 
and should’ be avoided. 
Hydrocodani may’ be habit- 
forming. Patients should take 
the drug only for as long as it is 
prescribed, in the amounts pre- 
scribed, and no more frequently 

._ ^, than prescribed. , 
Laborafary Tesis: In patients 
with severe hepatic or renal dis- 
ease, effects of therapy should 
be monitored with serial liver 
and/or renal functiontesta: ,. . I,,,_,“,1.“,, .; /.( _ 



Drug InteracBons: Patients 
receiving other narcotics,. anti- 
histamines, antipsychotics, anti- ~ 
anxiety agents, or other C,NS 
depressants (including alcqhol) 
concomitantly with NORCO@ 
may exhibit an addltive CNS 
depression. When combined 
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 hydroco?iorie. 
Drug/Laboratory Te<t Inteiac- 
tions: Acetamlnophen may pro- 
duce false-positive test results 
for urinary %hydtoxyindole- 
acetic acid. 
Carcinogenesis, Mutagenesis, 
tmoairment of Fertilitv: NO 
adequate studies have- been 
conducted in animals to deter- 
mine whether hydrocodone or 
acetaminophen have a potential 
for carcinogenesis, mutagene- 
sis, or impairment of fertility. 
Pregnancy: J’eratoqenic EffeCicl: 
Pregnancy Category C: There are 
no adequate and well-controlled 
studies. in pregnant women. 
NORCD@ should be used durino 
pregnancy’ only ‘if the potentiiil 
benefit justifies the potential risk 
to the fetus. 
Nonteratooenic Effects: Babies 
born to mothers who have been 
caking opioids regularly prior 
to delivery will be physically 
dependent. The withdrawal signs 
include irritability and exces- 
sive crying, tremors, hyperactive 
reflexes, Increased respiratory 
rate, increased stools, sneezing, 
yawning, vomiting, and fever. 
The intensity of the ‘syndrome 
does not alwavs correlate with 
the duration of maternal opioid 
use or dose. There is no consen- 
sus an the best method of man- 
aging withdrawal. 
labor and delivery: As with all 
narcotics, administration of this 
product to the mother shortly 
before delivery may’ result in 
some degree of respiratory 
depression in the newborn, 
especially if higher doses are 
used. 
Nursing Mothers: Acetamin- 
ophen is excreted in breast milk 
in small amounts, but the signif- 
icance 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 aceta- 
minophen. a decision should be 
made whether to discontinue 
nursing or to discontinue the 
drug, takmg ‘into account the 
importance of the drug to the 
mother. 

,. __  
_, _  .. 
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tiveness 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 sub- 
jects. Other reported clinical 
experience has not identified dif- - 
fereoces iii responses between 
the elderly and younger patients. 
In general, dose selection for an 
elderly patient’ should be cau- 
tious, usually starting at the 
low end of the dosing range, 
refiectina the areater freauencv 
of decreased hepatic, renal, or 
‘cardiac%ction, and of con- 
comitant disease or other drug 
therapy. 
Hydrocodone and ~the major 
metabolites of acetaminophen 
are known to be substantially 
excreted by the kidney. Thus the 
risk of toxic reactions may be 
greater in patients with impaired 
renal function due to the 
accumulation of the parent com- 
pound and@ metaboiites in the 
plasma. Because elderly patients 
are mote ’ likely to have 
decreased renal function, care 
should be taken ‘in dose selec- 
tion, and jt may & useful to 
monitor renal-function. 
Hydrocodone may cause confu- 
sion and over-sedation in the 
elderly; elderly patients generally 
should be started on low doses 
of hydrocodone bitartrate and 
acetaminophen tablets and 
observed cioselv. 
ADVERSE REACTIGNS 
.The most frequently reported 
adverse reactions are ligtithead- 
edness, dizziness, sedation, nau- 
sea and vomiting. These effects 
seem to be more prominent in 
ambulatory than in nonambula- 
tory patients, and some of these 
adverse reactions may be allevi- 
ated if the patient lies down.. 
Other adverse reactiuns include: 
Central Nervaus System: 
Qowsjness, mental clouding, 
lethargy, impairment of mental 
and physical performance, anxi- 
ety, fear, dysphorii. psychic 
dependence,‘mood changes, I, 
Gastrointestinal System: 
Prolonged adm’inistration of 
~~C$CO 0 may produce constipa- 

Genilouhary System: Ureteral 
spasm, SpaSm of vesical sphinc- 
ters and urinary retention have 
been reported with opiates. 

