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Hydrocodone Bitartrate / Ibuprofen 5/ 200 mg Tablets 
Suitability Petition 
sC@EGS Consulting 

Side&v-side Comnarison ---- - ---- --~ 

RLD vicoprofen@ DIFFERS IN Hydrocodone Bitartrate / 
Ibuprofen 7.Y 200 mg Tablets 

Generic logo INTERPEtARM, INC. (Logo) 

NDC 0044-0723-02 Product specific NDC: 53746-145-01 
100 Tablets Listed below 
vicoprofen@ 

hydrocodone bitartrate RLD name HYDROCODONE 
and ibuprofen tablets BITARTRATE AND 

IBUPROFEN TABLETS 
Each tablet contains: 7.5 mg / 200 mg 
hydrocodone bitattrate, USP 7.5 mg 
ibuprofen, USP 200 mg 

Usual adult dosage: See package irEX%?. Listed below 

Rx only 
Rx only 

100 Tablets 

Listed above Side Panel: 

9. rd. 

Listed above 

Listed above 

Each tablet contains: 
Hydrocodone bitartrate. 7.5 mg 
Ibuprofen, USP 200 mg 

USUAL DOSAGE: See package 
insert. 

Storage: Store at 25°C (77’F); 
Dispense in light-resistant 

excursions permitted to 15”-30’ (59”- 
container as defined in the USP. 

86OF); [USP Controlled 
Room Temperature]. 

Storage: Stare at 25” C (77’F); 

Dispense in a tight, light-resistant 
excursions permitted to controlled 

container. 
room temperature 15” - 30” C 

Knoll Laboratories 
(59” - 86°F). 

A Division of 
Manufactured By: Fnterpharm, 

Knoll Pharmaceutical Company 
IIK. 

300 Continental Drive - North 
Firm specific Hauppauge, NY 11788 

Mount Olive, NJ 07828-1234 . Lot No.: 
[LOGO) 
Knoll 
BASF Pharma 

Exp. : 
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Hydrocodone Bitartrate / Ibuprofen 5/ 200 mg Tablets 
Suitability Petition 
SCIREGS consulting 

Side-by-side Comparison 

ED vicoprofen@ DIFFERS IN Hydrocodone Bitartrate / 
Ibuprofen 5/ 200 mg Tablets 

Generic logo INTERPHARM, INC. (Logo) 

NDC 0044-0723-02 Product specific NDC: 53746-145-01 
100 Tablets Listed below 
vicoprofen@ RLD name 

HYDROCODONE 

hydrocodone bitartrate BITARTRATE AND 

and ibuprofen tablets IBUPROFEN TABLETS 
Lower strength 5mg/200mg 

Each tablet contains: 
hydrocodone bitartrate, USP 7.5 mg Listed below 
ibuprofen, USP 200 mg 
Usual adult dosage: See package insert. 
Rx only Rx only 

Listed above 100 Tablets 

Side Panel: 

Each tablet contains: 
Hydrocodone bitartrate. 5w 

USUAL DOSAGE: See package 

Storage: Store at 25°C (77’F); 
excursions permitted to 15”-30” (59’- 
86°F); [USP Controlled 

Dispense in light-resistant 
container as defined in the USP. 

Room Temperature J . 
Dispense in a tight, light-resistant 
container. 

Storage: Stare at 25” C (77’F); 
excursions permitted to controlled 

Knoll Laboratories 
A Division of 

room temperature 15” - 30” C 

Knoll Pharmaceutical Company 
300 Continental Drive - North 
Mount Olive, NJ 07828-1234 

Hauppauge, NY 11788 



DRAFT LABEL COPY 

INTERJWARM, INC. (Logo) 

Rx only 

100 Tablets 

Each tablet contains: 

Dispenseinlight-mistant containeras defsned idw USP. 

Storage: Store at is% (779); excursions permitted to controlled room tempemture 15* - 30’ C 
(59O - 86” F). 

Ma.nufacturod By: Inkrph~, Irtc. 
Hauppauge, NY 11788 

Exp.: 



DRAFT LABEL C0.W 

mc; 53746~145-w 

HYDROCODONE BITARTRATE 
AND IBUPROFEN TABL%TS 
7,5 mg / 200 mg 

Kx only 

Side Panel: 

Each tablet contains: 
Hydmcodone lAWrate, WSP . . . . . . . . . . . . . . . . 7.5 mg 
lhlprafc-n, ‘USY 200 mg 

USUAL DOSAGE: See package insert. 

Dispense in light-resistant c-cmtincr as d&&d in the USP. 

Storage: Store at %C (77d’f;); txcursians permittc=d to con&olled tocrm tanperaturc 15” - 30” C 
(W - 86” P), 

Manufactured By: Werpharm, Inc. 
Hauppauge, NY 11788 

Lot No.: 



Each \rtCDPR(IFEW tablet cw#ains: 
Hydrocr~Ione BitarWe*, USP 7.5 mg 
(*wARMlk May be habit totming.) 
Iktpt&n, USP 2@m9 

WOPROFEN is supplied in a fixed combintiorl Met 
~DIIII lar oral administration. VICOPRWEN combines the 
opioid analgesic agent, hydrocodona bitartrate, with the 
nonsleroidal anti-inflammatory (NSAID) agent, ibuprofen. 

Hydrmdone bitark& is a sf!rnisyMhe$c and cef~IraJ@ 
acting opioid analgesic, Its cMnical name iS:4,5 a- 
epoxy-3-metfldxy-? 7-methylmorphinan-60one tarfrale 
(1:lj hydrate (2:5). tts chemical founda is: 
G&$f0$4tt&~21/2H20, and the mokukr Wghl 
is 494.50. Ils tirtiural tofmula is: 
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Ibuprofen is a nctnsterotil anti-inflammatory drug with 
analgesic and antipyretic pmpertii. lb chemical name is: 
(t)-2-(pisobulylphenyl) propionic acid. Its chemical 
formula is; C~$i4l2, and the molecular weight is: 
206.29. Its structural torw4 is: 

-, 

Oodoo8 s-. 



that C-Whls r=PiratOv rhfihftt and may prodme irregular 
and periodic bfahing. d~c;;drowsiin~j -~aes i:ii~~od.and, Ciw~~~ “’ 

fbuprbtsn c8rrrpaeesti Ibuprofen is a non- 
steroidal anti-inllammatory aQcnt that posWses aG&@iC 
and an!i~ activ&S. I?$ mode action, k? that of Other 
N!$Nls. is not completely understood, but may be related 
to inMMi3n af cydobxygeflase activity arld pnx@@mcI~fl 
synthesis. lbupfoten is a peripherally acting analgeSiC. 
Ibuprofen does not have any known etfccls on opiate 
reoegtors. 
Phrmawkinetl~ 
Absow After oral dosing with the WICOPROFEN 
tablet, a peak hydsocodoiw plasma level of 27 ng/mL is 
achieved at 1.7 kWS, and a p& ibU#NW plasma h?W?~ 

of 30 meg/mL is achicd at 1.8 hours. The effect of food 
on the absorption of either component from the WX@fW- 
FEN tablet has not been eslabiished. 
N tbupraten is highly protein-bound (99%) like 
most other non-steroidal anti=inllammatory agentS. 
Although the extent of protein binding of hyckocodone in 
human plasma has nof been deH& &mined, s&c- 
WI similarities to related opioid atIat&?s!fx suggest that 
hydrocoddne is not extensively protein bound. As most 
agents in the 5ring morphinan group of semi-synthetic 
opioids bind plasma protein lo a similar degree (fange 
19% fhydromorphonej to 45% Ioxycodom# 
hydrocodone is expected to tall within this range. 
Me$holism: Hydrocodone exhibits a complex pattern of 
metabolism, including @demethylation, Kdemethflation, 
and &kHo reduction to the corresponding W-and 6-b 
hydicq metabo\ites. Hytydromorphone, a poMt opioid, is 
formed trorn the O-demethylation of hydrocodone and con- 
tributes 10 the tutal analgesic Meet d hydroto&me. The 
U- and Kdertb?thyMion processes are me&&d by scpa- 
rate P-450 isoenqmes: CYP2D6 and CYP3A4, rcspectitle- 
JY- 

Ibuprofen is prM in this product as a racemate, 
and tollowlng absorption it undergoes interconuwsi~ in 
the plasma trom the R-isomer to the S-isomer, Both the R- 
and s- isomers aft! nle4bolizd lo Iwo primary mew- 
lites: (t)-2-G(2hydroxy-2-methyl-propyl) phenyl propi- 
onic acid and (t)-24-(2carboxypldpyrl phenyf pfo&rtic 
acid, both of which circulate in the plasma at low levels 
relative to the parenl. 



flbininatio% Hydrocodone and its melabolites are elimi- 
n&d primarily in the kidneys, with a mean plasma Mf-lite 
01 4.5 houTS. Ibuprofen is excreted in the urine, 50% to 
60% as rmtabolites and appmximate!y 15X as wuWn&xJ 
drug and COfIjugiMt?. ?b? pb!MU half-life iS 2.2 h0U6 
&@& Poaui~ No significant plwmwkinetic dif- 
ferences baaed on age Dr gender have been demonstrated. 
The pharmxokine~ics at hydr0cod0ne and ibuprofen trom 
VlCO,F,ROfuJ has not been evalllated in children. 

m The a&cl oi fend insulficiency in the 
pharmacokinetlcs of the VICOPROFEN dosage lol’m has 
not been &efdn%d. 
cuRlMu?lTlJm 

In singte-dw &dies of post surgical pain (abdom- 
inal, gynecDlqiC& brthopedic), 940 patients were shrdied 
at do$es of one or two tablets. VKOPROFEN produced 
aleater efficacy than placebo and each af its individual 
components given at the same dose. No advantage was 
demonsfrakd lor the Ma-tablet dose. 
I#mlcATIm AlID USARE 

WX’fWFEN tablets &c indicated for the short-term 
(generally less lhan 10 days) management of acute pain. 
VICOPROFEN is not indicated for the treatment of such 
condilians as osteoarthritis or rheumatoid arthritis, 
COlllMltlD~~ 

VICOPRDFEN should not be administered lo patients 
WI?0 previousfy have Cd?ibited hyperscnsitivi~y to 
hydrocodone of ibuprofen- VlCOPROFEN should not be 
given to patients who have cxpem asthma, Mcarla, 
of allergic-type rtactiDns after taking aspirin or othef 
NSA@s. Severe, ra@\y fatal, anaphykxtic-like reactions to 
NSAlDs have been reported in such patients (see WARN- 
IN@ - Anaphyfacfoid Reactions, and PRECAUll0NS - 
Pre-existing Asthma). 

Patients known fo be hypersensitive to other opioids 
may exhibit cross-ser&itity to hydmcodone, 

WARLrlpIcs 
Abuse and Oe~Mtwt: Hydrocodbne can produce 
drug dependence 01 the morphine type and theretore has 
the p~lentiaf for being abused. Psychic and physical 
dependence as well as tolerance may dfdDp upon repcat- 
ed adfninis~f~~~ of this drug and it shoukl be prescribed 
and administerr+d with the Same degree ol cautiocl as @her 
narculic drugi (see DRUG ABUSE ANE, DEPENDEN GE). 
RESplratory Depresd8= At him doses of in opioid- 
seMii patierlts, hydrwodone may produce dDse-related 
respiratory dqwessiDn by acting directly on the brain stem 
f~t~thtory anter~. fiydrocodone also affects the center 

-- 
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res~iratoiy cintm. Hydrocodonc also dffects the center 
that wWs respirztary rhythm, and may produc6 irrequlaf 
and periodic bra[hing. 
liRad~and--pnssare: 
The respiralory deprsssant effects of opioids and lheir 
capacity to elevate ctiebrospinal fluid pressure may be 
markedly exaggerated in the presorrce of he;id injury, 
intracranial lesions Or a preexisting increase in intrscra- 
niat pressure, furthemwe, opioick prti4 adwe rea6 
tions which may obscure Ihe clinical course of patients 
wiih head Enjuries. 
Ante Abdominal Cetrdltieno: The administralion ot 
apioids may obscure the diagnosis of dinical course of 
patien\s with acute abdominal conditions, . 
G;estmrdesf~&(C#jEWecB~flisir~6f#h~erW~1, 
Blelcdlng and Pafomtb: Serious gastrointestina! taxi- 
city’, such as intkmmation, bleedbg, ulc253bn, and perlo- 
ration of the st6nwch, small lMc&ne or large intestiti, can 
occur a! any time, wilh or wilhout warning syfnpM~$, irr 
palients Mated with nonsleroida! anti-iflflammatory drugs 
{NSAIOs]. Minor upper Gi pr&hs, such 89 dyspe@ia, 
are cMnmon and may also occur al any time during NSAIO 
therapy. Therefute, @ysicians and pap~er?fs shuuld min 
alert for ulceration and Meedirq even ifi the absence of gre- 
virus 61 tract sympmm. f%ienk should bo informed about 
tt~~signsand/orsymp~omsdSetious GttUKkityimct~ 
steps to take it they occur. The utility ol peer&tic laboratory 
n~onitoring hati not bee0 dcvnmtiti, twr has il been ark 
quately assessed. Only one in fii patie&, WI develop a 
serious up@?, Gl a#w?fSe ebwI1 d NSAID IbSapy, is SymplO- 
matic, Ben shun lerrn thwapy is nQ Withou\ risk. 

NWs should be pmcribed wioh extreme cautidn in 
those with a prior history ol ul@r disease or gastr&Wtinal 
Weeding. Most 5ponta~0~~ reparts of tatal 61 events tie in 
elderly or debilitated patients and therefore special care 
sholrld be taken in Ifeating this poputalion. To minimize the 
poWVial risk lor an adverse (3 event, the lowest etteclivc 
dose should be used tor ti shortest possible duration. Fur 
high risk palienfs, allernate therapies Bat do nof involve 
NSAKls should be considered. 
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IEI&I’I~~~ #hh &xagt.&itir$, lckji!r duiditifi-dt AtiAIU 
therapy, mking, alcoholism, alder age, and poor general 
llealth status, 
AmphylmMd Rweiiotzx AnaphylactM reaclions may 
occur in palients without known prior exposure to WC& 
PROFEN. VICOPROFEN should not be given to palients 
with the aspirin Uiad. Tt~e triad IypitMy IBXUB in astn- 
matic patients wh0 experience mini% with or without nasal 
polyps, or who exhibit severe, potentiatly tatal bron- 
chospasm atkr lakirlg aspirin or other MAIDS. Fatal reac- 
tions to NSAlDs have bean reported in such patients (see 
CQNTRAINDICATKINS and PRECAUTIONS - Pfe+xisting 
Asthma), Emer~er~cy help should be sought when anaphy- 
Iactoid reaction occurs. 
Aduarnxd Rerrsl Dlseeoe: In cases with advanced kid- 
ney disease, treatment with VlCOPROFEN IS not re#m- 
mended. If MMD therapy, however, must be initiated, 
close monitoring of the patient’s kidney function is advis- 
able (see PFIECAUKMS - W EffecIs). 
Pre ni(mo ! A$ with other N$AID-containing products, 
WC % F PRO EN shUukf be lwdid8d ill kib pr8glW?&y 
because il tmy cause prematurt~ closure ol the ductus ar- 
terigSuS. 
PREGAUTIO~ 
BcneralPrmautians 
~&#I R&k pbtrsats: As with any opigid analgesic 
agent, VICOPRWEN tabif!is should be used with cautm 
in cldcrly or debiliraled patients, and those with Severe 
impairment of hepatic uf fend luftctlan, hypMyfuidism, 
Addison’s disease, prostatii hypertrophy or urethral slric- 
ture. The usual precautions shoutd be obsecwd and the 
possibility al respiratafy depression should be kept in 
mind. 
Ga~gb Rrfiex: Hydrocodone suppresses the cough 
refk%& as with opioids, cau~ian shwifl he wercjsed when 
VICOPFWEN is used pbsloperatiwly and in patients with 
pulmonary disease. -- 
Mefit 011 lhgwtic S&a The antipyretic and anti- 

a 

inflammatory activity ctt ibuprden may reduce fever and 
inflammation, thus diminishinp their utility as diagnostic 
signs in detecting complications of presumed n6nirW- 
tious, noninffafnrnatory painful conditions. 
Hepstrc BMfsz As with othar NSAIDs, ibuprofen has 
bean reparted to cause borderline elevations of one or 
more liver enzymes; this may occur in up to 15% of 
patients. Thee abnormalilies may progress, may remain 
ewMally unchanged, or may be transient with conlinued 
ttwgy. NolaMe (3 times the upper limit of norfMl) ebb 
tions ot SWl’ (AU) or SGOT (AST) occwred in controlled 
clinic;al MaIs ir( less than 1% ot patients. A patient with 
symfloms andh signs Suggesli~ liver dysfunction, of in 
whom an abnormal liver test has occ~W, should be eval- 
uatcd for evidence of the development ot more severe 
h~ndir rrnntinne ulhito A- fh,www wtth tHPRDDACCL1 





Prw!xhthrg Asthma: Patients with asthma may have 
aspirin-sensitive aslhma. The use ol aspirin in patients 
with aspirin-sensitive asthma has been associated with 
SCVIWJ brontiospasm, which may be fatal. Since cross- 
reactivity between aspfrin and ofher NSAfOs has been 
rcporled in such aspirin-sensitive palienls, VICOPROFEN 
should not be adminklered to patients with this term of 
aspirin sensitivity and should be used with cauti~ff in 
patients with preexisting asihma, 
&@le Me&rgHW Aseptic meningitis with fever and 
comahesbdenobseNvedonsart~i6nsiftpa&M0fI 
ibuprofen therapy. Although it is probably more likely 1o 
cmur in p&ms with sysfmk kupus txyfhafusus and 
related connective tissue diseases, it has been reported in 
paticrtis wha da nat have an uftdefljing chrbnic bisease, If 
signs or s 
VICOPR or 

ptoms of meningitis deuebp in a patient on 
EN, ihhe pos6biGty d ils being related to ibtivo- 

VICDPROFEN, like other opiokkontaining analgesics, 
may impair m8ntal and/or pbysW abili&s required for Lhe 
performance of potentially hazardous tasks such as driving 
a car or operating machinery; peticnts should bc cautioned 
accordingly7 

Alcohol and other CNS dq~ressants may produce an 
additive CNS depression, when taken with this combina- 
tion pro&cl, snd should be avoided. 

VlCOPRWEN may be haWorming. Patients should 
Iake the drug only for 8s long as it is prescribed, in the 
amounts prescribed, and no more frcqucntty than pre- 
scribed. 

VICWfWEN, like other drugs containing ibuprofen, 
is not free of side effects, The side effects of these drugs 
can cause discomtorl and, rarely, there are more serious 
side etlects, Such as gaWinWi%tl MeeditIg, which may 
resutt in hospttalization and even tatal oWomes. patients 
shdulci be inslwted 10 H$KNI any signs and symptoms of 
gastrt%ntestfnaf breeding, blurred vision ar other eye 
symploms, skin rash, weight gain, or edema. 

00001~ 



bboratoIy TM!G 
A decrease in hcmqlotrin may occur during VICOPRO- 

FEN@ ~hydmcodom Marbale 7.5 mg arld ibuprofen 200 
mg) therapy, and elevations of liver enzymes may be seen 
in a sntaii pefccnfage of pafKM during W,OPRWEN mer- 
spy (see PRECAUTIONS - Htiofogical Efkts and PRE- 
CAUTKIN!S - Hepatic Effec6). 

