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(Hydrocodone Bitartrate 111 
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C 
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DESCRIPTION 
NORCO* (Hydrocodone bitartrate and”acetaminophen) is supclied in tablet form for oral admirii&ation. ” 
Hydrocodone bitartrate is an opioid analgesic and antitussive and occurs as fi?elSSwhite crystals or as a ‘crystalline powder. It is affected 
by light. The chemical name is 4,5a-Epoxy-3-methoxy’l7-met‘hylrjidr‘p~rian-li-one @~~$f~ (ff’f~~y~f&~~~~kJ~ It”‘~a~Zhe’;fcilibl;jiris’stiuc: 

tural formula: 
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C,aH~,NO~*C~H~0~*2’/zH~O M. W. = 494.49 
Acetaminophen, 4’-Hydroxyacetanilide, a slightly bitter, white, odorless, crystalline powder, is a non-opiate; non:salicylate analgesic and 
antipyretic. It has the following structural formula: 

CH,CONH 
OH 

CJ-GQ fvJ. W. = 151.16 
NORCO@, for oral administratjon .is available inthe following strengths: I 

Hvdrocodone Ritartrate Acetaniinoohen 
7eS‘.mg ..A .’ - . .,,,’ L3i5 mg NORCO” 7.5/325 

NORCO@ 101325 IOmg 325-mg 
j 

In addition, each tablet contains the following iinactive ingredients: cioscarmellose sodium, crospovidone, magnesium stearate,G,micro- 
crystalline cellulose, povidone, pregelatiniied starch, and stearic-a$; the 7~‘~~~~~~~i~~~~i~~l~de F&SC ‘?eljow’#6 Al-uminum’Lake,’ 
the 10 mg/325 mg tablets include D&C Yellow #ti‘O Aluminuti Lake.‘ Meets USP [1issoltifion’Te$t’l‘. *” I ” 

CLINICAL PHARMACOLOGY 
Hydrocodone is a semisynthetic‘narcotic analgesic and antitussive with multiple actions qiialftativeiy siniilar~ib th~se’of”c~a~i~~-.‘li;ld~t’of’ ’ 
these involve the central nervous system and smooth muscle. The precise mechanism of action of hydrocodone and other opiates is not ” (_ -..*’ “. ) / _l&__i i4i.n known, although it is believed to relate to the existence of @‘fate receptors in the“cer?t?ai i?e?&!?systern. In ad’ii~tio~oanalg”i;Sia, nar- ’ 
cotics may produce drowsiness, changes in mood and me,ntal clouding, 
The analgesic action of acetaminophen involves peripheral influences, but the specific mechanism‘ is ‘as yet undetermined.’ Anti’pyretic (_ , ,.‘., ,,-, ,I. activity is mediated through hypothalamic heat regulating centers. Ac~ttari7iribijhen~in%iitjits ,*,*1 _“,“.~U, ‘.II,~ .^.. x_. ^x.I prostaglandin‘synthet&$.“Theraoeutic doses 
of acetaminophen have negligible effects on the cardi$asctifar or respiratory systems;‘however, toxic doses may cause circulatory fail- 
ure and rapid, shallow breathing. / 

Pharmacokinetics: The behavior of the individual components ‘is described ‘below. ^ . . . 
,_^) 

Hvdrocodone: Following a 10 mg oral dose of hydrocodone administered to five adult mai’e subjects, the” mean beak concentration was 
23.6 c 5.2 rig/ML. Maximum serum levels were achfeved at’l.3 r 0’13 hours and ‘the ‘haif-life was determined to be 3.8 + 0.3 hours. 
Hydrocodone exhibits a complex pattern of metabolism including 0-demethylation I$deMethyiafion an8’tFketo&diic&Si to the‘cdrre- “..l. ._ I sponding 6-a- and 6-P-hydroxymetabolites. See OVERDO$AGE~lbr toxvzlty in.fb;i-~a;io‘n:.“““‘~““~““,“” -- ” 

., jr*j/ >, .-” ^ ). 