. . 
_/ .;,.,.; ,, ,_, l,^ .;, ,j ,.rr i ~I , .,+ s ,F.& jr “IA ‘,,,;, ..,_ .: .I_ -.. 

Respiratory Depression: Hydro- 
codone bitartrate may produce 
dqse-related respiratory depres- 
sion by acting directly on the 
brain stem respiratory centers 
(see OVERDCfSAGE). 

.” -4pecial Senses- Cases of ‘hear- 
ing impairment ‘or permanent 
loss have been, reported pre- 
dominantly in patients with 
chronic overdose. ,, ,*_ ,>,.u I 

The following adverse drug 
event? tiay be borne in mind 
as potential effects of aceta- 
minophen: allergic reactions, 
rash, thrombocytopenia, agran- 
uiocytosis. Potential effects of 
high dosage are listed in the 
OVERDOSAGE section. 
lJRt.lti IrB~E’!8&i@Efli?l’@N& 
Controlled Substance: NOf?C@ 
is classified as a Schedule Ill 
controlled substance. 
Abuse and Dependence: 
Psychic dependence, physical 
dependence, and tolerance may 
develop upon repeated adminis-. 
tration of narcotics; therefore, 
this product should be pre- 
scribed and administered with 
caution. However, psychic de- 
pendence is unlikely to develop 
when NORCOQ‘is used for a 
short time for the treatment of 
pain. 
Physical dependence, the condi- 
tion in which continued adminis- 
tration of the drug is required to 
prevent the appearance ot a 
withdrawal syndrome, assumes 
clinically significant proportions 
only fter several weeks of con- 
tinued narcotic use, although 
some mild degree of physical 
dependence may develop after a 
few days of narcdtic therapy. 
Tolerance, in which’increasingly 
large doses are required in order 
to produce the same degree of 
analgesia, is manifested initially 
by a shortened duration of anal- 
gesic effect, and subsequently 
by decreases in the intensity of 
anaigesia. The rate of .deueiop- 
ment of tolerance varies among 
patients. 
OVEADUSAGE 
Following an acute overdosage. 
toxicity may result from hydro- 
codone or acetaminophen. 
Signs and Symplotis: Hvdroco- 
d..q~e,: Serious overdose with 
hydrocodone is characterized 
by respiratory depression (a 
decrease in respiratory rate 
and/or tidal volume, Cheyne- 
Stokes respiration, cyanosis), 
extreme somnolence progress- 
ing to stupor or coma, skeletal 
‘muscle flaccidity, cold and 
clammy skin, and sometimes 
bradycardia and hypotension. In 
severe overdosage, apnea, circu- 
latory collapse, cardiac arrest 
and death may occur. 

, Acetaminoohen: In acetamino- 
phen overdosage: dose-depen- 
dent, potentially fatai‘ hepatic 
necrosrs is the most serious 
adverse effect. Renal tubular 
necrosis, hypoglycemic coma, 
and thrombocytopenia may also 

i. ” ,: -0’ccuf. ‘j” 