In patients with severe hepatti or renal disease, offeds 
01 therapy should be monitbred with \iver ~ndlcr renal 
function tests, 
tm@tttmm 
Af%-Wiihitars: Reporls suggest that NSAlDs may 
diminish the antihypectensive effect af K3Whfbitors. 
This interaction should be given consideration in patients 
taking VlCOpRW@4 wncamitantly with ACMnttt~tor~. 
rplofi~h~~~f/os; TIM cmcurrent USC ot anticMinergiti 
with hydrocodone preparatbns may produce paralytic 
ileus. 
Aa- The ~58 of MAO inhibitors or tricyclic 
anl~depressants with VKXIPROFEN m increase the cfiect 
01 oilbef Its anR&Mssimt m hydr one. &ctJ 
b#tia: As with crthef products containing NSAIIk, cw 
comitant administration 01 VICOPROF%N and aspirin is no! 
generally recommended because of the potential 01 
increased adverse &ects. 
CHS Pqtesimaf.s Pa!iinb feceiving other opioids, anti- 
hi$tamineS, antipsychotics. anlianxiety agents, or other 
CNS depressants (including alcohol) concomita~\y with 
\IICOF’RtlFEN may exhibit an additive CNS depression. 
When combined t-y is contemptated, the dose of one 
or both agents should be reduced. 
Fur- Ibuprofen ha!! been showr~ La reduce the 
natriuretic effect of furosernide sod thiazides in some 
patient. This respom has beerl attributed ta inhibitibn of 
~&XII prostaglandin synthesis. During mmitant therapy 
wittr VlCWf?QFEM ttre patfenf sbufd ti@ oberved dusety 
lbr signs of renal failure (see PSECAIJTIONS - Renal 
Effects), as well as diuretic efficacy. 
&ithiarap: Ibuprohn has been shown lo elevate plasma 
lithium con#iHration arid reduce renal Mhium clearance. 
This f?tl~l has been attributed to inhibition ot renal 
prostaglandin synthesis by ibuprden. Thuq when VICO- 
PROFEN and lithium are abminis\ered concurrently, 
Ra!krltS should be observed tar si~tts of filhium t~xicily. 
Metbptrexirte: Ihproten, as well as other N!WDs, has 
been rt?pwt.ed lo mnpe~ilivdy hhibil metbdrexate axu= 
mulatiofl in rabbit kidney slices. This may indicate that 
ibuprofen could enhance the toxicity of methotrexate. 
Caution should be used when VKXIPROFEEa ts adminis- 
tered COnCmitantly with methotrexat~. 
Wartiarrlnr The effects at warfarin and NSAlDs bn GI 
bleeding are synergistic, such that users of both drugs 
together have a risk of seriuus Gt bleeding higher than 
users at tither drug alone. I 



c-b!!mm.~,aid~efFatiMy 
TN! wdnogenic and mutagenic potwtiil of VfCOPflOFlY 
has not been inWigated. The ability of VfCOPROFEN to 
hIpail hMify lx35 noI hem issexed, 
Pregnancy: Pregnancy Category C. 
Tmwt~gmlc Efbk VICOPROFEN, administered to 
GbbitS at 95 mg/kg (5.72 and 1 .!.I times the maximum clin- 
ical dose based CKI body w&j% and SK&XI area, respec- 
timely), a maternally toxic dose, resulted in an increase in 
the perccn~ of Mtm and thms with any major abnw 
ntality and an irwcase in the number d litters and teluses 
with r)ne fir lrmre llmossif~ mpt;mrpacs (a mhr abnor- 
malily). VICOPRUFEN, adminislered to rats at I66 mg/kg 
(10.0 and 1.66 times the maximum clinical dose based on 
body weight and surface area, wpectively), a rnateernally 
toxic d&%, did not result in any reproduttivc toxicity. 
There are no adequate and well-contfolfcd studies in ptq- 
nanf WWWI. VICOPROFEN should be used during preg- 
r181cy only if the potential benefit ju$ifies the potentiil fisk 
to the fetus. 
h-m&en& EtIkx& Because of the known effects 
Of nonsteroidal anti-hffammatory drugs on the tetal c&o- 
vascular systw~ (ctosunz of the ductus arWiosus}, use dur- 
ing pregnancy (particularly late preegnancy) should be 
avoided. Babies born to mothers who have been taking 
OpiOidS regularly prior lo dclivefy will INI physically &pen- 
dent. The withdrawal sigtls inctudt! fttitatriffty and exces- 
siw crying, tremors, hyperacthe reflexes, inwscd respl- 
fitfOfy rate, NWS3d Stools, sneezi~, yawning, vofnltir~g, 
and fewer. The intensity of the syndrome does not always 
corrciale wffh the durafion of maternal &$&id use or dose. 
T$JZ~O ~or~se~sus on Ih8 best metfwd of managing 

Labor rnll Delivery 
AS with Mtcr drugs Known 10 int@it pC6Stagiandin 

SynthesiS, an increased incidence of dystwia and delayed 
QUtufition accwred in rats. ddnlinistralion al VCOPRO- 
FEN is not ~~~mmended during labor and delivery. 
WumiagMatfum 

If iS ~161 known whelher bydrococlone is excreted in 
human milk. In limited studies, an assay capable 01 d&ct- 
ing 1 n-q&L did not demonstrate ibuprofen in lbe milk of 
lactating mothers. However, bemuse of the fimlted nature 
ot the studies, and the possible adverse ettects of 
prcrstaglandininf?ibiting dv 00 ne&, WC(reROFEtU 
is not recommended for use rn nursing tnot~rs. 
fwatrkusa 

The Safely and effectiveness 01 VlCOFlWFEN in pedi- 
Zd;dtiMticnts below the age ot 16 have hot been eslab& 

-- - 
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In controlled clinical trials them was no dilference in 
toiefability Mween fxftier83 4 85 years f3f age and tt10-32 2 
65, aparl from an increased tenting bl ltle elderly lo 
deve(op constipation. I-bwevW, becilu~ (he elderly may be 
more sensilive to the renal and gastrointestina! effects d 
nansIer0idal anti-inMammatofy agents as well a possible 
increased risk ot rtwpiralory deDressiun with WiOids, exb 
IXII~I and reduced dosages stiouttd be used u;hen t&tinp 
.the elderly with VICOPROFEN. 

VICOPROFEN was administered to epproximalt?ly 300 
pain patients in a sakty study (hat ernpbyed dosages and a 
duration of treatment sutfiienl to er~~lpass the fecom- 
mended usage (see DOSAGE AND ADMlNlSl’RATION). 
Adverse event rates generally increaSd with increasing 
daily dose. The cvcR ram reposed below are tram 
approximately 150 patients who were in a gmup that 
seceived one IatM al vIcoPf#EN an avefage of mee 10 
four times daily. The overall incidence rates af adverse 
experiences in the trials were fairly similar for tfris patient 
group and those who receMd the wrnparison treatment, 
acebfninopbn 600 mg with codeine 60 mg. 

The followirrg lists adverse events that occurred with &l 
incidence of 1% or gfealw in clinical trials of VICWWI- 
FEN, without rqafd to the cznM relationship of the events 
to the drug. To distinguish difbent liues d CJCW~ in 
clinical studies, the adverse events are listcd as follows: 

- 

name 0Mwe eueflt- less than 3% 
a&em events marked with an asterisk l = 3% to 9% 
adverse Bvent ides ow9% ate in pmftresss. 

Body as a wkol~; Abdominat paIn’; Asthenia’; Fever; 
Flu syndrome; Headache (21%); Infeclion”; Pain. 
Cardlil~~l~: Pal@tatMm; Vasodil%n. 
Central Ilervoas Systedl: Anxiety’; Contusion: 
Dizziness (14%); Hypertonia; InsomnW; Nervousness’; 
Paresthesia; Somndena (22%); Thinking abnotmalitics. 
Dtfiestlve; Anorexia, Constipation (22%); DiiftW; Dry 
mouth’; Dyspepsia (12%); Flatulence’; &&ritis; Melena; 
Mouth ulcers; Mama (21%); Thirst: Vomiting*. 
btabellc and But~Mm~al IMsoWm Edema’. 
Rcspirateu: Dyspr~; Hiccups; Pharyngitis: Rhinilis. 
Skin aad Appeldqcsf Pruiitus’; Swe8linp*. 
Special serJ!ies: Tinnllus, 
lhged~lr: Urinary frequency. 

Iwctllenol! l#w tkm,J& 
B&y as a Wbde Allergic readion. 
Cardi~~lst; Arrhythmia; Hypotensian: Tachycardia. 
Central Biwv~~us System Api?allon; Abnormal dreams; 
Oecrcased libido; Depression; Euph&ri& Mood changes; 
Neuralgia; Slurred speech: Tremor, iMt@. 
Dlgesthre: Chalky slool; ‘Clenching t&h”; Dpphagia; 
Esophageal spasm; Esophagitis: Gaslr&rWitis; Gbssitis; 
CivW enzyme elevation. 

I __ 
. 
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B&&al~olk and Wutritimal: Weight &crease. 
MusculoslreleUk Ar’thralgi$ Myalgia. 
Respiratory: Asthma; Brmrhitis; Hoarseness; trweascd 
couqh; Pulmortary congestion; Pneumonia; Sha\law 
breathing; Sinusitis. 
5kSu and Alrpmm Rash; Urticaria. 
Special Senses: Altered vision: Bad taste; Dry eyes. 
lIlagenital: Cystitis: Glycosuria; Impotence; Utinafy 
incofliiaence: Urinary feetentim. 

Uythmrdme uffd?pseRtr %ribta UbWdoW Wilh 
hy#fOCuUonc is char;acl~~~zaU L# faspifatUry depR?SsiOn (a 
df?cnma in respimtbry fate and/or Mlal vohmk Cheyne- 
Stok&s respirafion, cyanosis) extreme sonhlolence pro- 
grc%ing to shrpor of coma, skeletal muscle flaccidity, Gold 
and clammy skin, and somtltimes bradycardia and 
hypotension. In severe overdosage. apnea, citculalory cool- 
lapse, cardiac mtst and death may occur. 

Ibarpro~ cOIClpOnrOdt: Symptoms include gastroin- 
testinal irtitatim with enwion and hemorrhqj8 or peftora- 
tion, kidney damage, liver damage, heart damage, hemofyt- 
iC anemb, agranulocytasis, tlvomb0cyt~ia, aplastk 
anernia, and meningitis, Other Symptoms may include 
headache, dizziness, tin&#, c;onfusion, bfurred vision, 
mental disfuurtwtceS, skir! rash, stomstitis. edema. reduced 
nWai sensitivity. ixfneaf C&JOS&, and Iqpefk&W. 



Primary a&lion should be given to fhe re-establish- 
meti of adequate respifat0fy etige through provision 
of a patent airway and the institution of assisted Or Con- 
trolled venfilatioo. Moxone, a narcolic antagonist, can 
reverse respiratory depression and coma -itied with 
opioid overdose or ucfus~ai st%MitJ, to opioids, itiud- 
irlg hydrocodone. Therefore, an appropriie dose of nalox- 
one hydrochloride should be a&nib&red ititavennusly 
with Sinlull&IWuS efforts at respiralofy Fesuxitation. Since 
the duration 01 action of hydrocodane may exceed W of 
Ihe naloxorte, the patient should be kept un&f corWuou~ 
surveillance and repeated doses uf the Hgonist should 
be administered as needed to maintain adquate respira- 
lion. Supwive ftwsur65 should be amf~loyed as indimt- 
ed. Gastric emptying may be useful in removing unab 
sorbed drug. In cases where (zonsciousness is impaired it 
may be inadvisable to perform gastric lavage. II gastric 
&wage is perlorrnad, little drug will likely be recovered if 
more than an tx?ur has elapsed since ingestion. lbuprolen 
is acidic and is excreted jn the urine; Wrr&re, 1 may be 
beneficial to administer alkali and induct diurcsis. In Audi- 
tion to Sup~pative measures the use of oral actiiated char- 
coal may help to reduce the absorption and reabsorption oi 
ibuprofen. Dial@ is not likely to be effective for removal 
ot ibuprofen because it is very highly bound to plasma pro- 
teiilS. 

For the short-term (gcncrafly less than 10 days) man- 
agernenf of acute pain, the recommended dose of VICE- 
PROFEN is one tablet t?v@y 4 to 6 hours, a~ necessary. 
Dosage sbouM not exceed 5 lablets in a 24-hour period. it 
should be tipt in mind that to\erancc \o hydrocodone can 
develop wilh continued use and that the incidence of unto- 
wardeffectsisdctsere&ed. 

The lowest effeaive dose or the longest dosing inter- 
vaf should be sought for each pikltieti. cspccblly in the 
elderly. After observing the initial response to therapy with 
VICOPROFEN, the dose and frquency rd do&g sbbuld be 
adjusted lo suit the individual paiient’s need, without 
exceeding ttie total daily dose recommended. 

VICOPROlXNtaMets are available as: 
While film+s&?d round IXW& tablets, eng~ved wilb 
“VP” over the Knoll triangle on one side and platn on the 
C&X side. 

000019 



Storage: Store al 25-C (77-F); excursions permitted to 
Wto 30°C (59’- 86’F). [See USP Cor\trolted Roam 
Temperature]. 

Oispetxe in a tight, tight-resis&t container. 

~$II: Federal law prohibits dispensing withoul pte- 
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-..- Vicoprofen @ 
(hydkcodone bitartrate and ibuprofen tablets) 
7.5 mg/200 mg 
Rx only 

DESCRIPTION 
Each VICOPROFEN tablet contains: 

Hydrocodone Bitartrate, USP 
Ibuprofen, USP 

7.5 mg 
200 mg 

VICOPROFEN is supplied in a fixed combination tablet form for oral administration. 
VICOPROFEN combines the opioid analgesic agent, hydrocodone bitartrate, with the 
nonsteroidal anti-inflammatory (NSAID) agent, ibuprofen. Hydrocodone bitartrate is a 
semisynthetic and centrally acting opioid analgesic. Its chemical name is: 4,5 a-epoxy- 
3-methoxy- 17-methylmorphinan-&one tartrate (1: 1) hydrate (2:5). Its chemical formula 
is: C18H2rN0&4H~06~2’/2 H20, and the molecular weight is 494.50. Its structural 
formula is: 

II r4 -;:I I: 

$ JyJ.. \ J.:;:.: /Cl I 
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Ibuprofen is a nonsteroidal anti-inflammatory drug with analgesic and antipyretic 
properties. Its chemical name is: (Lt>-2-@isobutylphenyl) propionic acid. Its chemical 
formula is Ci3Hi802, and the molecular weight is: 206.29. Its structural formula is: 

Inactive ingredients in VICOPROFEN tablets include: colloidal silicon dioxide, corn 
starch, croscarmellose sodium, hydroxypropyl methylcellulose, magnesium stearate, 
microcrystalline cellulose, polyethylene glycol, polysorbate 80, and titanium dioxide. 
CLINICAL PEIARMACOLOGY 

. . 
-fl 

Hydrocodone component: Hydrocodone is a semisynthetic opioid analgesic and 
antitussive with multiple actions quaiitativeIy similar to those of codeine. Most of these 
involve the central nervous system and smooth muscle. The precise mechanism of action 
of hydrocodone and other opioids is not known, although it is believed to relate to the 
existence of opiate receptors in the central nervous system. In addition to analgesia, 
opioids may produce drowsiness, changes in mood, and mental clouding. 
Ibuprofen component: Ibuprofen is a non-steroidal anti-inflammatory agent that 
possesses analgesic and antipyretic activities. Its mode action, like that of other NSAIDs, 
is not completely understood, buy may be related to inhibition of cyclooxygenase activity 
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and prostaglandin synthesis. Ibuprofen is a peripherally acting analgesic. Ibuprofen does 
not have any known effects on opiate receptors. 

Pharmacokinetics: 
Absorption: After oral dosing with the VICOPROFEN tablet, a peak hydrocodone 
plasma level of 27 ng/mL is achieved at 1.7 hours, and a peak ibuprofen plasma level of 
30 mcg/mL is achieved at 1.8 hours. The effect of food on the absorption of either 
component from the VICOPROFEN tablets has not been established. 
Distribution: Ibuprofen is highly protein-bound (99%) like most other non-steroidal anti- 
inflammatory agents. Although the extent of protein binding of hydrocodone has not 
been definitely determined, structural similarities to related opioid analgesics suggest that 
hydrocodone is not extensively protein bound as most agents in the 5-ring morphinan 
group of semi-synthetic opioids bind plasma protein to a similar degree (range 19% 
[hydromorphone] to 45% [oxycodone]), hydrocodone is expected to fall within this 
range. 
Metabolism: Hydrocodone exhibits a complex pattern of metabolism, including O- 
demethylation, N-demethylation, and 6-keto reduction to the corresponding 6-K and 6-p- 
hydroxy metabolites. Hydromorphone, a potent opioid, is formed from the O- 
demethylation of hydrocodone and contributes to the total analgesic effect of 
hydrocodone. The 0- and N-demethylation processes are mediated by separate P-450 
isoenzymes: CYP2D6 and CYP3A4, respectively. 
Ibuprofen is present in this product as a racemate, and following absorption it undergoes 
interconversion in the plasma from the R-isomer to the S-isomer. Both the R- and S- 
isomers are metabolized to two primary metabolites: (+)-2-4’-(2hydroxy-2-methyl- 
propyl) phenyl propionic &id and (+)-2-4’-(2carboxypropyl) phenyl propionic acid, both 
of which circulate in the plasma at low levels relative to the parent. 
Elimination: Hydrocodone and it metabolites are eliminated primarily in the kidneys, 
with a mean plasma half life of 4.5 hours. Ibuprofen is excreted in the urine, 50% to 60% 
as metabolites and approximately 15% as unchanged drug and conjugate. The plasma 
half-life is 2.2 hours. 
Special Populations: No significant pharmacokinetic differences based on age or gender 
have been demonstrated. The pharmacokinetics of hydrocodone and ibuprofen from 
VICOPROFEN has not been evaluated in children. 
Renal Impairment: The effect of renal insufficiency on the pharmacokinetics of the 
VICOPROFEN dosage form has not been determined. 

CLINICAL STUDIES 

In single-dose studies of post surgical pain (abdominal, gynecological, orthopedic), 940 
patients were studied at doses of one or two tablets. VICOPROFEN produced greater 
efficiency than placebo and each of its individual components given at the same dose. 
No advantage was demonstrated for the two-tablet dose. 

INDICATIONS AND USAGE 
VICOPROFEN tablets are indicated for the short-term (generally less than 10 days) 
management of acute pain. VICOPROFEN is not indicated for the treatment of such 
conditions as ostearthritis or rheumatoid arthritis. 



CONTRAINDICATIONS 

VICOPROFEN should not be administered to patients who previously have exhibited 
hypersensitivy to hydrocodone or ibuprofen. VICOPROFEN should not be given to 
patients who have experienced asthma, uticaria, or allergic-type reactions after taking 
aspirin or the NSAIDs. Severe, rarely fatal, anaphylactic-like reactions to NSAIDs have 
been reported in such patients (see WARNINGS-Anaphylactoid Reactions, and 
PRECAUTIONS-Pre-existing Asthma). 
Patients known to be hypersensitive to other opioids may exhibit cross-sensitivity to 
hydrocodone. 

WARNINGS 

Abuse and Dependence: Hydrocodone can produce drug dependence of the morphine 
type and therefore has the potential for being abused. Psychic and physical dependence 
as well as tolerance may develop upon repeated administration of this drug and it should 
be prescribed and administered with the same degree of caution as other narcotic drugs 
(see DRUG ABUSE AND DEPENDENCE). 
Respiratory Depression: At high doses or in opioid-sensitive patients, hydrocodone 
may produce dose-related respiratory depression by acting directly on the brain stem 
respiratory centers. Hydrocodone also affects the center that controls respiratory rhythm, 
and may produce irregular and periodic breathing. 
Head Injury and Increased Intracranial Pressure: The respiratory depressant effects 
of opioids and their capacity to elevate cerebrospinal fluid pressure may be markedly 
exaggerated in the presence of head injury, intracranial lesions or a pre-existing increase 
in intracranial pressure. Furthermore, opioids produce adverse reactions which may 
obscure the clinical courseof patients with head injuries. 
Acute Abdominai Conditions: The administration of opioids may obscure the diagnosis 
or clinical course of patents with acute abdominal conditions. 
Gastrointestinal (GI) effects-Risk of GI Ulceration, Bleeding and Perforation: 
Serious gastrointestinal toxicity, such as inflammation, bleeding, ulceration, and 
perforation of the stomach, small intestine or large intestine, can occur at any time, with 
or without warning symptoms, in patients treated with nonsteroidal anti-inflammatory 
drugs (NSAIDs). Minor upper GI problems, such as dypsepsia, are common and may 
also occur at any time during NSAID therapy. Thetiore, physicians and patients should 
remain alert for ulceration and bleeding even in the absence of previous GI tract 
symptoms. Patients should be informed about the signs and/or symptoms of serious GI 
toxicity and what steps to take if they occur. The utility of periodic laboratory monitoring 
has not been demonstrated, nor has it been adequately assessed. Only one in five 
patients, who develop a serious upper GI adverse event of NSAID therapy, is 
symptomatic. Even short term therapy is not without risk. 
NSAIDs should be prescribed with extreme caution in those with a prior history of ulcer 
disease or gastrointestinal bleeding. Most spontaneous reports of fatal GI events are in 
elderly or debilitated patients and therefore special care should be taken in treating this 
population. To minimize the potential risk for an adverse GI event, the lowest effective 
dose should be used for the shortest possible duration. For high risk patients, alternate 
therapies that do not involve NSIADs been considered. 