Acetaminoahen: Acetaminophen is rapidly absorbed froM ‘the gastrointestinal tract land is distribuiedthroughout Most body tissues: The ;) .“, e.+-. plasma half-life is 1125 to 3 hours, bufmay be increased by liverdamage anafollowiiig’~~~~~~~~~E~~~~~~*n’~f*$de”t~iiiin’~phen IS prin- 
cipally by liver metabolism (conjugation) and subsequent renal excretion of metabolites: ApFjroximately 65% of an‘bralidose’a’poears in 
the urine within 24 hours~of administration, most as the glucuronide conjugate, witii’smalf‘am~n~s~of otherconjugates and unchanged 
drug. See OVERDOSAGE for toxicity infbrtiation:’ ‘- . . . . ‘. . 



INDIkATtONS AND iJSAGg 
,. 

NORCO” is indicated for the relief of ‘moderate to~moderately’severe pain. 
1 _. ,/) . 

CONTRAINDlCATiDNS 
NORCO* should not be administered to patients who have previously exhibited hypkrsen%viii; io’hydroccdone~dr acetaminophenl ” ’ 
Patients known to be hypersensitive to other opioids may exhibit cross-sensitivity to hydrocbdone. ’ ’ 

WARNINGS 
Respiratory Depression: At high doses or in sensitive patients, hydrocodone may produce dose-related respiraiory depression by acting _.Z”._ directly on the brain stem respiratory center. Hydrocodone also affects the center that cdntioIs”ies’bii~~ry’rhk~~~,‘and may producelrreg:‘ 
ular and periodic breathing. 
Head Injury and Increased Intracranial Pressure: The respiratory depressant effects of narcotics and their capacit) to elevate cere- . ‘7” ‘.. brospinatfluid pressure may be markedly exaggerated in the presence of head injury~‘dther Intracranial lesions or a pre-existing increase 
in intracranial pressure. Furthermore, narcotics produce adverie’reactions which may obscure the ciinica[cour%e of patients with head 
injuries. 

.(. (..... 

Acute Abdominal Conditions: The administration of narcotics may obscure the diagnosisor c!injcai.course of patients with-acute abdbm- 
inal conditions. 

PRECAUTIONS ’ 
General: Soecial Risk Patients: As with any narcotic analgesic agent, ‘NORCO* should ~e’~;~~‘“\;vifh’calEiion’~in“~~~e~l~”br”~tiebii:i~~teb’ 
patients and those with severe impairment of hepatic or ienaliuncii~on; hypothyio’idis$ Addison? ~sease,~~~gs~~ijc”i~~~~rop~y or ure- 
thral stricture. The usual precautions should be,observed and the possibility of respiratory depression should be kept in mind. 
Couah Reflex: Hydrocodone suppresses the cough reflex; as with all narcotics: caution shoul’d’be“exerdised’whe;i N&COB is used post- 
operatively and in patients with pulmonary disease. 
Information far Patients: Hydrocodone, like all narcotics, may impair the mental andjor$?ysicaf abilities %$‘ied~ for the‘perfoimance of 
potentially hazardous tasks such as difvi’rig, a car or operating machinery; patients shduld’be cautioned accordingly. 
Alcohol and other CNS depressants may produce an additive CNS depression, when taken with this combination’product, and-should be ,. _Ij*,.I.i*~,.,:_ /.< .“” -.:. 
avoided. 
Hydrocodone may be habit-forming.’ Patients should’ take the drug only for as long as if’is prescribed, in the’amounts prescribedj‘and no 
more frequently than prescribed. 
Laboratory Tests: In patients with severe hepatic or renal di,sease’,.e_ffects of therapy should be monitored with serial liver and/or renal 
function tests. -, L. * : 
Drug Interactions: Patients receiviriQ other narcotics, tintihistamincs, antipsycho$cs, a&inxiety“agents; or other ‘CNS’~d$res&ants 
(including alcohol) concomitantly with NORCO? may exhibit an additive CNS depression. When combined therapy is contemplated, the 
dose of one or both agents shou-Id be reduced. 
The use of MAO inhibitors or tricyclic antidepressants with, hydiocodone preparations may increase the effect of ~fh4~fhe.BntidehieSsant‘ 
or hydrocodone. 
Drug/Laboratory Test Interactions: Acetaminophen may produce false-pijsitive teit r&its forurinary j-riytiiox~iiidbieacktic acid. ” ’ I ~ic,t,-~ ,~?<i”+~” .,,,,,P d:+ ““1 ‘I . . . (_ . . . . *.a ,,,*,s ,y 2 , .*r,. pi .? * I* -.v. ‘ * I ,.“, 
Carcinogenesis, Mutagen&is, t’mpaiimknt of Fertility: No a”beq;ate”studies”~~~~ ‘been conducted in animals to determine whether 