Early symptoms following a 
potentially hepatotoxi,c overdose 
may include: ?$$!a, vomjting, 
diaphoresis and general malaise. 
Clinical and laboratory evidence 
of hep8fic‘toxiciti/ may not he 
apparent until 48 to 72 hours 
post-ingestion. 
In adults, hepatic toxicity has 
rarely been reported with acute 
overdoses of less than 10 , 
grams, or fatajities with less 
than 15 grams. 
Treatment: A single of multiple 
overdose with hydrocodane and 
acetaminophen is a potentially 
lethal polydrug overdose, and 
consultation with a regional poi- 
son control center is recom- 
mended. 
Immediate treatment includes; 
support .of cardiorespiratory 
function and measures to reduce 
drug absorption. Vomiting 
should be induced mechanicaify, 
or with syrup of ipecac, if the 
patient is alert (adequate pha- 
ryngeal and laryngeal reflexes). 
Oral activated charcoal (1 g/kg) 
should~folldw gastric emptying. 
The first dose should be accom- 
panied by an appropriate cathar- 
tic. If repeated doses are used, 
the cathartic might be included 
with alternate doses as required. 
Hypotensio’n is usually hypo- 
volemic and should respond to 
fluids. Vasopressors and other 
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 
assisted respiration. 
Meticulous attention should be 
given to maintaining adequate 
pulmonary ventilation.~In severe 
cases of intoxication, peritoneal 
dialysis, or preferably hemodlal- 
ysis may be considered. If 
hypoprothrombinemia occurs 
due to acetaminophen overdose, 
vitamin K should be adminis- 
tered intravenously, 
Naioxone, a narcotic antagonist, 
can reverse respiratory depres- 
sion and coma associated with 
opioid overdose. Nafoxone hy- 
drochloride’O.4 mg to 2 mg is 
giVefl parenteraliy. Since the 
duration of action of hydroco- 
done may exveed that of the 
naloxone, the patient should be 
kept under continuous surveil- 
lance and repeated doses of the 
antagonist sheuld be adminis- 

’ tered as needed to maintain 
adequate respiration. A narcotic 
antagonist should not be 
administered’ln the absence of 
climcally significant respiratory 
or cardiovascular depression. 
If the dose of acetaminophen 
may have exceeded 140 mgikg, 
acetylcysteine should be admin- 
istere.d as early as possible. 
Serum acetaminophen levels 
should be obtained, since levels 
four or more hours following 
ingestion help predict aceta- 
minophen toxicity. Do hot await 
acetaminophen assay results 
before initiating treatment. 
Hepatic enzymes should be 
obtained initially, and repeated at 
24-hour intervals. 

Methemoglobin&mia over 3b;% 
shoufd be treated with methyi- 
ene blue by slow intravenous 
administration. 
The toxic dose for adults for 
acetaminophen is 10 g. 
DOSAGE AND ADMINI~TFfATfON’ _ -” ^’ 
Dosage should be adjusted 
according to the severity of the 
pain and the 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 untdward effects is 

two tablets every f&r to six 
hours as needed for pain. 
HOW SUPPLIED ‘. 
Norco* 5/325 tablets (tall; 
drocodone Elitartrate 
Acetaminophen ‘Tablets USP, 
5 mg1325 mg) contain’ hydro- 
codone bitartrate 5 mg and 
acetaminophen 325 mg. They 
are supplied as white with 
orange specks, capsule-shaped, 
bisected tablets, debossed 
Watson on one side and ‘913 on 
the other side, In bottfetil‘eiof’tO0 
tablets, NDC 5X44-9t3lOi. in 
bottles of’“‘500 tablets, NDC 
52.544-913-05, and ‘in hasphal 
unit-dose cartons of 100 tablets 
(25 tablets x 4 cards), NDC 
52544-913-48. 
Storaae: Store at controlled 
room- temperature, 15430°C ., 
T$Y-Ss”r). 
Dispense in a tight, light-resis- 
tant container with a child- 
resistant cfosure. 

A Schedule Cllt Narcotic. 

., ,, 

Manufactured far 
WATSON-PHARMA, INC. 
A subsidiary of 
Watson Pharmaceuticals, Inc. 
Corona, CA 92889 USA 
Manufactured by 
Mihrt, lnc, 
Atlanta, GA 30318 
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