Studies have shown that patients with a prior history of peptic ulcer disease and/or 
gastrointestinal bleeding and who use NSAIDs, have a greater than lo-fold risk for 
developing a GI bleed than patients with neither of these risk factors. In addition to a 
past history of ulcer disease, pharmaco-epidemiological studies have identified several 
other co-therapies or co-morbid conditions that may increase the risk for GI bleeding 
such as: treatment with oral corticosteroids, treatment with anticoagulants, longer 
duration of NSAID therapy, smoking, alcoholism, older age, and poor general health 
status. 
Anaphylactoid Reactions: Anaphylactoid reactions may occur in patients without 
known prior exposure to VICOPROFEN. VICOPROFEN should not be given to patients 
with the aspirin triad. The triad typically occurs in asthmatic patients who experience 
rhinitis with or without nasal polyps, or who exhibit severe, potentially fatal 
bronchospasm after taking aspirin or other NSAIDs. Fatal reactions to NSAIDs have 
been reported in such patients (see CONTRAINDICATIONS and PRECAUTIONS-Pre- 
existing Asthma). Emergency help should be sought when anaphylactoid reaction 
occurs. 
Advanced Renal Disease: In cases with advanced kidney disease, treatment with 
VICOPROFEN is not recommended. If NSAID therapy, however, must be initiated, 
close monitoring of the patients kidney function is advisable (see PRECAUTIONS-Renal 
Effects). 
Pregnancy: As with other NSAID-containing products, VICOPROFEN should be 
avoided in late pregnancy because it may cause premature closure of the ductus 
arteriosus. 

PRECAUTIONS 

General Precautrons .A. 
Special Risk Patients: As with any opioid analgesic agent, VICOPROFEN tablets 
should be used with caution in elderly or debilitated 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. 
Cough Reflex: Hydrocodone suppresses the cough reflex; as with opioids, caution 
should be exercised when VICOPROFEN is used postoperatively and in patients with 
pulmonary disease. 
Effect on Diagnostic Signs: The antipyretic and anti-inflammatory activity of ibuprofen 
may reduce fever and inflammation, thus diminishing their utility as diagnostic signs in 
detecting complications of presumed noninfectious, nonintlammatory painful conditions. 
Hepatic Effects: As with other NSAIDs, ibuprofen has been reported to cause borderline 
elevations of one of more liver enzymes, this may occur in up to 15% of patients. These 
abnormalities may progress, may remain essentially unchanged, or may be transient with 
continued therapy. Notable (3 times the upper limit of normal) elevations of SGPT 
(ALT) or SGOT (AST) occurred in controlled clinical trials in less than 1% of patients. 
A patient with symptoms and/or signs suggesting liver dysfunctions, or in whom an 
abnormal liver test has occurred., should be evaluated for evidence of the development of 
more severe hepatic reactions while on therapy with VICOPROFEN. Severe hepatic 
reactions, including jaundice and cases of fatal hepatitis, have been reported with 
ibuprofen as with other NSAIDs. Although such reactions are rare, if abnormal liver tests 
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persist or worsen, if clinical signs and symptoms consistent with lever disease develop, or 
if systemic manifestations occur (e.g. eosinophilia, rash, etc.), VICOPROFEN should be 
discontinued. 
Renal Effects: Caution should be used when initiating treatment with VICOPROFEN in 
patients with considerable dehydration. It is advisable to rehydrate patients first and then 
start therapy with VICPOROFEN. Caution is also recommended in patients with pre- 
existing kidney disease (see WARNINGS-Advanced Renal Disease). 
As with other NSAIDs, long-term administration of ibuprofen has resulted in renal 
papillary necrosis and other renal pathologic changes. Renal toxicity has also been seen 
in patients in which renal prostaglandins have a compensatory role in the maintenance of 
renal perfusion. In these patients, administration of a nonsteroidal anti-inflammatory 
drug may cause a dose-dependent reduction in prostaglandin formation and, secondarily, 
in renal blood flow, which may precipitate overt renal decompensation. Patients at 
greatest risk of this reaction are those with impaired renal function, heart failure, liver 
dysfunction, those taking diuretics and ACE inhibitors, and the elderly. Discontinuation 
of nonsteroidal anti-inflammatory drug therapy is usually followed by recovery to the 
pretreatment state. 
Ibuprofen metabolites are eliminated primarily by the kidneys. The extent to which the 
metabolites may accumulate in patients with renal failure has not been studied. Patients 
with significantly impaired renal function should be more closely monitored. 
Hematological Effects: Ibuprofen, like other NSAIDs, can inhibit platelet aggregation 
but the effect is quantitatively less and of shorter duration than that seen with aspirin. 
Ibuprofen has been shown to prolong bleeding time in normal subjects. Because this 
prolonged bleeding effect may be exaggerated in patients with underlying hemostatic 
defects, VICOPROFEN should be used with caution in persons with intrinsic coagulation 
defects and those ;in anticd;%gulant therapy. 
Anemia is sometimes seen in patients receiving NSAIDs, including ibuprofen. This may 
be due to fluid retention, GI loss, or an incompletely described effect upon erythropoiesis. 
Fluid Retention and Edema: Fluid retention and edema have been reported in 
association with ibuprofen, therefore, the drug should be used with caution in patients 
with a history of cardiac decompensation, hypertension or heart failure. 
Pre-existing Asthma: Patients with asthma may have aspirin-sensitive asthma. The use 
of aspirin in patients with aspirin-sensitive asthma has been associated with severe 
bronchospasm, which may be fatal. Since cross-reactivity between aspirin and other 
NSAIDs have been reported in such aspirin-sensitive patients, VICOPROFEN should not 
be administered to patients with this form of aspirin sensitivity and should be used with 
caution in patients with pre-existing asthma. 
Aseptic Meningitis: Aseptic meningitis with fever and coma have been observed on rare 
occasions in patients on ibuprofen therapy. Although it is probably more likely to occur 
in patients with systemic lupus erythematosous and related connective tissue diseases, it 
has been reported in patients who do not have an underlying chronic disease. If signs or 
symptoms of meningitis develop in a patient on VICOPROFEN, the possibility of its 
being related to ibuprofen should be considered. 
Information for Patients 
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VICOPROFEN, like other opioid-containing analgesics, may impair mental and/or 
physical abilities required for the performance of potentially hazardous tasks such as 
driving a car or operating machinery; patients should be cautioned accordingly. 
Alcohol and other CNS depressants may produce an additive CNS depression, when 
taken with this combination product, and should be avoided. 
VICOPROFEN may by habit-forming. Patients should take the drug only for as long as 
it is prescribed, in the amounts prescribed, and no more frequently than prescribed. 
VICPROFEN, like other drugs containing ibuprofen, is not free of side effects. The side 
effects of these drugs can cause discomfort and, rarely, there are more serious side 
effects, such as gastrointestinal bleeding, which may result in hospitalization and even 
fatal outcomes. Patients should be instructed to report any signs and symptoms of 
gastrointestinal bleeding, blurred vision or other eye symptoms, skin rash, weight-gain, or 
edema. 

Laboratory tests 
A decrease in hemoglobin may occur during VICOPROFENB (hydrocodone bitartrate 
7.5 mg and ibuprofen 200 mg) therapy, and elevations of liver enzymes may been seen in 
a small percentage of patients during VICOPROFEN 8 therapy (see PRECAUTIONS- 
Hematological Effects and PRECAUTIONS-Hepatic Effects). 
In patients with severe hepatic or renal disease, effects of therapy should be monitored 
with liver and/or renal function tests. 
Drug Interactions 
ACE-inhibitors: Reports suggest that MAIDS may diminish the antihypertensive effect 
of ACE-inhibitors. This interaction should be given consideration in patients taking 
VICOPROFEN concomitantly with ACE-inhibitors. 
Anticholingerics: The con&rrent use of anticholinergics with hydrocodone preparations 
may produce paralytic ileus. 
Antidepressants: the use of MAO inhibitors of tricyclic antidepressants with 
VICOPROFEN and aspirin is not generally recommended because of the potential of 
increased adverse effects. 
CNS Depressants: Patients receiving other opioids, antihistamines, antipsychotics, 
antianxiety agents, or other CNS depressants (including alcohol) concomitantly with 
VICOPROFEN may exhibit an additive CNS depression. When combined therapy is 
contemplated, the dose of one or both agents should be reduced. 
Furosemide: Ibuprofen has been shown to reduce the natriuretic effect of furosemide 
and thiazides in some patients. This response has been attributed to inhibition of renal 
prostagloandin synthesis. During concomitant therapy with VICOPROFEN the patient 
should be observed closely for signs of renal failure (see PRECAUTIONS-Renal 
Effects), as well as diuretic efficacy. 
Lithium: Ibuprofen has been shown to elevate plasma lithium concentration and reduce 
renal lithium clearance. This effect has been attributed to inhibition of renal 
prostaglandin synthesis by ibuprofen. Thus, when VICOPROFEN and lithium are 
administered concurrently, patients should be observed for signs of lithium toxicity. 
Methotrexate: Ibuprofen, as well as other NSAIDs, has been reported to competitively 
inhibit methotrexate accumulation in rabbit kidney slices. This may indicate that 
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ibuprofen could enhance the toxicity of methotrexate. Caution should be used when 
VICOPROFEN is administered concomitantly with methotrexate. 
Warfarin: The effects of warfarin and NSAIDs on GI bleeding are synergistic, such that 
users of both drugs together have a risk of serious GI bleeding higher than users of either 
drug alone. 
Carcinogenicity, Mutagenicity, and Impairment of Fertility 
The carcinogenic and mutagenic potential of VICOPROFEN has not been investigated. 
The ability of VICOPROFEN to impair fertility has not been assessed. 
Pregnancy: Pregnancy Category C. 
Teratogenic Effects: VICOPROFEN, administered to rabbits at 95 mg/kg (5.72 and 1.9 
times the maximum clinical dose based on body weight and surface area, respectively), a 
maternally toxic dose, resulted in an increase in the percentage of litters and fetuses with 
any major abnormality and an increase in the number of litters and fetuses with one or 
more nonossified metacarpals (a minor abnormality). VICOPROFEN, administered to 
rats at 166 mg/kg (10.0 and 1.66 times the maximum clinical dose based on body weight 
and surface area, respectively), a maternally toxic dose, did not result in any reproductive 
toxicity. There are no adequate and well-controlled studies in pregnant women. 
VICOPROFEN should be used during pregnancy only if the potential benefit justifies the 
potential risk to the fetus. 
Nonteratogenic effects: Because of the known effects of nonsteriodal anti-inflammatory 
drugs on the fetal cardiovascular system (closure of the ductus arteriosus), use during 
pregnancy (particularly late pregnancy) should be avoided. Babies born to mothers who 
have been taking opioids regularly prior to delivery will be physically dependent. The 
withdrawal signs include irritability and excessive crying, tremors, hyperactive reflexes, 
increased respiratory rate, increased stools, sneezing, yawning, vomiting and fever. The 
intensity of the syndrome 8oes not always correlate with duration of maternal opioid use 
oral dose. There is no consensus on the best method of managing withdrawal. 
Labor and delivery 
As with other drugs known to inhibit prostaglandin synthesis, an increased incidence of 
dystocia and delayed parturition occurred in rats. Administration of VICOPROFEN is 
not recommended during labor and delivery. 
Nursing Mothers 
Is it not known whether hydrocododne is excreted in human milk. In limited studies, an 
assay capable of detecting 1 mcg/mL did not demonstrate ibuprofen in the milk of 
lactating mothers. However, because of the limited nature of the studies, and the possible 
adverse effects of prostaglandin inhibiting drugs on neonates, VICOPROFEN is not 
recommended for use in nursing mothers. 
Pediatric use 
The safety and effectiveness of VICOPROFEN in pediatric patients below the age of 16 
have not been established. 
Geriatric use 
In controlled clinical trials there was no difference in tolerability between patients < 65 
years of age and those 2 65, apart from an increased tendency of the elderly to develop 
constipation. However, because the elderly may be more sensitive to the renal and 
gastrointestinal effects of nonsteriodal anti-inflammatory agents as well as possible 
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increase risk of respiratory depression with opioids, extra caution and reduced dosages 
should be used when treating the elderly with VICOPROFEN. 
ADVERSE REACTIONS 
VICOPROFEN was administered to approximately 300 pain patients in a safety study 
that employed dosages and a duration of treatment sufficient to encompass the 
recommended usage (see DOSAGE AND ADMINISTRATION). Adverse event rates 
generally increased with increasing daily dose. The event rates reported below are from 
approximately I50 patients who were in a group that received one tablet of 
VICOPROFEN an average of three to four times daily. The overall incidence rates of 
adverse experiences in the trials were fairly similar for this patient group and those who 
received the comparison treatment, acetaminophen with 600 mg codeine 60 mg. 
The following lists adverse events that occurred with an incidence of 1% or greater in 
clinical trials of VICOPROFEN, without regard to the causal relationship of the events to 
the drug. To distinguish different rates of occurrence in clinical studies, the adverse 
events are listed as follows: 
name of adverse event = less than 3% 
adverse events marked with an asteri.@ = 3% to 9% 
adverse event rates over 9% are in parentheses. 
Body as a whole: Abdominal pain *, Asthenia*; Fever; Flu syndrome; Headache (27%), 
Infection*, Pain. 
Cardiovascular: Palpitations; Vasodilation. 
Central Nervous System: Anxiety*; Confusion; Dizziness ( 14%); Hypertonia; 
Insomnia*; Nervousness*; Paresthesia; Somnolence (22%); Thinking abnormalities. 
Digestive: Anorexia, Constipation (22%); Diarrhea*; Dry Mouth, Dyspepsia (12%); 
Flatulence, Gastritis; Melena; Mouth ulcers; Nausea (I 2%), Thirst; Vomiting*. 
Metabolic and Nu&tional!fXsorders: Edema*. 
Respiratory: Dyspnea; Hiccups; Pharyngitis; Rhinitis. 
Skin and Appendages: Pruritus*; Sweating*. 
Special Senses: Tinnitus. 
Urogenital: Urinary frequency. 
Incidence less than 1% 
Body as a Whole: Allergic reaction. 
Cardiovascular. Arrhythmia; Hypotension; Tachycardia. 
Central Nervous System: Agitation; Abnormal dreams; Decreased libido; Depression; 
Euphoria; Mood changes; Neuralgia; Slurred speech; Tremor, Vertigo 
Digestive: Chalky stool; “Clenching teeth”; Dysphagia; Esophageal spasm; Esophagitis; 
Gastroenteritis; Glossitis; Liver enzyme elevation. 
Metabolic and Nutritional: Weight decrease. 
Musculoskeletal: Arthralgia; Myalgia. 
Respiratory: Asthma; Bronchitis, Hoarseness; Increased cough; Pulmonary congestion; 
Pneumonia; Shallow breathing; Sinusitis. 
Skin and Appendages: Rash; Urticaria. 
Special Senses: Altered vision, Bad taste; Dry eyes. 
Urogenital: Cystitis, Glyosuria; Impotence, Urinary incontinence; Urinary retention. 
DRUG ABUSE AND DEPENDENCE 
Controlled Substance: VICOPROFEN Tablets are a Schedule III control led substance. 
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_ .;- Abuse: Psychic dependence, physical dependence, and tolerance may develop upon 

repeated administration of opioids; therefore, VICOPROFEN Tablets should be 
prescribed and administered with the same degree of caution appropriate to use of other 
narcotic medications. 
Dependence: Physical dependence, the condition in which continued administration of 
the drug is required to prevent the appearance of a withdrawal syndrome, assumes 
clinically significant proportions only after several weeks of continued opioid use, 
although a mild degree of physical dependence may develop after a few days of opioid 
therapy. Tolerance, in which increasingly large doses are required in order to produce the 
same degree of analgesia, is manifested initially be a shortened duration of analgesic 
effect, and subsequently by decreases in the intensity of analgesia. The rate of 
development of tolerance varies among patients. However, phsychic dependence is 
unlikely to develop when VICOPROFEN Tablets are used for a short time of the 
treatment of acute pain. 
‘OVERDOSAGE 
Following an acute overdosage, toxicity may result for hydrocodone and/or ibuprofen. 
Signs and Symptoms: 
Hydrocodone component: Serious overdose with hydrocodone is characterized by 
respiratory depression (a decrease in respiratory rate and/or tidal volume, Cheyne-Stokes 
respiration, cyanis) extreme somnolence progressing to stupor or coma, skeletal muscle 
flaccidity, cold and clammy skin, and sometimes bradycardia and hypotension. In severe 
overdosage, apnea, circulatory collapse, cardiac arrest and death may occur. 
Ibuprofen component: Symptoms include gastrointestinal irritation with erosion and 
hemorrhage or perforation, kidney damage, liver damage, heart damage, hemolytic 
anemia, agranuloytosis, thrombocytopenia, aplastic anemia., and meningitis. Other 
symptoms may include headache, dizziness, tin&us, confusion, blurred vision, mental 
disturbances, skin rash, stomatitis, edema, reduced retinal sensitivity, cornea1 deposits, 
and hyperkalemia. 
Treatment: 
Primary attention should be given to the re-establishment of adequate respiratory 
exchange through provision of a patent airway and the institution of assited or controlled 
ventilation. Naloxone, a narcotic antagonist, can reverse respiratory depression and coma 
associated with opioid overdose or unusual sensitivity to opioids, including hydrocodone, 
therefore an appropriate dose of naloxone hydrochloride should be administered 
intravenously with simultaneous efforts at respiratory resuscitation. Since the duration of 
action of hydrocodone may exceed that of the naloxone, the patient should be kept under 
continuous surveillance and repeated doses of the antagonist should be administered as 
needed to main adequate respiration. Supportive measures should be employed as 
indicated. Gastric emptying may be useful in removing unabsorbed drug. In cases where 
consciousness is impaired it may be inadvisable to perform gastric lavage. If gastric 
lavage is performed, little drug will likely be recovered if more than an hour has elapsed 
since ingestion. Ibuprofen is acidic and is excreted in the urine; therefore, it may be 
beneficial to administer alkali and induce diuresis. In addition to supportive measure the 
use of oral activated charcoal may help to reduce the absorption and reabsorption of 
ibuprofen. Dialysis is not likely to be effective for removal of ibuprofen it is very highly 
bound to plasma proteins. 