I”. 

hydrocodone or acetaminophen have a potential for carcinogenesis, mutagenesis, or impairment of fertility. ’ 
in pre$nant women. NORCO” j “’ 

b, .bl,rir,i.~-x”ir~.~~~..~~. i.*i 
Nonteratoaenic Effects: Babies born to motherswhc have.been taking opi’iiids’regularly prror todelrvery wi’jl be phys‘icaljy dependent. The 
withdrawal signs include irritability and’ excessive‘crying, tt%&s, hy’pei%tive reflexes, increased 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 ofrnanagingiii,ir~drB~~l.~ -.’ ’ .‘. _’ ” ‘. ‘. : ” ” 
Labor and Delivery: As with all narcotics, administration qf 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: Acetaminophen is excreted in b,reast milk in small amounts, but the sfgnificance of its effects on nuriing 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 nursing or to discontinue the drug, taking intb‘accounf the‘impoitance’of fhe’drug to the ‘mother. 
Pediatric Use: Safety and effectiveness in pediatric patients have not ‘been established. 

_) ,.i 
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G e r i a tric Use:  Cl in ical  stud ies  o f h y d r o c o d o n e  bi tart iate 5 m g  a n d  a c e ta m i n o p h e n ~ .!XC i  m g 3 a ” iiijt’i nd lude‘sufl i?ieri t  n u m b e r s  d fsubiects ’ 
a g e d  6 5  a n d  ove r  to  d e te r m i n e  w h e th e r  th e y  r e s p o n d  di f ferent ly f rom y o u n g e r  subjects.  O th e r  r e p o r te d  cl inical”expe r i ence  h a s  n o t i den -  
tifie d  d i f ferences in  responses  b e tween  th e  e ider ly  a n d  y o u n g e r  p a b e n ts.. In  g e n e r a l , d o s e  select ion fo r  a n  e lder ly  p a tie n t shou ld  b e  cau -  
tio u s , usual ly  sta r tin g  a t th e  low e n d  o f th e  dos ing  r a n - g e , r e flec t ing fh e  g r e a te r  f requency  o f d e c r e a s e d  h e p a tic, r ena l , o r  card iac  fu n c tio n , 
a n d  o f concomi tan t  d i sease  o r  o th e r  d r u g  th e r a p y . .I .~  

A D V E R S E  R E A C T IO N S  
T h e  m o s t f r equen tly r e p o r te d  adve rse’reac t ionsare’ lis~ th ~ a a ’e ~ ~ ~ ~ s s ~ d d i ~ ~ k ^ S ~ ~ “s;e ‘tf~ ~ i;;li;’r i a u ~ e a a n d ’;p ~ ~ ~ n g .‘ii;ile S e  e ffects s e e m - to  b e  ” 
m o r e  p r o m i n e n t in  a m b u latory th a n  in  n o n a r n l b u l a toj l  p & ‘;;is;^ a r % f’ib”r r ieo f?hese  a d \/e rse”‘& a c tio n s  m a y - b e  a l lev ia ted if th e  p a tie n t l ies 
d o w n . 
O th e r  adve rse  react ions inc lude:  
C e n tral Ne rvous  System: Drowsiness,  m e n ta l  c loud ing ,  le thargy,  i m p a i r m e n t o f m e n ta l  a n d ’fit iysical p e r fo r m a n c e , anxiety,  fe a r : dyspho -  
r ia, psychic d e p e n d e n c e , m o o d  c h a n g e s . 
G a strointest inal  System: P r o l o n g e d  a d m inistrat ion o f N O R C O @  m a y  p r o d u c e  const ipat ion.  
G e n itou r ina ry  System: U r e te ra l  s p a s m , s p a s m  o f vesical  sphincters  a n d  u r ina ry  r e te n tio n h a v e  b e e n ‘repo i% d  % ith ”o p l a tes. ‘. ’ ‘-  
Resp i ra tory  Depress ion :  H y d r o c o d o n e  bi tar t rate m a y  p r o d u c e  dose - re la ted  resp i ra tory  dep ress ion  by  act ing d i rect ly-on th e  b ra in  ste m  
respi ra tory  c e n ters  ( see  O V E R D O S A G E ) . 
Spec ia l  S e n s e s : Ve ry  r a re  cases o f h e a r i n g  i m p a i r m e n t o r  loss h a v e  b e e n  r e p o r te d  in  p a tie n ts p r e d o m i n a n tly rece iv ing  very  h i g h  doses  
o f h y d r o c o d o n e /a c e ta m i n o p h e n  fo r  l o n g  per iods-o f  tim e . ‘1 ”’ ^ .’ 