-- 
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DOSAGE AND ADMINISTRATION 

For the short-term (generally less than 10 days) management of acute pain, the 
recommended dose of VICOPROFEN is one tablet every 4 to 6 hours, as necessary. 
Dosage should not exceed 5 tablets in a 24-hours period. It should be kept in mind that 
tolerance to hydrocodone can develop with continued use and that the incidence of 
untoward effects is dose related. 
The lowest effective dose of the longest dosing interval should be sought for each patient, 
especially in the elderly. After observing the initial response to therapy with 
VICOPROFEN, the dose and frequency of dosing should be adjusted to suit the 
individual patient’s need, without exceeding the total daily dose recommended. 
HOW SUPPLIED 

VICOPROFENB Tablets are available as: 
White film-coated round convex tablets, engraved with “VP” over the Knoll triangle on 
one side and plain on the other side. 
Bottles of 100 - NDC #0044-0723-02 
Bottles of 500 - NDC #0044-0723-03 
Hospital Unit Dosage Package- 100 tablets 
(4x25 tablets)-NDC #0044-0723-4 1 
Storage: Store at 25°C (77°F); excursions permitted to 15’ to 30°C (59”-86°F). [See 
USP Controlled Room Temperature]. 
Dispense in a tight, light-resistant container. 
A Schedule Narcotic. 
02000 Knoll Pharmaceutical Company 
VICOPROFEN is a registered trademark of Knoll Pharmaceutical Company. 
All rights reserved. .t;r 

Revised: July 2000 
Knoll Laboratories 
A Division of 
Knoll Pharmaceutical Company 
Mount Olive, New Jersey 078281234 
Knoll@ 
BASF Pharma 
0900000 1-4 

Shown in Product Identljkation Guide, page 304 
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Sdq-by-side comption of hserts 
RLD DIFFERS Hydrocodone Bitwtrate / Ibuprofen 

IN Tablets 7.9200 mg and 9200 mg 

Interpharm logo 

Vicoprofen 8 Trade 
name 

(hydrocodone bitartrate and ibuprofen Hydrocodone bit-ate and Ibuprofen tablets 

tablets) 7.5 mg/200 mg, 5 mg/200 mg 

7.5 mg/200 mg Rxonly 
Rx only 

DESCRIPTION 
DESCRIPTION Hydrocodone bitartrate Ibuprofen tablet 
Each VICOPROFEN tablet contains: contains: 
Hydrocodone Bit-ark&e, USP 7.5 mg Hydrocodone Bitartrate, USP 7.5 mg 
Ibuprofen, USP 200 mg Ibuprofen, USP 200 mg 

Hydrocodone Bitartrate, USP 5 mg 
Ibuprofen, USP 200 mg 

VICOPROFEN is supplied in a fixed Hydrocodone bitartrate and Ibuprofen 
combination tablet form for oral tablets are supplied in a fixed combination 
administration. WCOPROFEN combines tablet form for oral administration. 
the opioid analgesic agent, hydrocodone Hydrocodone bitartrate and Ibuprofen 
bitartrate, with the nonsteroidal anti- tablets combine the opioid analgesic agent 
inflammatory (NSMD) agent, Ibuprofen. hydrocodone bitartrate, with the 
Hydrocodone bitartrate is a semisynthetic nonsteroidal anti-inflammatory (NSAID) 
snd centrally acting opioid analgesic. Its agent, Ibuprofen. Hydrocodone bitartrate 
chemical name is: 4,5 a-epoxy-3- is a semisynthetic and centrally acting 
nethoxy- 17-methylmorphinan-6-one opioid analgesic. Its chemical name is: 4, 
artrate (1: 1) hydrate (2:5). Its chemical 5 a-epoxy-3-methoxy- 17- 
formula is: C18H2rNO&J&06~2% H20, methylmorphinan-6-one tartrate ( 1: 1) 
snd the molecular weight is 494.50. Its hydrate (2:5). Its chemical formula is: 
structural formula is: C~~HJ~NOJ*C&O~~~% H20, and the 

molecular weight is 494.50. Its structural 

buprofen is a nonsteroidal anti- Ibuprofen is a nonsteroidal anti- 
nflammatory drug with analgesic and inflammatory drug with analgesic and 

antipyretic properties. Its chemical naine 



Its chemical formula is &H&2, and the ) 1 Its chemical formula is C~JH&, and the 
molecular weight is: 206.29. Its structural 1 molecular weight is: 206.29. Its structural 
formula is: 

Inactive ingredients in VICOPROFEN 
tablets include: colloidal silicon dioxide, RLD vs 
corn starch, croscarmellose sodium, generic 
hydroxypropyl methylcellulose, ingredients 
magnesium stearate, microcrystalline 
cellulose, polyethylene glycol, polysorbate microcrystalline cellulose, polydextrose , 
80, and titanium dioxide. hydroxypropyl methyl cellulose, 

polyethylene glycol, camauba wax, and 
titanium dioxide. 

Inactive ingredients in generic 
Hydrocodone bitartrate and Ibuprofen 
tablets include: colloidal silicon dioxide, 
pregelatinized starch, croscarmellose 
sodium, magnesium stearate, 

formu2a is: 

CLINICAL PHARM.A COLOGY 
Hydrocodone component: Hydrocodone 
is a semisynthetic opioid analgesic and 
antitussive with multiple actions 
qualitatively similar to those of codeine. 
Most of these involve the central nervous 
system and smooth muscle: The precise 
mechanism of action of hydrocodone and 
other opioids is not known, although it is 
believed to relate to the existence of opiate 
receptors in the central nervous system. In 
addition to analgesia, opioids may produce 
drowsiness, changes in mood, and mental 
clouding, 
ibuprofen component: Ibuprofen is a 
non-steroidal anti-inflammatory agent that 
possesses analgesic and antipyretic 
activities. Its mode action, like that of 
other NSAIDs, is not completely 
understood, buy may be related to 
inhibition of cyclooxygenase activity and 
prostaglandin synthesis. Ibuprofen is a 
peripherally acting analgesic. Ibuprofen 
does not have any known effects on opiate 
receptors. 

CLINICAL PHARMACOLOGY 
Hydrocodone component: Hydrocodone 
is a semisynthetic opioid analgesic and 
antitussive with multiple actions 
qualitatively similar to those of codeine. 
Most of these involve the central nervous 
system and smooth muscle. The precise - 
mechanism of action of hydrocodone and 
other opioids is not known, although it is 
believed to relate to the existence of opiate 
receptors in the central nervous system. In 
addition to analgesia, opioids may produce 
drowsiness, changes in mood, and mental 
clouding. 
Ibuprofen component: Ibuprofen is a 
non-steroidal anti-inflammatory agent that 
possesses analgesic and antipyretic 
activities. Its mode action, like that of 
other NSAIDs, is not completely 
understood, buy may be related to 
inhibition of cyclooxygenase activity and 
prostaglandin synthesis. Ibuprofen is a 
peripherally acting analgesic. Ibuprofen 
does not have any known effects on opiate 
receptors. 
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of 27 ng/mL is achieved at 1.7 hours, and a 
peak ibuprofen plasma level of 30 mcg/mL 
is achieved at 1.8 hours. The effect of 

absorption of either component from the 
VICOPROFEN tablets has not been 
established. 

food on the absorption of either _ 
component from the Hydrocodone 
bitartrate and Ibuprofen tablets have not 
been established. 
Distribution: Ibuprofen is highly protein- 

Distribution: Ibuprofen is highly protein- 
bound (99%) like most other non-steroidal 
anti-inflammatory agents. Although the 
extent of protein binding of hydrocodone 
has not been definitely determined, 
structural similarities to related opioid 
analgesics suggest that hydrocodone is not 
extensively protein bound as most agents 
in the 5-ring morphinan group of semi- 
synthetic opioids bind plasma protein to a 
similar degree (range 19% 
[hydromorphone] to 45% [oxycodone]), 
hydrocodone is expected to, fall within this 
range. 
Metabolism: Hydrocodone exhibits a 
complex pattern of metabolism, including 
0-demethylation, N-demethylation, and 6- 
keto reduction to the corresponding 6-a~ 
and 6-P-hydroxy metabolites. 
Hydromorphone, a potent opioid, is 
formed from the O-demethylation of 
hydrocodone and contributes to the total 
analgesic effect of hydrocudone. The O- 
and IV-demethylation processes are 
mediated by separate P-450 isoenzymes: 
CYP2D6 and CYP3A4, respectively. 
Ibuprofen is present in this product as a 
racemate, and following absorption it 
undergoes interconversion in the plasma 
from the R-isomer to the S-isomer. Both 
the R- and S- isomers are metabolized to 
two primary metabolites: (+)-2-4’- 

bound (99%) like most other non-steroidal 
anti-inflammatory agents. Although the 
extent of protein binding of hydrocodone 
has not been definitely determined, 
structural similarities to related opioid 
analgesics suggest that hydrocodone is not 
extensively protein bound as most agents 
in the 5-ring morphinan group of semi- 
synthetic opioids bind plasma protein to a 
similar degree (range 19% 
[ hydromorphone] to 45% [ oxycodone]), 
hydrocodone is expected to fall within this 

Metabolism: Hydrocodone exhibits a 
complex pattern of metabolism, including 
0-demethylation, N-demethylation, and 6- 
keto reduction to the corresponding 6-0~ 
and 6-p-hydroxy metabolites. 
Hydromorphone, a potent opioid, is 
formed from the 0-demethylation of 
hydrocodone and contributes to the total 
analgesic effect of hydrocodone. The O- 
and Wdemethylation processes are 
mediated by separate P-450 isoenzymes: 
CYP2D6 and CYP3A4, respectively. 
Ibuprofen is present in this product as a 
racemate, and following absorption it 
undergoes interconversion in the plasma 
from the R-isomer to the S-isomer. Both 
the R- and S- isomers are metabolized to 
two primary metabolites: (+)-2-4’- 
(2hydroxy-2-methyl-propyl) phenyl 

000033 .?. 



(2carboxypropyl) phenyl propionic acid, 
both of which circulate in the plasma at 
low levels relative to the parent. 

Elimination: Hydrocodone and it 
metabolites are eliminated primarily in the 
kidneys, with a mean plasma half life of 
4.5 hours. Ibuprofen is excreted in the 
urine, 50% to 60% as metabolites and 
approximately 15% as unchanged drug and 
conjugate. The plasma half-life is 2.2 
hours. 
Special Populations: No significant 
pharmacokinetic differences based on age 
or gender have been demonstrated. The 
pharmacokinetics of hydrocodone and 
ibuprofen from VICOPROFEN has not 
been evaluated in children. 
Renal Impairment: The effect of renal 
insuficiency on the pharmacokinetics of 
the VICOPROFEN dosage form has not 
been determined. 

CLINICAL STUDIES 

In single-dose studies of post surgical pain 
(abdominal, gynecological, orthopedic), 
940 patients were studied at doses of one 
or two tablets. VICOPROFEN produced 
greater efficiency than placebo and each of 
its individual components given at the 
same dose. No advantage was 
demonstrated for the two-tablet dose. 

INDICATIONS AND USAGE 
VICOPROFEN tablets are indicated for 
the short-term (generally less than 10 
days) management of acute pain. 
VICOPROFEN is not indicated for the 
treatment of such conditions as 
ostearthritis or rheumatoid arthritis. 

RLD name 
vs generic 

RLD name 
vs generic 

/ 

RLD name 
vs generic 

/ RLD name 
vs generic 

both of which circulate in the plasma at 
1 low levels relative to the parent. 

Elimination: Hydrocodone and it 
metabolites are eliminated primarily in the 
kidneys, with a mean plasma half life of 
4.5 hours. Ibuprofen is excreted in the 
urine, 50% to 60% as metabolites and _, 
approximately 15% as unchanged drug and 
conjugate. The plasma half-life is 2.2 
hours. 
Special Populations: No significant 
pharmacokinetic differences based on age 
or gender have been demonstrated The 
pharmacokinetics of hydrocodone and 
ibuprofen from Hydrocodone bitartrate 
and Ibuprofen tablets have not been 
evaluated in children. 
Renal Impairment: The effect of renal 
insufficiency on the pharmacokinetics of 
the Hydrocodone bitartrate and Ibuprofen 
tablet dosage form has not been 
determined. 

CLINICAL STUDIES 

In single-dose studies of post surgical pain 
(abdominal, gynecological, orthopedic), 
940 patients were studied at doses of one 
or two tablets. Hydrocodone bitartrate and 
Ibuprofen tablet produced greater 
efficiency than placebo and each of its 
individual components given at the same 
dose. No advantage was demonstrated for 
the two-tablet dose. 

t INDICATIONS AND USAGE 

Hydrocodone bitartrate and Ibuprofen 
tablets are indicated for the short-term 
(generally less than 10 days) management 
of acute pain. Hydrocodone bitartrate and 
Ibuprofen tablets are not indicated for the 
treatment of such conditions as 
ostearthritis or rheumatoid arthritis. 

000034 ** 



CONTRAINDICATIONS 

VICOPROFEN should not be 
administered to patients who previously 
have exhibited hypersensitivy to 
hydrocodone or ibuprofen. 
VICOPROFEN should not be given to 
patients who have experienced asthma, 
uticaria, or allergic-type reactions after 
taking aspirin or the NSAIDs. Severe, 
rarely fatal, anaphylactic-like reactions to 
NSAIDs have been reported in such 
patients (see WARNINGS-Anaphylactoid 
Reactions, and PRECAUTIONS-Pre- 
existing Asthma). 
Patients known to be hypersensitive to 
other opioids may exhibit cross-sensitivity 
to hydrocodone. 

WARNINGS 

Abuse and Dependence: Hydrocodone 
can produce drug dependence of the 
morphine type and therefore has the 
potential for beingabused.VbPsychic and 
physical dependence as well as tolerance 
may develop upon repeated administration 
of this drug and it should be prescribed 
and administered with the same degree of 
caution as other narcotic drugs (see DRUG 
ABUSE AND DEPENDENCE). 
Respiratory Depression: At high doses 
or in opioid-sensitive patients, 
hydrocodone may produce dose-related 
respiratory depression by acting directly 
on the brain stem respiratory centers. 
Hydrocodone also affects the center that 
controls respiratory rhythm, and may 
produce irregular and periodic breathing. 
Head Injury and Increased Intracranial 
Pressure: The respiratory depressant 
effects of opioids and their capacity to 
elevate cerebrospinal fluid pressure may 
be markedly exaggerated in the presence 
of head injury, intracranial lesions or a 
pre-existing increase in intracranial * -. . 

CONTRAINDICATIONS 

Hydrocodone bitartrate and Ibuprofen 
tablets should not be administered to 
patients who previously have exhibited 
hypersensitivy to hydrocodone or 
ibuprofen. Hydrocodone bitartrate and 

’ Ibuprofen tablets should not be given to 
patients who have experienced asthma, 
uticaria, or allergic-type reactions after 
taking aspirin or the NSAIDs. Severe, 
rarely fatal, anaphylactic-like reactions to 
NSAIDs have been reported in such 
patients (see WARNINGS- Anaphylactoid 
Reactions, and PRECAUTIONS-Pre- 
existing Asthma). 
Patients known to be hypersensitive to 
other opioids may exhibit cross-sensitivity 
to hydrocodone. 

WARNINGS 
Abuse and Dependence: Hydrocodone 
can produce drug dependence of the 
morphine type and therefore has the 
potential for being abused. Psychic and 
physical dependence as well as tolerance 
may develop upon repeated administration 
of this drug and it should be prescribed 
and administered with the same degree of 
caution as other narcotic drugs (see DRUG 
ABUSE AND DEPENDENCE). 
Respiratory Depression: At high doses 
or in opioid-sensitive patients, 
hydrocodone may produce dose-related 
respiratory depression by acting directly 

~ on the brain stem respiratory centers. 
Hydrocodone also affects the center that 
controls respiratory rhythm, and may 
produce irregular and periodic breathing. 
Head Injury and Increased Intracranial 
Pressure: The respiratory depressant 
effects of opioids and their capacity to 
elevate cerebrospinal fluid pressure may 
be markedly exaggerated in the presence 
of head injury, intracranial lesions or a 
me-existing increase in intracranial 

000035 Y. 



verse reactions whit verse reactions whit 

injuries. 
Acute Abdominal Conditions: The 
administration of opioids may obscure the 
diagnosis or clinical course of patents with 
acute abdominal conditions. 
Gastrointestinal (GI) effects-Risk of GI 
Ulceration, Bleeding and Perforation: 
Serious gastrointestinal toxicity, such as 
inflammation, bleeding, ulceration, and 
perforation of the stomach, small intestine 
or large intestine, can occur at any time, 
with or without warning symptoms, in 
patients treated with nonsteroidal anti- 
inflammatory drugs (NSAIB). Minor 
upper GI problems, such as dypsepsia, are 
common and may also occur at any time 
during NSAID therapy. Therfore, 
physicians and patients should remain alert 
for ulceration and bleeding even in the 
absence of previous GI tract symptoms. 
Patients should be informed about the 
signs and/or sympjoms of,zerious GI 
toxicity and what steps to take if they 
occur. The utility of periodic laboratory 
monitoring has not been demonstrated, nor 
has it been adequately assessed. Only one 
in five patients, who develop a serious 
upper GI adverse event of NSAD therapy, 
is symptomatic. Even short term therapy 
is not without risk. 
NSAIDs should be prescribed with 
extreme caution in those with a prior 
history of ulcer disease or gastrointestinal 
bleeding. Most spontaneous reports of 
fatal GI events are in elderly or debilitated 
patients and therefore special care should 
be taken in treating this population. To 
minimize the potential risk for an adverse 
GI event, the lowest elective dose should 
be used for the shortest possible duration. 
For high risk patients, alternate therapies 
that do not involve NSIADs been 

Acute Abdominal Conditions: The 
administration of opioids may obscure the 
diagnosis or clinical course of patents with 
acute abdominal conditions. 
Gastrointestinal (GI) effects-Risk of GI ^ 
Ulceration, Bleeding and Perforation: 
Serious gastrointestinal toxicity, such as 
inflammation, bleeding, ulceration, and 
perforation of the stomach, small intestine 
or large intestine, can occur at any time, 
with or without warning symptoms, in 
patients treated with nonsteroidal anti- 
inflammatory drugs (NSAIDs). Minor 
upper GI problems, such as dypsepsia, are 
common and may also occur at any time 
during NSAID therapy. Therfore, 
physicians and patients should remain alert 
for ulceration and bleeding even in the 
absence of previous GI tract symptoms. 
Patients should he informed about the 
signs and/or symptoms of serious GI 
toxicity and what steps to take if they - 
occur. The utility of periodic laboratory 
monitoring has not been demonstrated, nor 
has it been adequately assessed. Only one 
in five patients, who develop a serious 
upper GI adverse event of NSAID therapy, 
is symptomatic. Even short term therapy 
is not without risk. 
NSAIDs should be prescribed with 
extreme caution in those with a prior 
history of ulcer disease or gastrointestinal 
bleeding. Most spontaneous reports of 
fatal GI events are in elderly or debilitated 
patients and therefore special care should 
be taken in treating this population. To 
minimize the potential risk for an adverse 
GI event, the lowest efkctive dose should 
be used for the shortest possible duration. 
For high risk patients, alternate therapies 
that do not involve NSIADs been 



NSAIDs, have a greater than lo-fold risk 
for developing a GI bleed than patients 
with neither of these risk factors. In 
addition to a past history of ulcer disease, 
pharmaco-epidemiological studies have 
identified several other co-therapies or co- 
morbid conditions that may increase the 
risk for GI bleeding such as: treatment 
with oral corticosteroids, treatment with 
anticoagulants, longer duration of NSAID 
therapy, smoking, alcoholism, older age, 
and poor general health status. 
Anaphylactoid Reactions: 
Anaphylactoid reactions may occur in 
patients without known prior exposure to 
VICOPROFEN. VICOPROFEN should 
not be given to patients with the aspirin 
triad. The triad typically occurs in 
asthmatic patients who experience rhinitis 
with or without nasal polyps, or who 
exhibit severe, potentially fatal 
bronchospasm after taking~spirin or other 
NSAIDs. Fatal reactions to NSAIDs have 
been reported in such patients (see 
CONTRAINDICATIONS and 
PRECAUTIONS-Pre-existing Asthma). 
Emergency help should be sought when 
anaphylactoid reaction occurs. 

NSAIDs, have a greater than lo-fold risk 
for developing a GI bleed than patients 
with neither of these risk factors. In 
addition to a past history of ulcer disease, 
pharmaco-epidemiological studies have _ 
identified several other co-therapies or co- 
morbid conditions that may increase the 
risk for GI bleeding such as: treatment 
with oral corticosteroids, treatment with 
anticoagulants, longer duration of NSAID 
therapy, smoking, alcoholism, older age, 
and poor genera1 health status. 
Anaphylactoid Reactions: 
Anaphylactoid reactions may occur in 
patients without known prior exposure to 
Hydrocodone bitartrate and Ibuprofen 
tablets. Hydrocodone bitartrate and 
Ibuprofen tablets should not be given to 
patients with the aspirin triad. The triad 
typically occurs in asthmatic patients who 
experience rhinitis with or without nasal 
polyps, or who exhibit severe, potentially 
fatal bronchospasm after taking aspirin or * 
other NSAIDs. Fatal reactions to NSAIDs 
have been reported in such patients (see 
CONTRAINDICATIONS and 
PRECAUTIONS-Pre-existing Asthma). 
Emergency help should be sought when 
anaphylactoid reaction occurs. 

Advanced Renal Disease: In cases with 
advanced kidney disease, treatment with 
VICOPROFEN is not recommended. If 
NSAID therapy, however, must be 
initiated, close monitoring of the patients 
kidney function is advisable (see 
PRECAUTIONS-Renal Effects). 
Pregnancy: As with other NSAID- 
containing products, VICOPROFEN 
should be avoided in late pregnancy 
because it may cause premature closure of 
the ductus arteriosus. 

Advanced Renal Disease: In cases with 
advanced kidney disease, treatment with 
Hydrocodone bitartrate and Ibuprofen 
tablets are not recommended. If NSAID 
therapy, however, must be initiated, close 
monitoring of the patients kidney function 
is advisable (see PRECAUTIONS-Renal 

containing products, Hydrocodone 
bitartrate and Ibuprofen tablets should be 
avoided in late pregnancy because it may 
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PRECAUTIONS 

General Precautions 
Special Risk Patients: As with any opioid 
analgesic agent, VICOPROFEN tablets 
should be used with caution in elderly or 
debilitated 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. 

Cough Reflex: Hydrocodone suppresses 
the cough reflex; as with opioids, caution 
should be exercised when VICOPROFEN 
is used postoperatively and in patients with 
pulmonary disease. 
Effect on Diagnostic Signs: The 
gntipyretic and anti-inflammatory activity 
>f ibuprofen may reduce fever and 
inflammation, thus diminishing their utility 
3s diagnostic signs in detecting 
complications of presumednoninfectious, 
loninflammatory painful conditions. 
Hepatic Effects: As with other NSAIDs, 
ibuprofen has been reported to cause 
borderline elevations of one of more liver 
enzymes, this may occur in up to 15% of 
3atients. These abnorrnaIities may 
3rogress, may remain essentially 
.mchanged, or may be transient with 
zontinued therapy. Notable (3 times the 
upper limit of normal) elevations of SGPT 
[ALT) or SGOT (AST) occurred in 
:ontrolled clinical trials in less than 1% of 
Jatients. A patient with symptoms and/or 
signs suggesting liver dysfunctions, or in 
whom an abnormal liver test has occurred, 
should be evaluated for evidence of the 
jevelopment of more severe hepatic 
weactions while on therapy with 
VICOPROFEN. Severe hepatic reactions, 
including jaundice and cases of fatal 
lexlatitis. have been remrted with 

RLD vs 
generic 
name 

RLD vs 
generic 
name 

RLD vs 
generic 
name 

arteriosus. 

/ PRECAUTIONS 

General Precautions 
Speciar Risk Patients: As with any opioid 
analgesic agent, Hydrocodone bitartrate 
and Ibuprofen tablets should be used with 
caution in elderly or debilitated patients, 

- and those with severe impairment of 
hepatic or renal diction, 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. 
Cough Reflex: Hydrocodone suppresses 
the cough reflex; as with opioids, caution 
should be exercised when VICOPROFEN 
is used postoperatively and in patients with 
pulmonary disease. 
Effect on Diagnostic Signs: The 
antipyretic and anti-inflammatory activity 
of ibuprofen may reduce fever and 
inflammation, thus diminishing their utility 
as diagnostic signs in detecting 
complications of presumed noninfectious, - 
noninflammatory painful conditions. 
Hepatic Effects: As with other NSAIDs, 
ibuprofen has been reported to cause 
borderline elevations of one of more liver 
enzymes, this may occur in up to 15?4 of 
patients. These abnormalities may 
progress, may remain essentially 
unchanged, or may be transient with 
continued therapy. Notable (3 times the 
upper limit of normal) elevations of SGPT 
(ALT) or SGOT (AST) occurred in 
controlled clinical trials in less than 1% of 
patients. A patient with symptoms and/or 
signs suggesting liver dysfunctions, or in 
whom an abnormal liver test has occurred, 
should be evaluated for evidence of the 
development of more severe hepatic 
reactions while on therapy with 
Hydrocodone bitartrate and Ibuprofen 
tablets. Severe hepatic reactions, * , t-0. * 

000038 *I 



hepatitis, have been reported with 
ibuprofen as with other NSAIDs. 

clinical signs and symptoms consistent 
with lever disease develop, or if systemic 
manifestations occur (e.g. eosinophilia, 
rash, etc.), VICOPROFEN should be 
discontinued. 

Although such reactions are rare, if 
abnormal liver tests persist or worsen, if 
clinical signs and symptoms consistent 
with lever disease develop, or if systemic 
manifestations occur (e.g. eosinophilia, 
rash, etc.), Hydrocodone bitartrate and 
Ibuprofen tablets should be discontinued. 

Renal Effects: Caution should be used 
when initiating treatment with 
VICOPROFEN in patients with 
considerable dehydration- It is advisable 
to rehydrate patients first and then start 
therapy with VICPOROFEN. Caution is 
also recommended in patients with pre- 
existing kidney disease (see WARNINGS- 
Advanced Renal Disease). 
As with other MAIDS, long-term 
administration of ibuprofen has resulted in 
renal papillary necrosis and other renal 
pathologic changes. Renal toxicity has 
also been seen in patients in which renal 
prostaglandins hav_e a compensatory role 
in the maintenance of renal perfusion. In 
these patients, administration of a 
nonsteroidal anti-inflammatory drug may 
cause a dose-dependent reduction in 
prostaglandin formation and, secondarily, 
in renal blood flow, which may precipitate 
overt renal decompensation. Patients at 
greatest risk of this reaction are those with 
impaired renal function, heart failure, liver 
dysfunction, those taking diuretics and 
ACE inhibitors, and the elderly. 
Discontinuation of nonsteroidal anti- 
inflammatory drug therapy is usually 
followed by recovery to the pretreatment 
state. 
Ibuprofen metabolites are eliminated 
primarily by the kidneys. The extent to 
which the metabolites may accumulate in 

Renal Effects: Caution should be used 
when initiating treatment with 
Hydrocodone bitartrate and Ibuprofen 
tablets in patients with considerable 
dehydration. It is advisable to rehydrate 
patients first and then start therapy with 
Hydrocodone bitartrate and Ibuprofen 
tablets. Caution is also recommended in 

administration of ibuprofen has resulted in 
renal papillary necrosis and other renal 
pathologic changes. Renal toxicity has 

- also been seen in patients in which renal 
prostaglandins have a compensatory role 
in the maintenance of renal perfusion. In 
these patients, administration of a 
nonsteroidal anti-inflammatory drug may 
cause a dose-dependent reduction in 
prostaglandin formation and, secondarily, 
in renal blood flow, which may precipitate 
overt renal decompensation. Patients at 
greatest risk of this reaction are those with 
impaired renal function, heart failure, liver 
dysfunction, those taking diuretics and 
ACE inhibitors, and the elderly. 
Discontinuation of nonsteroidal anti- 
inflammatory drug therapy is usually 
followed by recovery to the pretreatment 

etabolites are eliminated 



oiogical Effects: Ibuprofen, like 

aggregation but the effect is quantitatively 
less and of shorter duration than that seen 
with aspirin. Ibuprofen has been shown to 
prolong bleeding time in normal subjects. 
Because this prolonged bleeding effect 
may be exaggerated in patients with 
underlying hemostatic defects, 
VICOPROFEN should be used with 
caution in persons with intrinsic 
coagulation defects and those on 
anticoagulant therapy. 
Anemia is sometimes seen in patients 
receiving NSAIDs, including ibuprofen. 
This may be due to fluid retention, GI loss, 
or an incompletely described effect upon 
erythropoiesis. 

impaired renal function 

Hematological Effects: Ibuprofen, like 
other NSAIDs, can inhibit platelet 
aggregation but the effect is quantitatively 
less and of shorter duration than that seen 
with aspirin. Ibuprofen has been shown to. 
prolong bleeding time in normal subjects. 
Because this prolonged bleeding effect 
may be exaggerated in patients with 
underlying hemostatic defects, 
Hydrocodone bitartrate and Ibuprofen 
tablets should be used with caution in 
persons with intrinsic coagulation defects 
and those on anticoagulant therapy. 
Anemia is sometimes seen in patients 
receiving NSAIDs, including ibuprofen. 
This may be due to fluid retention, GI loss, 
or an incompletely described effect upon 

Fluid Retention and Edema: Fluid 
retention and edema have been reported in 
association with ibuprofen, therefore, the 
drug should be used with caution in 
patients with a hisjory of czrdiac 
decompensation, hypertension or heart 
failure. 
Pre-existing Asthma: Patients with 
asthma may have aspirin-sensitive asthma. 
The use of aspirin in patients with aspirin- 
sensitive asthma has been associated with 
severe bronchospasm, which may be fatal. 
Since cross-reactivity between aspirin and 
other NSAIDs have been reported in such 
aspirin-sensitive patients, VICOPROFEN 

Fluid Retention and Edema: Fluid 

Pre-existing Asthma: Patients with 
asthma may have aspirin-sensitive asthma. 
The use of aspirin in patients with aspirin- 
sensitive asthma has been associated with 
severe bronchospasm, which may be fatal. 
Since cross-reactivity between aspirin and 
other NSAIDs have been reported in such 
aspirin-sensitive patients, Hydrocodone 
bitartrate and Ibuprofen tablets should not 
be administered to patients with this form 

existing asthma. 
Aseptic Meningitis: Aseptic meningitis 
with fever and coma have been observed 
r>n rare occasions in patients on ibuprofen 
therapy. Although it is probably more 

of aspirin sensitivity and should be used 
with caution in patients with pre-existing 

Aseptic Meningitis: Aseptic meningitis 
with fever and coma have been observed 
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onic disease. If signs or tissue diseases, it has been 

patient on VICOPROFEN, the possibility 
of its being related to ibuprofen should be 
considered. 

underlying chronic disease. If signs or 
symptoms of meningitis develop in a 

Information for Patients 
VICOPROFEN, like other opioid- 
containing analgesics, may impair mental 
and/or physical abilities required for the 
performance of potentially hazardous tasks 
such as driving a car or operating 
machinery; patients should be cautioned 
accordingly. 
Alcohol and other CNS depressants may 
produce an additive CNS depression, when 
taken with this combination product, and 
should be avoided. 
VICOPROFEN may by habit-forming. 
Patients should take the drug only for as 
long as it is prescribed, in the amounts 
prescribed, and no more frequently than 
prescribed. 
VICPROFEN, like other d?gs containing 
ibuprofen, is not free of side effects. The 
side effects of these drugs can cause 
discomfort and, rarely, there are more 
serious side effects, such as 
gastrointestinal bleeding, which may result 
in hospitalization and even fatal outcomes. 
Patients should be instructed to report any 
signs and symptoms of gastrointestinal 
bleeding, blurred vision or other eye 
symptoms, skin rash, weight-gain, or 
edema. 

Information for Patients 
Hydrocodone bitartrate and Ibuprofen 
tablets, like other opioid-containing 
analgesics, may impair mental and/or 
physical abilities required for the 
performance of potentially hazardous tasks 
such as driving a car or operating 
machinery; patients should be cautioned 

Alcohol and other CNS depressants may 
produce an additive CNS depression, whet 
taken with this combination product, and 
should be avoided. Hydrocodone 
bitartrate and Ibuprofen tablets may by 
habit-forming. Patients should take the 
drug only for as long as it is prescribed, in 
the amounts prescribed, and no more 
frequently than prescribed. Hydrocodone 
bitartrate and Ibuprofen tablets, like other 
drugs containing ibuprofen, is not free of 
side effects. The side effects of these 
drugs can cause discomfort and, rarely, 
there are more serious side effects, such as 
gastrointestinal bleeding, which may resuli 
in hospitalization and even fatal outcomes. 

Laboratory tests 
A decrease in hemoglobin may occur 
during VICOPROFENB (hydrocodone 
bitartrate 7.5 mg and ibuprofen 200 mg) 
therapy, and elevations of liver enzymes 
may been seen in a small percentage of 
patients during VICOPROFEN 8 therapy 

A decrease in hemoglobin may occur 
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Effects). 
In patients with severe hepatic or renal 
disease, effects of therapy should be 
monitored with liver and/or renal function 
tests. 
Drug Interactions 
ACE-inhibitors: Reports suggest that 
NSAIDs may diminish the 
antihypertensive effect of ACE-inhibitors. 
This interaction should be given 
consideration in patients taking 

monitored with liver and/or renal function 

Drug Interactions 
ACE-inhibitors: Reports suggest that 
NSAIDs may diminish the 
antihypertensive effect of ACE-inhibitors. 
This interaction should be given 

inhibitors. 
Anticholingerics: The concurrent use of 
anticholinergics with hydrocodone 
preparations may produce paralytic ileus. 
Antidepressants: the use of MAO 
inhibitors of tricyclic antidepressants with 
VICOPROFEN and aspirin is not 
generally recommended because of the 
potential of increased adverse effects. 

consideration in patients taking 
Hydrocodone bitartrate and Ibuprofen 
tablets concomitantly with ACE- 

Anticholingerics: The concurrent use of 
anticholinergics with hydrocodone 
preparations may produce paralytic ileus. 
Antidepressants: the use of MAO 
inhibitors of tricyclic antidepressants with 
Hydrocodone bitartrate and Ibuprofen 
tablets and aspirin is not generally 
recommended because of the potential of 
increased adverse effects. 

CNS Depressants: Patients receiving 
other opioids, antihistamines, 
antipsychotics, antianxiety agents, or other 
CNS depressants (including alcohol) 
concomitantly with VICOPROFEN may 

CNS Depressants: Patients receiving 
other opioids, antihistamines, 
antipsychotics, antianxiety agents, or other 
CNS depressants (including alcohol) 
concomitantly with Hydrocodone bitartrate 
and Ibuprofen tablets may exhibit an 

combined therapy is contemplated, the 
dose of one or both agents should be 
reduced. 

additive CNS depression. When combined 
therapy is contemplated, the dose of one or 
both agents should be reduced. 
Furosemide: Ibuprofen has been shown 

Furosemide: Ibuprofen has been shown 
to reduce the natriuretic effect of 
furosemide and thiazides in some patients. 
This response has been attributed to 
inhibition of renal prostagloandin 
synthesis. During concomitant therapy 

to reduce the natriuretic effect of 
furosemide and thiazides in some patients- 
This response has been attributed to 
inhi bition of renal prostag~oandin 
synthesis. During concomitant therapy 
with Hydrocodone bitartrate and Ibuprofen 
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Ibuprofen tablets, administered to rats at 
166 mgkg (10.0 and 1.66 times the 

and 1.66 times the maximum clinical dose 
based on body weight and surface area, 
respectively), a maternally toxic dose, did 
not result in any reproductive toxicity. 
There are no adequate and well-controlled 
studies in pregnant women. 
VICOPROFEN should be used during 
pregnancy only if the potential benefit 
justifies the potential risk to the fetus. 

maximum clinical dose based on body 
weight and sutiace area, respectively), a 
maternally toxic dose, did not result in any 
reproductive toxicity. There are no 
adequate and well-controlled studies in 
pregnant women. Hydrocodone bitartrate - 
and Ibuprofen tablets should be used 
during pregnancy only if the potential 
benefit justifies the potential risk to the 

Nonteratogenic effects: Because of the 
known effects of nonsteriodal anti- 

Nonteratogenic effects: Because of the 
known effects of nonsteriodal anti- 
inflammatory drugs on the fetal 
cardiovascular system (closure of the 
ductus arteriosus), use during pregnancy 
(particularly late pregnancy) should be 
avoided. Babies born to mothers who 
have been taking opioids regularly prior to 
delivery will be physically dependent. The 
withdrawal signs include irritability and 
excessive crying, tremors,‘Xyperactive 
reflexes, increased respiratory rate, 
increased stools, sneezing, yawning, 
vomiting and fever. The intensity of the 
syndrome does not always correlate with 
duration of maternal opioid use oral dose. 
There is no consensus on the best method 
of managing withdrawal. 
Labor and delivery 
As with other drugs known to inhibit 
prostaglandin synthesis, an increased 
incidence of dystocia and delayed 
parturition occurred in rats. 
Administration of VICOPROFEN is not 
recommended during labor and delivery. 

inflammatory drugs on the fetal 
cardiovascular system (closure of the 
ductus arteriosus), use during pregnancy 
(particularly late pregnancy) should be 
avoided. Babies born to mothers who 
have been taking opioids regularly prior to 
delivery will be physically dependent. The 
withdrawal signs include irritability and 
excessive crying, tremors, hyperactive 
reflexes, increased respiratory rate, 
increased stools, sneezing, yawning, - 
vomiting and fever. The intensity of the 
syndrome does not always correlate with 
duration of maternal opioid use oral dose. 
There is no consensus on the best method 
of managing withdrawal. 
Labor and delivery 
As with other drugs known to inhibit 
prostaglandin synthesis, an increased 
incidence of dystocia and delayed 
parturition occurred in rats. 
Administration of Hydrocodone bitartrate 
and Ibuprofen tablets is not recommended 
during labor and delivery. 

Nursing Mothers 
Is it not known whether hydrocododne is 
excreted in human milk. In limited 

Nursing Mothers 
Is it not known whether hydrocododne is 
excreted in human milk. In limited 

-* 



studies, and the possible adverse effects of 
prostaglandin inhibiting drugs on neonates, 
Hydrocodone bitartrate and Ibuprofen 

use in nursing mothers. tablets is not recommended for use in 

Pediatric use 
The safety and effectiveness of The safety and effectiveness of 

Hydrocodone bitartrate and Ibuprofen 
the age of 16 have not been established. tablets in pediatric patients below the age 

of 16 have not been established. 
Geriatric use 
In controlled clinical trials there was no 
difference in tolerability between patients 
< 65 years of age and those 2 65, apart 
from an increased tendency of the elderly 
to develop constipation. However, because 
the elderly may be more sensitive to the 
renal and gastrointestina1 effects of 
nonsteriodal anti-inflammatory agents as 
well as possible increase risk of respiratory 
depression with opioids, extra caution and 
reduced dosages should be used when 
treating the elderly with VICOPROFEN. .*.A. 

In controlled clinkal triak there was no 
difference in tolerability between patients 
< 65 years of age and those 2.65, apart 
from an increased tendency of the elderly 
to develop constipation. However, because 
the elderly may be more sensitive to the 
renal and gastrointestina1 effects of 
nonsteriodal anti-inflammatory agents as 
well as possible increase risk of respiratory 
depression with opioids, extra caution and 
reduced dosages should be used when 
treating the elderly with Hydrocodone 
bitartrate and Ibuprofen tablets. 

ADVERSE REACTIONS 
VICOPROFEN was administered to 
approximately 300 pain patients in a safety 
study that employed dosages and a 
duration of treatment sufficient to 
encompass the recommended usage (see 
DOSAGE AND ADMINISTRATION). 
Adverse event rates generally increased 
with increasing daily dose. The event 
rates reported below are from 
approximately 150 patients who were in a 
group that received one tablet of 

ADVERSE REACTIONS 
Hydrocodone bitartrate and Ibuprofen 
tablets were administered to approximately 
300 pain patients in a safety study that 
employed dosages and a duration of 
treatment sufficient to encompass the 
recommended usage (see DOSAGE AND 
ADMINISTRATION). Adverse event 
rates generally increased with increasing 
daily dose. The event rates reported below 
are from approximately 150 patients who 
were in a group that received one tablet of 
Hydrocodone bitartrate and Ibuprofen 

times daily. The overall incidence rates of 
adverse experiences in the trials were l 
fairly similar for this patient group and 
those who received the comparison 
treatment, acetarninophen with 600 mg 

tablets an average of three to four times 
daily. The overall incidence rates of 
adverse experiences in the trials were 
fairly similar for this patient group and 
those who received the comparison 

cetaminophen with 600 mg 
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the events to the drug. To distinguish 
different rates of occurrence in clinical 
studies, the adverse events are listed as 
follows: 
name of adverse event = less than 3% 
adverse events marked with an asterisk* = 
3% to 9% 
adverse event rates over 9% are in 
parentheses. 

studies, the adverse events are listed as 

name of adverse event = less than 3% 
adverse events marked with an asterisk = 

adverse event rates over 9% are in 

Body as a whole: Abdominal pain*, 
Asthenia*; Fever; Flu syndrome; 
Headache (27%), Infection*, Pain. 
Cardiovascular: Palpitations; 
Vasodilation. 
Central Nervous System: Anxiety*; 
Confusion; Dizziness ( 14%); Hypertonia; 
Insomnia*; Nervousness *; Paresthesia; 
Somnolence (22%); Thinking 
abnormalities. v* 

Digestive: Anorexia, Constipation (22%); 
Diarrhea*; Dry Mouth, Dyspepsia (12%); 
Flatulence, Gastritis; Melena; Mouth 
ulcers; Nausea (12%), Thirst; Vomiting*. 
Metabolic and Nutritional Disorders: 
Edema*. 
Respiratory: Dyspnea; Hiccups; 
Pharyngitis; Rhinitis. 
Skin and Appendages: Pruritus*; 
Sweating*. 
Special Senses: Tin&us. 
Urogenital: Urinary frequency. 
Incidence less than 1% 
Body as a Whole: Allergic reaction. 
Cardiovascular. Arrhythmia; 
Hypotension; Tachycardia. 