. . ,,d  ,,,I / .-.i _ +  

D e r m a toiogicai :  Sk in  rash,  p ru r i‘tus. 
T h e  fo l lowing adverse  d r u g  events  m a y  b e  f~ b ( n e  in’ ~ n d ‘$ ‘$o{e$ i~ l  ‘effz(fi of a&$is icp;$  ‘a[l&-i ic ;e~~ t~~~~; .‘iash, )~rombi jcv t0pe-  
nia,  ag ranu locy tosis. P o te n tia l  e ffects o f h i g h  b & & e  a r e  i isted in  th e ’ilV E R d O S A &  secti’o n . ‘. _  ” I( 

_ .. 

D R U G  A B U S E  A N 0  D E P E N D E N .CE _  ” 
C o n tro l led S u b s ta n c e : N O R C O ” is classi f ied as  a  S c h e d u l e  Ill c o n t ro l led si ibsiance.,  ” ,,, ~ . 
A b u s e  a n d  D e p e n d e n c e : Psychic d e p e n d e n c e , physica l  d e p e n d e n c e , a n d  id le iar idk”m ~ ~ ‘dev lop  ‘u p o n  ‘r e p e a te d  a d m inistrat ion o fna r -  * 
cotics; th e r e fo r e , th is  p r o d u c t shou ld  b e  p resc r6ed  a n d ’a d m in is te?ed ‘% rth I% % $ . H % v e v e r r  psychic d e p e n d e n c e  is unl ikelyto’d e v e l o p  
w h e n  N O R C O @  is u s e d  fo r  a ’shor t  tim e  fo r  th e ti% a tmer j t  o f p a i n . ’ ’ ~  

.,,‘ “I .,.^ I 

Phys ica l  d e p e n d e n c e , th e  cond i t ion  in  wh ich  c o n tin u e d  a d m inistrat ion’d f~ th e  d r u g  is r e q u i r e d  to  p r e v e n t th e  a p p e a r a n c e  o f’s w i thdrawa l  
s y n d r o m e , assumes  cl inical ly signi f icant p r o p o r tio n s  on ly  “a fte r  severa l  weeks  o f c o n tin u e d ’ n a r c o ti$ > ,u s e ,, a l i houghso’m e  m ’ild d e g r e e  o f I. ,- ..< .“-3 .“, 
physica l  d e p e n d e n c e  m a y  d e v e l o p  a fte r  a  fe w  days’o f r iaicotrc th e r a p y . T o l ~ i ~ ~ ~ e ,“~ jl’~ h j~ ~ ~ m ~ ~ ~ ~ !ng ly  l a rge  ‘d o & s a t%  r e q u i r e d ”‘Y n  o r d e r  
to  p r o d u c e  th e  s a m e  d e g r e e  o f ana lges ia , is m a n ifes ted  init ial iyby a  ‘sho r tened  d u r a tio n  o f ana lges ic  e ffect, $ d  s u b s e q u e n tly by  d l ic reas-  
es  in  th e  intensity o f ana lges ia . T h e - r a te  o f d e v e l o p m e tit~ o f to k a r a n c e ’vtii ies a ’m o n g  p a tie n ts:‘ ’ ’ .’ 