Body as a whole: Abdominal pain*, 
Asthenia*; Fever; Flu syndrome; 
Headache (27%), Infection*, Pain. 
Cardiovascular: Palpitations; 

Central Nervous System: Anxiety*; 
Confusion; Dizziness ( 14%); Hypertonia; 
Insomnia*; Nervousness*; Paresthesia; 
Somnolence (22%); Thinking 

Digestive: Anorexia, Constipation (22%); 
Diarrhea*; Dry Mouth, Dyspepsia (12%); 
Flatulence, Gastritis; Melena; Mouth 
ulcers; Nausea (12%), Thirst, Vomiting*. 
Metabolic and Nutritional Disorders: 

Respimtory: Dyspnea; Hiccups; 
Pharyngitis; Rhinitis. 
Skin and Appendages: Pruritus*; 

Body as a Whole: Allergic reaction. 
Cardiovascular. Arrhythmia; 
Hypotension; Tachycardia. 
Central Nervous System: Agitation; 
Abnormal dreams; Decreased libido; 
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decrease. 
Musculos keletal: Arthralgia; Myalgia. 
Respiratory: Asthma; Bronchitis, 
Hoarseness; Increased cough; Pulmonary 
congestion; Pneumonia; Shallow 
breathing; Sinusitis. 
Skin and Appendages: Rash; Urticaria. 
Special Senses: Altered vision; Bad taste; 
Dry eyes. 
Urogenital: Cystitis, Glyosuria; 
Impotence, Urinary incontinence; Urinary 
retention. 
DRUG ABUSE AND DEPENDENCE 
ControIled Substance: VICOPROFEN 
Tablets are a Schedule III controlled 
substance. 
Abuse: Psychic dependence, physical 
dependence, and tolerance may develop 
upon repeated administration of opioids; 
therefore, VICOPROFEN’Tablets should 
be prescribed and administered with the 
same degree of caution appropriate to use 
of other narcotic medications. 
Dependence: Physical dependence, the 
condition in which continued 
administration of the drug is required to 
prevent the appearance of a withdrawal 
syndrome, assumes clinically significant 
proportions only after several weeks of 
continued opioid use, although a mild 
degree of physical dependence may 
develop after a few days of opioid therapy. 
Tolerance, in which increasingly large 
doses are required in order to produce the 
same degree of analgesia, is manifested 
initially be a shortened duration of 
analgesic effect, and subsequently by 
decreases in the intensity of analgesia. 

Musculoskeletal: Arthralgia; Myalgia. 
Respiratory: Asthma; Bronchitis, 
Hoarseness; Increased cough; Pulmonary _ 
congestion; Pneumonia; Shallow 
breathing; Sinusitis. 
Skin and Appendages: Rash; Urticaria. 
Special Senses: Altered vision; Bad taste; 

DRUG ABUSE AND DEPENDENCE 
Controlled Substance: Hydrocodone 
bitartrate and Ibuprofen tablets are a 
Schedule III controlled substance. 
Abuse: Psychic dependence, physical 
dependence, and tolerance may develop 
upon repeated administration of opioids; 
therefore, Hydrocodone bitartrate and 

Dependence: Physical dependence, the 
condition in which continued 
administration of the drug is required to 
prevent the appearance of a withdrawal 
syndrome, assumes clinically significant 
proportions only after several weeks of 
continued opioid use, although a mild 
degree of physical dependence may 
develop after a few days of opioid therapy. 
Tolerance, in which increasingly large 
doses are required in order to produce the 
same degree of analgesia, is manifested 
initially be a shortened duration of 
analgesic effect, and subsequently by 
decreases in the intensity of analgesia. 
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short time of the treatment of acute pain. 
treatment of acute pain. 

OVERDOSAGE 
Following an acute overdosage, toxicity 
may result for hydrocodone and/or 
ibuprofen. 
Signs and Symptoms: 
Hydrocodone component: Serious 
overdose with hydrocodone is 

OVERDOSAGE 

characterized by respiratory depression (a 
decrease in respiratory rate and/or tidal 
volume, Cheyne-Stokes respiration, 
cyanis) extreme somnolence progressing 
to stupor or coma, skeletal muscle 
flaccidity, cold and clammy skin, and 
sometimes bradycardia and hypotension. 
In severe overdosage, apnea, circulatory 
collapse, cardiac arrest and death may 
occur. 

decrease in respiratory rate an&or tidal 
volume, Cheyne-Stokes respiration, 
cyanis) extreme somnolence progressing 
to stupor or coma, skeletal muscle 
flaccidity, cold and clammy skin, and 
sometimes bradycardia and hypotension. 
In severe overdosage, apnea, circulatory 
collapse, cardiac arrest and death may 

Ibuprofen component: SFmptoms include 
gastrointestinal irritation with erosion and 
hemorrhage or perforation, kidney 
damage, liver damage, heart damage, 
hemolytic anemia, agranulocytosis, 
thrombocytopenia, aplastic anemia, and 
meningitis. Other symptoms may include 
headache, dizziness, tinnitus, confusion, 
blurred vision, mental disturbances, skin 
rash, stomatitis, edema, reduced retinal 
sensitivity, comeal deposits, and 
hyperkalemia. 
Treatment: 
Primary attention should be given to the 
re-establishment of adequate respiratory 
exchange through provision of a patent 
airway and the institution of assited or 
controlled ventilation. Naloxone, a 

Ibuprofen component: Symptoms include’- 
gastrointestinal irritation with erosion and 
hemorrhage or perforation, kidney 
damage, liver damage, heart damage, 
hemolytic anemia, agranulocytosis, 
thrombocytopenia, aplastic anemia, and 
meningitis. Other symptoms may include 

Primary attention should be given to the 
re-establishment of adequate respiratory 
exchange through provision of a patent 
airway and the institution of assited or 
controlled ventilation. Naloxone, a 
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hydrochloride should be administered 
intravenously with simultaneous efforts at 
respiratory resuscitation. Since the 
duration of action of hydrocodone may 

exceed that of the naloxone, the patient 
should be kept under continuous 
surveillance and repeated doses of the 
antagonist should be administered as 
needed to main adequate respiration. 
Supportive measures should be employed 
as indicated. Gastric emptying may be 
useful in removing unabsorbed drug. In 
cases where consciousness is impaired it 
may be inadvisable to perform gastric 
lavage. If gastric lavage is performed, 
little drug will likely be recovered if more 
than an hour has elapsed since ingestion. 
Ibuprofen is acidic and is excreted in the 
urine; therefore, it may be beneficial to 
administer alkali and induce diuresis. In 
addition to supportive measure the use of 
oral activated charcoal may help to reduce 
the absorption and reabsorption of 
ibuprofen. Dialysis is not likely to be 
effective for removal of ibuprofen it is 
very highly bound to plasma proteins. 

exceed that of the naloxone, the patient 
should be kept under continuous 
surveillance and repeated doses of the 
antagonist should be administered as 
needed to main adequate respiration. 
Supportive measures should be employed 
as indicated. Gastric emptying may be 
useful in removing unabsorbed drug. In 
cases where consciousness is impaired it 
may be inadvisable to perform gastric 
lavage. If gastric lavage is performed, 
little drug will likely be recovered if more 
than an hour has elapsed since ingestion. 
Ibuprofen is acidic and is excreted in the 
urine; therefore, it may be beneficial to 
administer alkali and induce diuresis. In 
addition to supportive measure the use of 
oral activated charcoal may help to reduce 
the absorption and reabsorption of 
ibuprofen. Dialysis is not likely to be - 
effective for removal of ibuprofen it is 
very highly bound to plasma proteins. 

DOSAGE AND ADMINISTRATION 
For the short-term (generally less than 10 
days) management of acute pain, the 
recommended dose of VICOPROFEN is 
one tablet every 4 to 6 hours, as necessary. 
Dosage should not exceed 5 tablets in a 
24-hours period. It should be kept in mind 
that tolerance to hydrocodone can develop 
with continued use and that the incidence 
of untoward effects is dose related 
The lowest effective dose of the longest 
dosing interval should be sought for each 
patient, especially in the elderly. After 
observing the initial response to therapy 

DOSAGE AND ADMINISTRATION 
For the short-term (generally less than 10 
days) management of acute pain, the 
recommended dose of Hydrocodone 
bitartrate and Ibuprofen tablets is one 
tablet every 4 to 6 hours, as necessary. 
Dosage should not exceed 5 tablets in a 
24-hours period. It should be kept in mind 
that tolerance to hydrocodone can develop 
with continued use and that the incidence 
of untoward effects is dose related. 
The lowest effective dose of the longest 
dosing interval should be sought for each 
patient, especially in the elderly. After 
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suit the individual patient’s need, without 
exceeding the total daily dose 
recommended. 

HOW SUPPLIED 

VICOPROFENB Tablets are available as: 
White film-coated round convex tablets, 
engraved with “VP” over the Knoll 
triangle on one side and plain on the other 
side. 
Bottles of 100 - NDC #0044-0723-02 
Bottles of 500 - NDC #0044-0723-03 
Hospital Unit Dosage Package- 100 tablets 
(4x25 tablets)-NDC #0044-0723-4 1 

Storage: Store at 25°C (77°F); excursions 
permitted to 15” to 30°C (59*-86°F). [See 
USP Controlled Room Temperature]. 
Dispense in a tight, light-resistant 
container. 
A Schedule Narcotic. 
02000 Knoll Pharmaceutical Company 
VICOPROF’EN is a registered trademark 
of Knoll Pharmaceutical Company. 
All rights reserved. 
Revised: July 2000 
Knoll Laboratories 
A Division of 
Knoll Pharmaceutical Company 
Mount Olive, New Jersey 07828-1234 
Knoll@ 
BASF Pharma 
0900000 l-4 

RLD vs 
generic 
name 

‘RLDvs 
generic 
name 

RLD vs 
generic 
Manufac- 
turer 

tablets, the dose and frequency of dosing 
should be adjusted to suit the individual 
patient’s need, without exceeding the total 
daily dose recommended. 

HOW SUPPLIED 

Hydrocodone bitartrate and Ibuprofen 
tablets are available as: 
Hydrocodone bitartrate USP, Ibuprofen 
USP 7.5 mg/200 mg 

White film-coated round convex tablets, 
engraved with “ ” over on one side 
and plain on the other side. 
Bottles of 100 - NDC #OOOO-000-00 
Hydrocodone bitartrate, Ibuprofen 
5 mg/200 mg 
White film-coated round convex tablets, 
engraved with “-” over on one side 
and plain on the other side. 
Bottles of 100 - NDC #OOOO-000-00 

Storage: Store at 25°C (77°F); excursions 
permitted to 15” to 30°C (59*-86°F). [See 
USP Controlled Room Temperature]. 
Dispense in a tight, light-resistant 
container. 
A Schedule Narcotic. 

Manufactured by Interpharm, hc, 
Hauppauge, NY 11788 
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(see PRECAUTIONS-Renal Effects), as 
well as diuretic efficacy. 

PRECAUTIONS-Renal Effects), as well 
as diuretic efficacy. 
Lithium: Ibuprofen has been shown to 

Lithium: Ibuprofen has been shown to elevate plasma lithium concentration and 
elevate plasma lithium concentration and reduce renal lithium clearance. This effect 
reduce renal lithium clearance. This effect has been attributed to inhibition of renal 
has been attributed to inhibition of renal prostaglandin synthesis by ibuprofen. 
prostaglandin synthesis by ibuprofen. Thus, when Hydrocodone bitartrate and . 
Thus, when VICOPROFEN and lithium RLD vs Ibuprofen tablets and lithium are 
are administered concurrently, patients generic administered concurrently, patients should 
should be observed for signs of lithium name be observed for signs of lithium toxicity. 
toxicity. Methotrexate: Ibuprofen, as well as other 

NSAIDs, has been reported to 
Methotrmate: Ibuprofen, as well as other competitively inhibit methotrexate 
NSAIDs, has been reported to accumulation in rabbit kidney slices. This 
competitively inhibit methotrexate may indicate that ibuprofen could enhance 
accumulation in rabbit kidney slices. This the toxicity of methotrexate. Caution 
may indicate that ibuprofen could enhance should be used when Hydrocodone 
the toxicity of methotrexate. Caution bitartrate and Ibuprofen tablets is 
should be used when VICOPROFEN is RLD vs administered concomitantly with 
administered concomitantly with generic methotrexate. 
methotrexate. Warfarin: The effects of warfarin and 
Warfarin; The effects of warfarin and NSAIDs on GI bleeding are synergistic, 
NSAIDs on GI bleeding are synergistic, such that users of both drugs together have 
such that users ofboth drugs together have a risk of serious GI bleeding higher than 
a risk of serious GI bleed&g higher than users of either drug alone. 
users of either drug alone. 
Carcinogenicity, Mutagenicity, and 
Impairment of Fertility 
The carcinogenic and mutagenic potential 
of VTCOPROFEN has not been 
investigated. The ability of 
VICOPROFEN to impair fertility has not 
been assessed. 

Pregnancy: Pregnancy Category C. 
Teratogenic Effects: VICOPROFEN, 
administered to rabbits at 95 mg/kg (5.72 
and 1.9 times the maximum clinical dose 
based on body weight and surface area, 

Pregnancy: Pregnancy Category C. 
Teratogenic Effects: Hydrocodone 
bitartrate and Ibuprofen tablets, 
administered to rabbits at 95 mgkg (5.72 
and 1.9 times the maximum clinical dose 
based on body weight and surface area, 
respectively), a maternally toxic dose, 
resulted in an increase in the percentage of 
litters and fetuses with any major 
abnormality and an increase in the number 
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nonossified metacarpals (a minor 
abnormality). VICOPROFEN, 
administered to rats at 166 mgkg (I 0.0 
and 1.66 times the maximum clinical dose 
based on body weight and surface area, 
respectively), a maternally toxic dose, did 
not result in any reproductive toxicity. 
There are no adequate and well-controlled 
studies in pregnant women. 
VICOPROFEN should be used during 
pregnancy only if the potential benefit 
justifies the potential risk to the fetus. 

Nonteratogenic effects: Because of the 
known effects of nonsteriodal anti- 
inflammatory drugs on the fetal 
cardiovascular system (closure of the 
ductus arteriosus), use during pregnancy 
(particularly late pregnancy) should be 
avoided. Babies born to mothers who 
have been taking opioids regularly prior to 
delivery will be physically dependent. The 
withdrawal signs include irritability and 
excessive crying, tremors,‘liyperactive 
reflexes, increased respiratory rate, 
increased stools, sneezing, yawning, 
vomiting and fever. The intensity of the 
syndrome does not always correlate with 
duration of maternal opioid use oral dose. 
There is no consensus on the best method 
of managing withdrawal. 
Labor and delivery 
As with other drugs known to inhibit 
prostaglandin synthesis, an increased 
incidence of dystocia and delayed 
parturition occurred in rats. 
Administration of VICOPROFEN is not 
recommended during labor and delivery. 

Nursing Mothers 
Is it not known whether hydrocododne is 
excreted in human milk. In limited 
studies, an assay capable of detecting 1 
mcg/mL did not demonstrate ibuprofen in 
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abnormality). Hydrocodone bitartrate and 
Ibuprofen tablets, administered to rats at 
166 mgkg (10.0 and 1.66 times the 
maximum clinical dose based on body 
weight and surface area, respectively), a 
maternally toxic dose, did not result in any 
reproductive toxicity. There are no 
adequate and well-controlled studies in _ 
pregnant women. Hydrocodone bitartrate 
and Ibuprofen tablets should be used 
during pregnancy only if the potential 
benefit justifies the potential risk to the 
fetus. 
Nonteratogenic effects: Because of the 
known effects of nonsteriodal anti- 
inflammatory drugs on the fetal 
cardiovascular system (closure of the 
ductus arteriosus), use during pregnancy 
(particularly late pregnancy) should be 
avoided. Babies born to mothers who 
have been taking opioids regularly prior to 
delivery will be physically dependent. The 
withdrawal signs include irritability and 
excessive crying, tremors, hyperactive 
reflexes, increased respiratory rate, 
increased stools, sneezing, yawning, - 
vomiting and fever. The intensity of the 
syndrome does not always correlate with 
duration of maternal opioid use oral dose. 
There is no consensus on the best method 
of managing withdrawal. 
Labor and delivery 
As with other drugs known to inhibit 
prostaglandin synthesis, an increased 
incidence of dystocia and delayed 
parturition occurred in rats. 
Administration of Hydrocodone bitartrate 
and Ibuprofen tablets is not recommended 
during labor and delivery. 

Nursing Mothers 
Is it not known whether hydrocododne is 
excreted in human milk. In limited 
studies, an assay capable of detecting 1 
mcg/mL did not demonstrate ibunrofen in 
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studies, and the possible adverse effects of 
prostaglandin inhibiting drugs on neonates, 
Hydrocodone bitartrate and Ibuprofen 

use in nursing mothers. tablets is not recommended for use in 

Pediatric use 
The safety and effectiveness of The safety and effectiveness of 

Hydrocodone bitartrate and Ibuprofen 
the age of 16 have not been established. tablets in pediatric patients below the age 

of 16 have not been established. 
Geriatric use 
In controlled clinical trials there was no 
difference in tolerability between patients 
< 65 years of age and those 2 65, apart 
from an increased tendency of the elderly 
to develop constipation. However, because 
the elderly may be more sensitive to the 
renal and gastrointestinal effects of 
nonsteriodal anti-inflammatory agents as 
well as possible increase risk of respiratory 
depression with opioids, extra caution and 
reduced dosages should be used when 
treating the elderly with VIJZOPROFEN. 

In controlled clinical trials there was no 
difference in tolerability between patients 
< 65 years of age and those 2 65, apart 
from an increased tendency of the elderly 
to develop constipation. However, because 
the elderly may be more sensitive to the 
renal and gastrointestina1 effects of 
nonsteriodal anti-inflammatory agents as 
well as possible increase risk of respiratory 
depression with opioids, extra caution and 
reduced dosages should be used when 
treating the elderly with Hydrocodone 
bitartrate and Ibuprofen tablets. 

ADVERSE REACTIONS 
VICOPROFEN was administered to 
approximately 300 pain patients in a safety 
study that employed dosages and a 
duration of treatment sufficient to 
encompass the recommended usage (see 
DOSAGE AND ADMINISTRATION). 
Adverse event rates generally increased 
with increasing daily dose. The event 
rates reported below are from 
approximately 150 patients who were in a 
group that received one tablet of 

ADVERSE REACTIONS 
Hydrocodone bitartrate and Ibuprofen 
tablets were administered to approximately 
300 pain patients in a safety study that 
employed dosages and a duration of 
treatment sufficient to encompass the 
recommended usage (see DOSAGE AND 
ADMINISTRATION). Adverse event 
rates generally increased with increasing 
daily dose. The event rates reported below 
are from approximately 150 patients who 
were in a group that received one tablet of 
Hydrocodone bitartrate and Ibuprofen 

times daily. The overall incidence rates of 
adverse experiences in the trials were 
fairly similar for this patient group and 
those who received the comparison 

tablets an average of three to four times 
daily. The overall incidence rates of 
adverse experiences in the trials were 
fairly similar for this patient group and 
those who received the comparison 

aminophen with 600 mg 
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greater in clinical trials of Hydrocodone 
bitartrate and Ibuprofen tablets, without 
regard to the causal relationship of the 

studies, the adverse events are listed as 
follows: 
name of adverse event = less than 3% 
adverse events marked with an asterisk* = 
3% to 9% 
adverse event rates over 9% are in 
parentheses. 

events to the drug. To distinguish 
different rates of occurrence in clinical 
studies, the adverse events are listed as 

name of adverse event = less than 3% 
adverse events marked with an asterisk* = 

adverse event rates over 9% are in 

Body as a whole: Abdominal pain*, 
Asthenia*; Fever; Flu syndrome; 
Headache (27%), Infection*, Pain. 
Cardiovascular: Palpitations; 
Vasodilation. 
Central Nervous System: Anxiety*; 
Confusion; Dizziness ( 14%); Hypertonia; 
Insomnia*; Nervousness*; Paresthesia; 
Somnolence (22(X9; Thir$i.ng 
abnormalities. 
Digestive: Anorexia, Constipation (22%); 
Diarrhea*; Dry Mouth, Dyspepsia (12%); 
Flatulence, Gastritis; Melena; Mouth 
ulcers; Nausea ( 12%), Thirst; Vomiting*. 
Metabolic and Nutritional Disorders: 
Edema*. 
Respiratory: Dyspnea; Hiccups; 
Pharyngitis; Rhinitis. 
Skin and Appendages: Pruritus*; 
Sweating*. 
Special Senses: Tin&us. 
Urogenital: Urinary frequency. 
incidence less &an 1% 
Body as a Whole: Allergic reaction. 
Cardiovascular. Arrhythmia; 
Hypotension; Tachycardia. 
Central Nervous System: Agitation; 
Abnormal dreams; Decreased libido; 

Headache (27%), Infection*, Pain. 
Cardiovascular: Palpitations; 

Central Nervous System: Anxiety*; 
Confusion; Dizziness ( 14%); Hypertonia; 
Insomnia*; Nervousness*; Paresthesia; 
Somnolence (22%); Thinking 

Digestive: Anorexia, Constipation (22%); 
Diarrhea*; Dry Mouth, Dyspepsia (12%); 
Flatulence, Gastritis; Melena; Mouth 
ulcers; Nausea (12%), Thirst, Vomiting*. 
Metabolic and Nutritional Disorders: 

Respimtory: Dyspnea; Hiccups; 
Pharyngitis; Rhinitis. 
Skin and Appendages: Pruritus*; 

Special Senses: Tin&us. 
Urogenital: Urinary frequency. 
Incidence less than 1% 
Body as a Whole: Allergic reaction. 
Cardiovascular. Arrhythmia; 
Hypotension; Tachycardia. 
Central Nervous System: Agitation; 
Abnormal dreams; Decreased libido; 
Depression; Euphoria; Mood changes; 
Neuralgia; Slurred speech; Tremor, 
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decrease. 
Musculoskeletal: Arthralgia; Myalgia. 
Respiratory: Asthma; Bronchitis, 
Hoarseness; Increased cough; Pulmonary 
congestion; Pneumonia; Shallow 
breathing; Sinusitis. 
Skin and Appendages: Rash; Urticaria. 
Special Senses: Altered vision; Bad taste; 
Dry eyes. 
Urogenital: Cystitis, Glyosuria; 
Impotence, Urinary incontinence; Urinary 
retention. 
DRUG ABUSE AND DEPENDENCE 
ControIIed Substance: VICOPROFEN 
Tablets are a Schedule III controlled 
substance. 
Abuse: Psychic dependence, physical 
dependence, and tolerance may develop 
upon repeated administration of opioids; 
therefore, VICOPROFEN’r’ablets should 
be prescribed and administered with the 
same degree of caution appropriate to use 
of other narcotic medications. 
Dependence: Physical dependence, the 
condition in which continued 
administration of the drug is required to 
prevent the appearance of a withdrawal 
syndrome, assumes clinically significant 
proportions only after several weeks of 
continued opioid use, although a mild 
degree of physical dependence may 
develop after a few days of opioid therapy. 
Tolerance, in which increasingly large 
doses are required in order to produce the 
same degree of analgesia, is manifested 
initially be a shortened duration of 
analgesic effect, and subsequently by 
decreases in the intensity of analgesia. 

Musculoskeletal: Arthralgia; Myalgia. 
Respiratory: Asthma; Bronchitis, 
Hoarseness; Increased cough; Pulmonary _ 
congestion; Pneumonia; Shallow 
breathing; Sinusitis. 
Skin and Appendages: Rash; Urticaria. 
Special Senses: Altered vision; Bad taste; 

DRUG ABUSE AND DEPENDENCE 
Controlled Substance: Hydrocodone 
bitartrate and Ibuprofen tablets are a 
Schedule III controlled substance. 
Abuse: Psychic dependence, physical 
dependence, and tolerance may develop 
upon repeated administration of opioids; 
therefore, Hydrocodone bitartrate and 

Dependence: Physical dependence, the 
condition in which continued 
administration of the drug is required to 
prevent the appearance of a withdrawal 
syndrome, assumes clinically significant 
proportions only after several weeks of 
continued opioid use, although a mild 
degree of physical dependence may 
develop after a few days of opioid therapy. 
Tolerance, in which increasingly large 
doses are required in order to produce the 
same degree of analgesia, is manifested 
initially be a shortened duration of 
analgesic effect, and subsequently by 
decreases in the intensity of analgesia. 
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short time of the treatment of acute pain. lets are used for a short time of the 

OVERDOSAGE OVERDOSAGE 

Following an acute overdosage, toxicity Following an acute overdosage, toxicity 
may result for hydrocodone and/or may result for hydrocodone and/or 
ibuprofen. 
Signs and Symptoms: Signs and Symptoms: 
Hydrocodone component: Serious Hydrocodone component: Serious 
overdose with hydrocodone is overdose with hydrocodone is 
characterized by respiratory depression (a characterized by respiratory depression (a 
decrease in respiratory rate and/or tidal decrease in respiratory rate ardor tidal 
volume, Cheyne-Stokes respiration, volume, Cheyne-Stokes respiration, 
cyanis) extreme somnolence progressing cyanis) extreme somnolence progressing 
to stupor or coma, skeletal muscle to stupor or coma, skeletal muscle 
flaccidity, cold and clammy skin, and flaccidity, cold and clammy skin, and 
sometimes bradycardia and hypotension. sometimes bradycardia and hypotension. 
In severe overdosage, apnea, circulatory In severe overdosage, apnea, circulatory 
collapse, cardiac arrest and death may collapse, cardiac arrest and death may 
occur. 

Ibuprofen component: Symptoms include 
gastrointestinal irritation with erosion and gastrointestinal irritation with erosion and 
hemorrhage or perforation, kidney hemorrhage or perforation, kidney 
damage, liver damage, heart damage, damage, liver damage, heart damage, 
hemolytic anemia, agranulocytosis, hemolytic anemia, agranulocytosis, 
thrombocytopenia, aplastic anemia, and thrombocytopenia, aplastic anemia, and 
meningitis. Other symptoms may include meningitis. Other symptoms may include 
headache, dizziness, tin&us, confusion, headache, dizziness, tin&us, confusion, 
blurred vision, mental disturbances, skin blurred vision, mental disturbances, skin 
rash, stomatitis, edema, reduced retinal rash, stomatitis, edema, reduced retinal 
sensitivity, corneaI deposits, and sensitivity, comeal deposits, and 
hyperkalemia. 
Treatment: 
Primary attention should be given to the Primary attention should be given to the 
re-establishment of adequate respiratory re-establishment of adequate respiratory 
exchange through provision of a patent exchange through provision of a patent 
airway and the institution of assited or airway and the institution of assited or 
controlled ventilation. Naloxone, a controlled ventilation. Naloxone, a 

narcotic antagonist, can reverse respiratory 



an appropriate dose of naloxone 
hydrochloride should be administered 
intravenously with simultaneous efforts at 
respiratory resuscitation. Since the 
duration of action of hydrocodone may 
exceed that of the naloxone, the patient 
should be kept under continuous 
surveillance and repeated doses of the 
antagonist should be administered as 
needed to main adequate respiration. 
Supportive measures should be employed 
as indicated. Gastric emptying may be 
useful in removing unabsorbed drug- In 
cases where consciousness is impaired it 
may be inadvisable to perform gastric 
lavage. If gastric lavage is performed, 
little drug will likely be recovered if more 
than an hour has elapsed since ingestion. 
Ibuprofen is acidic and is excreted in the 
urine; therefore, it may be beneficial to 
administer alkali and induce diuresis. In 
addition to supportive measure the use of 
oral activated charcoal may help to reduce 
the absorption and reabsorption of 
ibuprofen. Dialysis is not likely to be 
effective for removal of ibuprofen it is 
very highly bound to plasma proteins. 

respiratory resuscitation. Since the 
duration of action of hydrocodone may 
exceed that of the naloxone, the patient 
should be kept under continuous 
surveillance and repeated doses of the 
antagonist should be administered as 
needed to main adequate respiration. 
Supportive measures should be employed 
as indicated. Gastric emptying may be 
useful in removing unabsorbed drug. In 
cases where consciousness is impaired it 
may be inadvisable to perform gastric 
lavage. If gastric lavage is performed, 
little drug will likely be recovered if more 
than an hour has elapsed since ingestion. 
Ibuprofen is acidic and is excreted in the 
urine; therefore, it may be beneficial to 
administer alkali and induce diuresis. In 
addition to supportive measure the use of 
oral activated charcoal may help to reduce 
the absorption and reabsorption of 
ibuprofen. Dialysis is not likely to be - 
effective for removal of ibuprofen it is 
very highly bound to plasma proteins. 

DOSAGE AND ADMINISTRATION 

For the short-term (generally less than 10 
days) management of acute pain, the 
recommended dose of VICOPROFEN is 
one tablet every 4 to 6 hours, as necessary. 
Dosage should not exceed 5 tablets in a 
24-hours period. It should be kept in mind 
that tolerance to hydrocodone can develop 
with continued use and that the incidence 
of untoward effects is dose related. 
The lowest effective dose of the longest 
dosing interval should be sought for each 
patient, especially in the elderly. After 

DOSAGE AND ADMINISTRATION 
For the short-term (generally less than 10 
days) management of acute pain, the 
recommended dose of Hydrocodone 
bitartrate and Ibuprofen tablets is one 
tablet every 4 to 6 hours, as necessary. 
Dosage should not exceed 5 tablets in a 
24-hours period. It should be kept in mind 
that tolerance to hydrocodone can develop 
with continued use and that the incidence 
of untoward effects is dose related. 
The lowest effective dose of the longest 
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suit the individual patient’s need, without 
exceeding the total daily dose 
recommended. 

HOW SUPPLIED 

VICOPROFENB Tablets are available as: 
White film-coated round convex tablets, 
engraved with “VP” over the Knoll 
triangle on one side and plain on the other 
side. 
Bottles of 100 - NDC #0044-0723-02 
Bottles of 500 - NDC #0044-0723-03 
Hospital Unit Dosage Package- 100 tablets 
(4x25 tablets)-NDC #0044-0723-4 1 

Storage: Store at 25°C (77°F); excursions 
permitted to 15” to 30°C (59”-86°F). [See 
USP Controlled Room Temperature]. 
Dispense in a tight, light-resistant 
container. 
A Schedule Narcotic. 
02000 Knoll Pharmaceutical Company 
VICOPROFEN is a registered trademark 
of Knoll Pharmaceutical Company. 
All rights reserved. 
Revised: July 2000 
Knoll Laboratories 
A Division of 
Knoll Pharmaceutical Company 
Mount Olive, New Jersey 07828-1234 
Knoll@ 
BASF Pharma 
0900000 l-4 

RLD vs 
generic 
name 

RLD vs 
generic 
name 

RLD vs 
generic 
Manufac- 
turer 

tablets, the dose and frequency of dosing 
should be adjusted to suit the individual 
patient’s need, without exceeding the total 
daily dose recommended. 

HOW SUPPLIED 

Hydrocodone bitartrate and Ibuprofen 
tablets are available as: 
Hydrocodone bitartrate USP, Ibuprofen 
USP 7.5 mg/200 mg 

White film-coated round convex tablets, 
engraved with “-” over - on one side 
and plain on the other side. 
Bottles of 100 - NDC #OOOO-000-00 
Hydrocodone bitartrate, Ibuprofen 
5 mg/200 mg 
White film-coated round convex tablets, 
engraved with “ ” over on one side 
and plain on the-other side. 
Bottles of 100 - NDC #OOOO-000-00 

Storage: Store at 25°C (77OF); excursions 
permitted to 15” to 30°C (59”-86°F). [See 
USP ControlIed Room Temperature]. - 
Dispense in a tight, light-resistant 
container. 
A Schedule Narcotic. 

Manufactured by Interpharm, Inc, 
Hauppauge, NY 11788 
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Hydrocodone Bitartrate / Ibuprofen 5/ 200 mg Tablets 
Suitability Petition 
sCI&GS Consulting 

Hydrocodone Bitartrate / Ibuprofen Tablets 7.5/200 mg and 5/200 mg 

Interpharm logo 

Hydrocodone bitartrate arid tiuprofen tablets 
7.5 mg/200 mg, 5 mg/200 mg 
Rx only 

DESCRIPTION 
Hydrocodone bitartrate Ibuprofen tablet contains: 
Kydrocodone Bitartrate, USP 7.5 mg 
lbuprofen, USP 200 mg 
Kydrocodone Bitartrate, USP 5 mg 
Ibuprofen, USP 200 mg 

Kydrocodone bitartrate and Ibuprofen tablets are supplied in a fixed combination tablet 
form for oral administration. Hydrocodone bitartrate and Ibuprofen tablets combine the 
opioid analgesic agent, hydrocodone bitartrate, with the nonsteroidal anti-inflammatory 
(NSAID) agent, Ibuprofen. Hydrocodone bitartrate is a semisynthetic and centrally acting 
opioid analgesic. Its chemical name is: 4, 5 a-epoxy-3-methoxy- 17-methylmorphinan-6- 
one tartrate (1: 1) hydrate (2:5). Its chemical formula is: 
C~&I~~NO&J&&~2’% SzO, and the molecular weight is 494.50. Its structural formula 
is: 

Ibuprofen is a nonsteroidal anti-inflammatory drug with analgesic and antipyretic 
properties, Its chemical name is: (+)-2-@-isobutylphenyl) propionic acid. Its chemical 
formula is C13H1802, and the molecular weight is: 206.29. Its structural formula is: 

nactive ingredients in generic Hydrocodone bitartrate and Ibuprofen tablets include: 
:olloidal silicon dioxide, pregelatinized starch, croscarmellose sodium, magnesium 
itearate, microcrystalline cellulose, polydextrose , hydroxypropyl methyl cellulose, 
lolyethylene glycol, camauba wax, and titanium dioxide. 



Hydrocodone Bitartrate / Ibuprofen 5/ 200 mg Tablets 
Suitability Petition 
SCiREGS Consulting 

CLINICAL PHARMACOLOGY 
Hydrocodone component: Hydrocodone is a semisynthetic opioid analgesic and 
antitussive with multiple actions qualitatively similar to those of codeine. Most of these 
involve the central nervous system and smooth muscle. The precise mechanism of action 
of hydrocodone and other opioids is not known, although it is believed to relate to the 
existence of opiate receptors in the central nervous system. In addition to analgesia, 
opioids may produce drowsiness, changes in mood, and mental clouding. 
ibuprofen component: Ibuprofen is a non-steroidal anti-inflammatory agent that 
possesses analgesic and antipyretic activities. Its mode action, like that of other NSAIDs, 
is not completely understood, buy may be related to inhibition of cyclooxygenase activity 
and prostaglandin synthesis. Ibuprofen is a peripherally acting analgesic. Ibuprofen does 
not have any known effects on opiate receptors. 

Phmnucokkwtics: 
Absorption: After oral dosing with the Hydrocodone bitartrate and Ibuprofen tablets, a 
peak hydrocodone plasma level of 27 ng/mL is achieved at 1.7 hours, and a peak 
ibuprofen plasma level of 30 mcg/mL is achieved at 1.8 hours. The effect of food on the 
absorption of either component from the Hydrocodone bitartrate and Ibuprofen tablets 
have not been established. 
Distribution: Ibuprofen is highly protein-bound (99%) like most other non-steroidal anti- 
inflammatory agents. Although the extent of protein binding of hydrocodone has not been 
definitely determined, structural similarities to related opioid analgesics suggest that 
hydrocodone is not extensively protein bound as most agents in the 5-ring morphinan 
group of semi-synthetic opioids bind plasma protein to a similar degree (range 19% 
[hydromorphone] to 45% [oxycodone]), hydrocodone is expected to fall within this range. 
Metabolism: Hydrocodone exhibits a complex pattern of metabolism, including O- 
demethylation, N-demethylation, and 6-keto reduction to the corresponding 6-x and 6-p- 
hydroxy metabolites. Hydromorphone, a potent opioid, is formed from the O- 
demethylation of hydrocodone and contributes to the total analgesic effect of 
hydrocodone. The 0- and N-demethylation processes are mediated by separate P-450 
isoenzymes: CYP2D6 and CYP3A4, respectively. 
Ibuprofen is present in this product as a racemate, and following absorption it undergoes 
interconversion in the plasma from the R-isomer to the S-isomer. Both the R- and S- 
isomers are metabolized to two primary metabolites: (+)-2-4’-(2hydroxy-2-methyl-propyl) 
phenyl propionic acid and (+)-2-4’-(2carboxypropyl) phenyl propionic acid, both of which 
circulate in the plasma at low levels relative to the parent. 

Elimination: Hydrocodone and it metabolites are eliminated primarily in the kidneys, 
with a mean plasma half life of 4.5 hours. Ibuprofen is excreted in the urine, 50% to 60% 
as metabolites and approximately 15% as unchanged drug and conjugate. The plasma 
half-life is 2.2 hours. > 



Hydrocodone Bitartrate / Ibuprofen 51200 mg Tablets 
Suitability Petition 
SCIREGS Consulting 

SneciaI Populations: No significant pharmacokinetic differences based on age or gender 
have been demonstrated. The pharmacokinetics of hydrocodone and ibuprofen from 
Hydrocodone bitartrate and Ibuprofen tablets have not been evaluated in children. 
Renal Impairment: The effect of renal insufficiency on the pharmacokinetics of the 
Hydrocodone bitartrate and Ibuprofen tablet dosage form has not been determined. 

CLINICAL STUDIES 

In single-dose studies of post surgical pain (abdominal, gynecological, orthopedic), 940 
patients were studied at doses of one or two tablets. Hydrocodone bitartrate and Ibuprofen 
tablet produced greater efficiency than placebo and each of its individual components 
given at the same dose. No advantage was demonstrated for the two-tablet dose. 

INDICATIONS AND USAGE 

Hydrocodone bitartrate and Ibuprofen tablets are indicated for the short-term (generally 
less than 10 days) management of acute pain. Hydrocodone bitartrate and Ibuprofen 
tablets are not indicated for the treatment of such conditions as ostearthritis or rheumatoid 
arthritis. 

CONTRAINDICATIONS 

Hydrocodone bitartrate and Ibuprofen tablets should not be administered to patients who 
previously have exhibited hypersensitivy to hydrocodone or ibuprofen. Hydrocodone 
bitartrate and Ibuprofen tablets should not be given to patients who have experienced 
asthma, uticaria, or allergic-type reactions after taking aspirin or the NSAIDs. Severe, 
rarely fatal, anaphylactic-like reactions to NSAIDs have been reported in such patients 
(see WARNINGS-Anaphylactoid Reactions, and PRECAUTIONS-Pre-existing Asthma). 
Patients known to be hypersensitive to other opioids may exhibit cross-sensitivity to 
hydrocodone. 