O V E R D O S A G E  ’ ‘* ’ 
Fo l low ing  a n  a c u te  o v e r d o s a g e , toxicity m a y  resul t  f rom h y d r o c o d o n e  o i  a c e ta m i n o p h e n . ” 
S igns  a n d  S y m p to m s : H v d r o c o d o n e : Se r i ous .o v e r d o s e  with h y d r o c o d o n e  is charac te r ized  by  resp i ra tory  dep ress ion  (a  d e c r e a s e  in  rks- 
p i ra tory  r a te  a n d /o r  tida l  v o l u m e , C h e y n e - S tokes  respi rat ion,  cyanosis) , .ext reme somno iknce  p rog ress ing  to  stu p o r  o r  c o m a , skeletal  
musc le  flaccidity, co ld  a n d  c lammy skin, a n d  s o m e times -b radyca id ia  a n d  h y p o tensibr i :  fin  ‘seve re  
card iac  ar rest  a n d  d e a th  m a y  occur .  

o v e r d o s a g e ,‘a p n ’e a , ci rculatoj  co l lapse,  ., 

A c e ta m i n o o h e n : In  a c e ta m i n o p h e n  o v e r d o s a g e : d o s e - d e p e n d e n t, p o te n tial ly fa ta l  h e p a tic necros is  is th e  m o s t’ser ious  adve rse  e ffect. 
R e n a l  tu b u l a r  necrosis,  hypog lycemic  co,ma;  a n d ,,th r o m b o c y to p e n i a  m a y  a lso  occur .  
Ear ly  symptoms fo l low ing  a  p o te n tial ly h e p a to toxic o v e r d o s e  m a y  inc lude:  n a u s e a , vomit ing,  d iaphores is  a n d  g e n e r a l  m a laise. Cl in ical  a n d  
l a b o r a to ry  ev idence  o f h e p a tic toxicity m a y  n o t b e  a p p a r e n t u n til 4 8 ‘to  7 2  h o u r s  p o s t- ingest ion.  
In  a d u l ts, h e p a tic toxicity h a s  rare ly  b e e n  r e p o r te d  with a c u te  ove rdoses  o f less th a n  lO g r a m s , o r  fa tal i t ies inl i th Tess th a n ’1 5  g r a m s .” 
T r e a tm e n t: A  s ing le  o r  m u ltip l e  o v e r d o s e  with h y d r o c o d o n e  a n d  a c e ta m ino$ ien  is-a p o te n g a i $  ~ ~ ~ ~ ~ l-~ ~ ~ ~ ~ u s d v ~ ~ ~ b s e ,a o d :cbnsu l ta -  ’ 
tio n  with a  reg iona l  po i son  c o n trol c e n te r  is r e c o m m e n d e d .” 1 b  -’ 
Im m e d iate t reatment  inc ludes  s u p p o r t o f card io resp i ra to ry  fu n c tio n  a n d  m e a s u r e s  to  r e d u c e  d r u g  a b s d r p tio n :V o m itin g  shou ld  b e  i n d u c e d  
mechanica l ly ,  o r  wi th sy rup  o f ipecac,  if th e  p a tie n t is a ler t  ( a d e q u a te  p h a r y n g e a l  a n d  la ryngea l  r e flexes) .  ‘O ra l  a ’ctfva te d ’ch’a r c o a f (I‘ g /kg )  
shou ld  fo l low g a s tric e m p tyin g : T h ’e ”fir3 ’d o s e ”s h & T ^ d  b e ‘a c c o m p a fiie d b y  a n  a p p r o @ te  ctith th a r $ c .~ l’f’i e p e a te d  doses  a r e ’u s e d ; th e .ca tha r -  , . _ . _  . , r, ,n .,+  . r  i i x , r. ,I.L  
tic m ight  b e  i nc luded  with a l te rnate  doses’as  ‘r’eci’iii~ ~ d ’~ ;~ t~ n ~ ~ ~ ~  isusual ly  i i ypovo lemrc  a n d  shou ld“it;sp o n ~ “fb ”^ filiids: V a s b p t% sors 
a n d  o th e r  s u p p o r tive  m e a s u r e s . shou ld  b e  e m p loyed  as  ind icated.  A  cuf fed e n d o t racheaf  tu b e . shou ld  b e  inser ted’b e fo r e  g a s tric l avage  o f 
th e  unconsc ious  p a tie n t a n d , w h e n  necessary ,  to  p rov ide’assisted respi rat ion.  
M e ticu ious  a tte n tio n  shou ld  b e  g i ven  to  m a in ta in ing a d e q u a te  p u l m o n a r y  v e n tila tio n . In  seve re  cases o f intoxicat ion, pe r i tonea l  dialysis, 
o r  p r e fe rab ly  hemod ia lys is  m a y  b e  cons ide red . If h y p o p r o th r d m b i n e m i a  bccurs‘d u e ”to  a c e ta m i n o p h e n  o v e r d o s e , vita m in K  shou ld  b e  
a d m in is tered in t ravenously .  