WARNINGS 

Abuse and Dependence: Hydrocodone can produce drug dependence of the morphine 
type and therefore has the potential for being abused. Psychic and physical dependence as 
well as tolerance may develop upon repeated administration of this drug and it should be 
prescribed and administered with the same degree of caution as other narcotic drugs (see 
DRUG ABUSE AND DEPENDENCE). 
Respiratory Depression: At high doses or in opioid-sensitive patients, hydrocodone may 
produce dose-related respiratory depression by acting directly on the brain stem 
respiratory centers. Hydrocodone also affects the center that controls respiratory rhythm, 
and may produce irregular and periodic breathing. 
Head Injury and Increased Intracranial Pressure: The respiratory depressant effects 
of opioids and their capacitv to elevate cerebrospinal fluid pressure mav be markedlv 
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Hydrocodone Bitartrate / Ibuprofen 5/ 200 mg Tablets 
Suitability Petition 
SCIREGS Consulting 

exaggerated in the presence of head injury, intracranial lesions or a preexisting increase 
in intracranial pressure. Furthermore, opioids produce adverse reactions which may 
obscure the clinical course of patients with head injuries. 
Acute Abdominal Conditions: The administration of opioids may obscure the diagnosis 
or clinical course of patents with acute abdominal conditions. 
Gastrointestinal (GI) effects-Risk of GI Ulceration, Bleeding and Perforation: 
Serious gastrointestinal toxicity, such as inflammation, bleeding, ulceration, and 
perforation of the stomach, small intestine or large intestine, can occur at any time, with or 
without warning symptoms, in patients treated with nonsteroidal anti-inflammatory drugs 
(NSAIDs). Minor upper GI problems, such as dypsepsia, are common and may also occur 
at any time during NSAID therapy. Therfore, physicians and patients should remain alert 
for ulceration and bleeding even in the absence of previous GI tract symptoms. Patients 
should be informed about the signs and/or symptoms of serious GI toxicity and what steps 
to take if they occur. The utility of periodic laboratory monitoring has not been 
demonstrated, nor has it been adequately assessed. Only one in five patients, who develop 
a serious upper GI adverse event of NSAID therapy, is symptomatic. Even short term 
therapy is not without risk. 
NSAIDs should be prescribed with extreme caution in those with a prior history of ulcer 
disease or gastrointestinal bleeding. Most spontaneous reports of fatal GI events are in 
elderly or debilitated patients and therefore special care should be taken in treating this 
population. To minimize the potential risk for an adverse GI event, the lowest effective 
dose should be used for the shortest possible duration. For high risk patients, alternate 
therapies that do not involve NSIADs been considered. 
Studies have shown that patients with a prior history of peptic ulcer disease and/or 
gastrointestinal bleeding and who use NSAIDs, have a greater than lo-fold risk for 
developing a GI bleed than patients with neither of these risk factors. In addition to a past 
history of ulcer disease, pharmaco-epidemiological studies have identified several other 
co-therapies or co-morbid conditions that may increase the risk for GI bleeding such as: 
treatment with oral corticosteroids, treatment with anticoagulants, longer duration of 
NSAID therapy, smoking, alcoholism, older age, and poor general health status. 
Anaphylactoid Reactions: Anaphylactoid reactions may occur in patients without 
known prior exposure to Hydrocodone bitartrate and Ibuprofen tablets. Hydrocodone 
bitartrate and Ibuprofen tablets should not be given to patients with the aspirin triad. The 
triad typically occurs in asthmatic patients who experience rhinitis with or without nasal 
polyps, or who exhibit severe, potentially fatal bronchospasm after taking aspirin or other 
NSAIDs. Fatal reactions to NSAIDs have been reported in such patients (see 
CONTRAINDICATIONS and PRECAUTIONS-Pre-existing Asthma). Emergency help 
should be sought when anaphylactoid reaction occurs. 

Advanced Renal Disease: In cases with advanced kidney disease, treatment with 
Hydrocodone bitartrate and Ibuprofen tablets are not recommended. If NSAID therapy, 
however, must be initiated, close monitoring of the patients kidney function is advisable 
(see PRECAUTIONS-Renal Effects). 
Pregnancv: As with other NSAID-containing products, Hvdrocodone bitartrate and L 
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Ibuprofen tablets should be avoided in late pregnancy because it may cause premature 
closure of the ductus arteriosus. 

PRECAUTIONS 

General Precautions 
Special Risk Patients: As with any opioid analgesic agent, Hydrocodone bitartrate and 
Ibuprofen tablets should be used with caution in elderly or debilitated 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. 
Cough Reflex; Hydrocodone suppresses the cough reflex; as with opioids, caution should 
be exercised when VICOPROFEN is used postoperatively and in patients with pulmonary 
disease. 
Effect on Diagnostic Signs: The antipyretic and anti-inflammatory activity of ibuprofen 
may reduce fever and inflammation, thus diminishing their utility as diagnostic signs in 
detecting complications of presumed noninfectious, noninflammatory painful conditions. 
Hepatic Effects: As with other NSAIDs, ibuprofen has been reported to cause borderline 
elevations of one of more liver enzymes, this may occur in up to 15% of patients. These 
abnormalities may progress, may remain essentially unchanged, or may be transient with 
continued therapy. Notable (3 times the upper limit of normal) elevations of SGPT (ALT) 
or SGOT (AST) occurred in controlled clinical trials in less than 1% of patients. A patient 
with symptoms and/or signs suggesting liver dysfunctions, or in whom an abnormal liver 
test has occurred, should b‘s evaluated for evidence of the development of more severe 
hepatic reactions while on therapy with Hydrocodone bitartrate and Ibuprofen tablets. 
Severe hepatic reactions, including jaundice and cases of fatal hepatitis, have been 
reported with ibuprofen as with other NSAIDs. Although such reactions are rare, if 
abnormal liver tests persist or worsen, if clinical signs and symptoms consistent with lever 
disease develop, or if systemic manifestations occur (e.g. eosinophilia, rash, etc.), 
Hydrocodone bib&ate and Ibuprofen tablets should be discontinued. 
Renal Effects: Caution should be used when initiating treatment with Hydrocodone 
bitartrate and Ibuprofen tablets in patients with considerable dehydration. It is advisable 
to rehydrate patients first and then start therapy with Hydrocodone bitartrate and 
Ibuprofen tablets. Caution is also recommended in patients with pre-existing kidney 
disease (see WARNINGS-Advanced Renal Disease). 
As with other NSAIDs, long-term administration of ibuprofen has resulted in renaI 
papillary necrosis and other renal pathologic changes. Renal toxicity has also been seen in 
patients in which renal prostaglandins have a compensatory role in the maintenance of 
renal perfusion. In these patients, administration of a nonsteroidal anti-inflammatory drug 
may cause a dose-dependent reduction in prostaglandin formation and, secondarily, in 
renal blood flow, which may precipitate overt renal decompensation. Patients at greatest 
risk of this reaction are those with impaired renal function, heart failure, liver dysfunction, 
those taking diuretics and ACE inhibitors, and the elderly. Discontinuation of 
nonsteroidal anti-inflammatory drug therapy is usually followed by recovery to the 
pretreatment state. 
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Ibuprofen metabolites are eliminated primarily by the kidneys. The extent to which the 
metabolites may accumulate in patients with renal failure has not been studied. Patients 
with significantly impaired renal function should be more closely monitored. 
Hematological Effects: Ibuprofen, like other NSAIDs, can inhibit platelet aggregation 
but the effect is quantitatively less and of shorter duration than that seen with aspirin. 
Ibuprofen has been shown to prolong bleeding time in normal subjects. Because this 
prolonged bleeding effect may be exaggerated in patients with underlying hemostatic 
defects, Hydrocodone bitartrate and Ibuprofen tablets should be used with caution in 
persons with intrinsic coagulation defects and those on anticoagulant therapy. 
Anemia is sometimes seen in patients receiving NSAIDs, including ibuprofen. This may 
be due to fluid retention, GI loss, or an incompletely described effect upon erythropoiesis. 
Fluid Retention and Edema: Fluid retention and edema have been reported in 
association with ibuprofen, therefore, the drug should be used with caution in patients 
with a history of cardiac decompensation, hypertension or heart failure. 
Preexisting Asthma: Patients with asthma may have aspirin-sensitive asthma. The use 
of aspirin in patients with aspirin-sensitive asthma has been associated with severe 
bronchospasm, which may be fatal. Since cross-reactivity between aspirin and other 
NSAIDs have been reported in such aspirin-sensitive patients, Hydrocodone bitartrate and 
Ibuprofen tablets should not be administered to patients with this form of aspirin 
sensitivity and should be used with caution in patients with pre-existing asthma. 
Aseptic Meningitis: Aseptic meningitis with fever and coma have been observed on rare 
occasions in patients on ibuprofen therapy. Although it is probably more likely to occur 
in patients with systemic lupus erythematosous and related connective tissue diseases, it 
has been reported in patients who do not have an underlying chronic disease. If signs or 
symptoms of meningitis develop in a patient on Hydrocodone bitartrate and Ibuprofen 
tablets, the possibility of its being related to ibuprofen should be considered. 
Information for Patients 
Hydrocodone bitartrate and Ibuprofen tablets, like other opioid-containing analgesics, may 
impair mental and/or physical abilities required for the performance of potentially 
hazardous tasks such as driving a car or operating machinery; patients should be cautioned 
accordingly. 
Alcohol and other CNS depressants may produce an additive CNS depression, when taken 
with this combination product, and should be avoided. Hydrocodone bitartrate and 
Ibuprofen tablets may by habit-forming. Patients should take the drug only for as long as 
it is prescribed, in the amounts prescribed, and no more frequently than prescribed. 
Hydrocodone bitartrate and Ibuprofen tablets, like other drugs containing ibuprofen, is not 
free of side effects. The side effects of these drugs can cause discomfort and, rarely, there 
are more serious side effects, such as gastrointestinal bleeding, which may result in 
hospitalization and even fatal outcomes. Patients should be instructed to report any signs 
and symptoms of gastrointestinal bleeding, blurred vision or other eye symptoms, skin 
rash, weight-gain, or edema. 

Laboratory tests 
A decrease in hemoglobin mav occur during; hvdrocodone bitartrate 7.5 mg and ibuprofen 4 
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200 mg therapy, and elevations of liver enzymes may been seen in a small percentage of 
patients during Hydrocodone bitartrate and Ibuprofen tablets therapy (see 
PRECAUTIONS-Hematological Effects and PRECAUTIONS-Hepatic Effects). 
In patients with severe hepatic or renal disease, effects of therapy should be monitored 
with liver and/or renal function tests. 
Drug Interactions 
ACE-inhibitors: Reports suggest that NSAIDs may diminish the antihypertensive effect 
of ACE-inhibitors. This interaction should be given consideration in patients taking 
Hydrocodone bitartrate and Ibuprofen tablets concomitantly with ACE-inhibitors. 
Anticholingerics: The concurrent use of anticholinergics with hydrocodone preparations 
may produce paralytic ileus. 
Antidiqwessun&: the use of MAO inhibitors of tricyclic antidepressants with 
Hydrocodone bitartrate and Ibuprofen tablets and aspirin is not generally recommended 
because of the potential of increased adverse effects. 

CNS Depressants: Patients receiving other opioids, antihistamines, antipsychotics, 
antianxiety agents, or other CNS depressants (including alcohol) concomitantly with 
Hydrocodone bitartrate and Ibuprofen tablets may exhibit an additive CNS depression. 
When combined therapy is contemplated, the dose of one or both agents should be 
reduced. 
Furosemide: Ibuprofen has been shown to reduce the natriuretic effect of furosemide and 
thiazides in some patientsVAThis response has been attributed to inhibition of renal 
prostagloandin synthesis. During concomitant therapy with Hydrocodone bitartrate and 
lbuprofen tablets the patient should be observed closely for signs of renal failure (see 
PRECAUTIONS-Renal Effects), as well as diuretic efficacy. 
Lithium: Ibuprofen has been shown to elevate plasma lithium concentration and reduce 
renal lithium clearance. This effect has been attributed to inhibition of renal prostaglandin 
synthesis by ibuprofen. Thus, when Hydrocodone bitartrate and Ibuprofen tablets and 
lithium are administered concurrently, patients should be observed for signs of lithium 
toxicity. 
Methotrexate: Ibuprofen, as well as other NSAIDs, has been reported to competitively 
inhibit methotrexate accumulation in rabbit kidney slices. This may indicate that 
ibuprofen could enhance the toxicity of methotrexate. Caution should be used when 
Hydrocodone bitartrate and Ibuprofen tablets is administered concomitantly with 
methotrexate. 
Warfarin: The effects of warfarin and NSAIDs on GI bleeding are synergistic, such that 
users of both drugs together have a risk of serious GI bleeding higher than users of either 
drug alone. 
Carcinogenicity, Mutagenicity, and Impairment of Fertility 
The carcinogenic and mutagenic potential of Hydrocodone bitartrate and Ibuprofen tablets 
las not been investigated. The ability of Hydrocodone bitartrate and Ibuprofen tablets to 
mpair fertility has not been assessed. 
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Terutogenic Efic& Hydrocodone bitartrate and Ibuprofen tablets, administered to 
rabbits at 95 mg/kg (5.72 and 1.9 times the maximum clinical dose based on body weight 
and surface area, respectively), a maternally toxic dose, resulted in an increase in the 
percentage of litters and fetuses with any major abnormality and an increase in the number 
of litters and fetuses with one or more nonossified metacarpals (a minor abnormality). 
Hydrocodone bitartrate and Ibuprofen tablets, administered to rats at 166 mg/kg ( 10.0 and 
1.66 times the maximum clinical dose based on body weight and surface area, 
respectively), a maternally toxic dose, did not result in any reproductive toxicity. There 
are no adequate and well-controlled studies in pregnant women. Hydrocodone bitartrate 
and Ibuprofen tablets should be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. 
Nonteraiogenic effects: Because of the known effects of nonsteriodal anti-inflammatory 
drugs on the fetal cardiovascular system (closure of the ductus arteriosus), use during 
pregnancy (particularly late pregnancy) should be avoided. Babies born to mothers who 
have been taking opioids regularly prior to delivery will be physically dependent. The 
withdrawal signs include irritability and excessive crying, tremors, hyperactive reflexes, 
increased respiratory rate, increased stools, sneezing, yawning, vomiting and fever. The 
intensity of the syndrome does not always correlate with duration of matemaf opioid use 
oral dose. There is no consensus on the best method of managing withdrawal. 
Labor and delivery 
As with other drugs known to inhibit prostaglandin synthesis, an increased incidence of 
dystocia and delayed parturition occurred in rats. Administration of Hydrocodone 
bitartrate and Ibuprofen tablets is not recommended during labor and delivery. 

Nursing Mothers 
Is it not known whether hydrocododne is excreted in human milk. In limited studies, an 
assay capable of detecting 1 mcg/mL did not demonstrate ibuprofen in the milk of 
lactating mothers. However, because of the limited nature of the studies, and the possible 
adverse effects of prostaglandin inhibiting drugs on neonates, Hydrocodone bitartrate and 
Ibuprofen tablets is not recommended for use in nursing mothers. 
Pediatric use 
The safety and effectiveness of Hydrocodone bitartrate and Ibuprofen tablets in pediatric 
patients below the age of 16 have not been established. 
Geriatric use 
In controlled clinical trials there was no difference in tolerability between patients < 65 
years of age and those 2 65, apart from an increased tendency of the elderly to develop 
constipation. However, because the elderly may be more sensitive to the renal and 
gastrointestinal effects of nonsteriodal anti-inflammatory agents as well as possible 
increase risk of respiratory depression with opioids, extra caution and reduced dosages 
should be used when treating the elderly with Hydrocodone bitartrate and Ibuprofen 
tablets. 
ADVERSE REACTIONS 
Hvdrocodone bitartrate and Ibuprofen tablets were administered to approximatelv 300 
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pain patients in a safety study that employed dosages and a duration of treatment 
sufficient to encompass the recommended usage (see DOSAGE AND 
ADMINISTRATION). Adverse event rates generally increased with increasing daily 
dose. The event rates reported below are from approximately 150 patients who were in a 
group that received one tablet of Hydrocodone bitartrate and Ibuprofen tablets an average 
of three to four times daily. The overall incidence rates of adverse experiences in the 
trials were fairly similar for this patient group and those who received the comparison 
treatment, acetaminophen with 600 mg codeine 60 mg. 
The following lists adverse events that occurred with an incidence of 1% or greater in 
clinical trials of Hydrocodone bitartrate and Ibuprofen tablets, without regard to the causal 
relationship of the events to the drug. To distinguish different rates of occurrence in 
clinical studies, the adverse events are listed as follows: 
name of adverse event = less than 3% 
adverse events marked with an asterisk* = 3% to 9% 
adverse event rates over 9% are in parentheses. 
Body as a whole: Abdominal pain *, Asthenia*; Fever; Flu syndrome; Headache (27%), 
Infection*, Pain. 
Cardiovascular: Palpitations; Vasodilation. 
Central Nervous System: Anxiety*; Confusion; Dizziness (14%); Hypertonia; Insomnia*; 
Nervousness*; Paresthesia; Somnolence (22%); Thinking abnormalities. 
Digestive: Anorexia, Constipation (22%); Diarrhea*; Dry Mouth, Dyspepsia (12%); 
Flatulence, Gastritis; Melena; Mouth ulcers; Nausea ( 12%), Thirst; Vomiting*. 
Metabolic and NutritionalDisorders: Edema*. 
Respiratory: Dyspnea; Hiccups; Pharyngitis; Rhinitis. 
Skin and Appendages: Pruritus*; Sweating*. 
Special Senses: Tin&us. 
Urogenital: Urinary frequency. 
Incidence less than 1% 
Body as a mole: Allergic reaction. 
Cardiovascular. Arrhythmia; Hypotension; Tachycardia. 
Central Nervous System: Agitation; Abnormal dreams; Decreased libido; Depression; 
Euphoria; Mood changes; Neuralgia; Slurred speech; Tremor, Vertigo 
Digestive: Chalky stool; “Clenching teeth”; Dysphagia; Esophageal spasm; Esophagitis; 
Gastroenteritis; Glossitis; Liver enzyme elevation. 
Metabolic and Nutritional: Weight decrease. 
Musculoskeletal: Arthralgia; Myalgia. 
Respiratory: Asthma; Bronchitis, Hoarseness; Increased cough; Pulmonary congestion; 
Pneumonia; Shallow breathing; Sinusitis. 
Skin and Appendages: Rash; Urticaria. 
Special Senses: Altered vision; Bad taste; Dry eyes. 
Urogenital: Cystitis, Glyosuria; Impotence, Urinary incontinence; Urinary retention. 
DRUG ABUSE AND DEPENDENCE 
Controlled Substance: Hydrocodone bitartrate and Ibuprofen tablets are a Schedule III 
controlled substance. 
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Abuse: Psychic dependence, physical dependence, and tolerance may develop upon 
repeated administration of opioids; therefore, Hydrocodone bitartrate and Ibuprofen 
tablets should be prescribed and administered with the same degree of caution appropriate 
to use of other narcotic medications. 

Dependence: Physical dependence, the condition in which continued administration of 
the drug is required to prevent the appearance of a withdrawal syndrome, assumes 
clinically significant proportions only after several weeks of continued opioid use, 
although a mild degree of physical dependence may develop after a few days of opioid 
therapy. Tolerance, in which increasingly large doses are required in order to produce the 
same degree of analgesia, is manifested initially be a shortened duration of analgesic 
effect, and subsequently by decreases in the intensity of analgesia. The rate of 
development of tolerance varies among patients. However, phsychic dependence is 
unlikely to develop when Hydrocodone bitartrate and Ibuprofen tablets are used for a 
short time of the treatment of acute pain. 

OVERDOSAGE 

Following an acute overdosage, toxicity may result for hydrocodone and/or ibuprofen. 
Signs and Symptoms: 
Hydrocodone component: Serious overdose with hydrocodone is characterized by 
respiratory depression (a decrease in respiratory rate and/or tidal volume, Cheyne-Stokes 
respiration, cyanis) extreme somnolence progressing to stupor or coma, skeletal muscle 
flaccidity, cold and clamm skin, and sometimes bradycardia and hypotension. In severe 
overdosage, apnea, circulatory collapse, cardiac arrest and death may occur. 

Ibuprofen component: Symptoms include gastrointestinal irritation with erosion and 
hemorrhage or perforation, kidney damage, liver damage, heart damage, hemolytic 
anemia, agranulocytosis, thrombocytopenia, aplastic anemia, and meningitis. Other 
symptoms may include headache, dizziness, tinnitus, confusion, blurred vision, mental 
disturbances, skin rash, stomatitis, edema, reduced retinal sensitivity, cornea1 deposits, 
and hyperkalemia. 
Treatment: 
Primary attention should be given to the re-establishment of adequate respiratory 
exchange through provision of a patent airway and the institution of assited or controlled 
ventilation. Naloxone, a narcotic antagonist, can reverse respiratory depression and coma 
associated with opioid overdose or unusual sensitivity to opioids, including hydrocodone, 
therefore an appropriate dose of naloxone hydrochloride should be administered 
intravenously with simultaneous efforts at respiratory resuscitation. Since the duration of 
action of hydrocodone may exceed that of the naloxone, the patient should be kept under 
continuous surveillance and repeated doses of the antagonist should be administered as 
needed to main adeauate resniration. Sunportive measures should be emnloved as 
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