Naloxone, a narcotic antagonist, can reverse respiratb’ti depie%& and I%% a&&&d with opibid ove&s$. Naloxo%h)drochjo;ide 
0.4 mg to 2 mg is given parenteraily. Since the duration of action of hydrocoddne m$ exceed that of the naloxdne, the patient should be 
kept under continuous surveillance and repeated doses of the antagonist should be administered aS needed to’i%?itaiii Bdeq‘uate ‘tespi- 
ration. A narcotic antagonist should not be atlministered inthe-atj$“eiiCe bf’~Ti”iii‘~iily”~~~‘~i~~~~~~~~~~~~~or cgrdi&?$$u‘iar depression. 
If the dose of acetaminoptien may have exceeded 140 mg/kg,-ac&ylcysieine ‘shdulh be ~dr$&&ied’as’early & po&die: Serum &eta- 
minophen levels should be obtained, since”le~elS’fiiiii’or r%ore hoi.irs foibiio%ing%g”essoi i?klb$edict &zeta$nophen toxicity. Dd’fiot ainiait 
acetaminophen assay results before initiating treatment. Hepatic enzymks should be obt@n,ed iriitially, and repeated at 24-hour intervals. 
Methemoglobinemia over 30% should be treated tiitti ‘meth$~iY~blije by’slo‘w’iiitifi~kiid~s’~~~~~;l;i:ni~~ratidn. .’ ’ “‘” ” ” 
The toxic dose for adults for acetaminoljhen is.1 0 ‘g: 

DOSAGE AND’ ADMINISTRATION 
, 

Dosage should be adjusted according to the severity of the pain and the response of the paiient. However, it sh&ld be kept in mind that 
tolerance to hydrocodone can develop with continued use and that the iricidkncc &uiito’wa”rd ef&cts is ho&‘ieiated. 
The usual adult dosage is one tablet every four to six hours as needed for pain. The total d$y dose should not exceed 6 tablets. i. J 

HOW SUPPLlED 
NORCO” 7.5/325 is available as capsule-sha@d, light orange tablets bisecfed o? one side a?$ debossed with “$ORCO 729” on the other 
side. Each tablet contains 7.5 ini hydrocbddne bi6itiate and 3,2$-r$ acetan$nophen.‘They are supflied-as follows: ., 

Bottles of 30 
Bottles of 100 i 
Bottles of 500 

NORCO” lo/325 is available as capsule-shaped, ykllow tablets bisected oii one side and &&~~ed giifh “Nodcd 539”.bn,thko~~ki’Sibe., : ,. 1 . / ” 1 ,,- I ,. u 4,~” .‘, w a, “,,*‘ . . ii-I ?. //_ Each tab,et contains , o mg hydrocoaone ‘d;fi8raie and 32t; ~~.~~~~~~~~~~~.~‘~~~~ .aw;.<eLa~l;a as’follows: 

Bottles of 100 
Bottles of 500 

Store at controlled room temperature 15”-30°C (59”-86°F). 
Dispense in a tight, light-resistant container with a child-resistant closure. 

-L WATSON 
’ u mPHARNIA 0 

Watsoi Pharma, Inc. 
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