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Division of Dockets Management 
Food and Drug Administration 
Department of Health and Human Services 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

CITIZEN PETITION 

Dear Sir or Madam: 

The undersigned, on behalf of a client, submits this petition in quadruplicate under Section 
505(j)(2)(C) of the Federal Food, Drug, and Cosmetic Act (“the FDC Act”), 21 U.S.C. § 
355(j)(2)(C), and 21 C.F.R. QQ 10.20, 10.30, and 314.93 to request that the Commissioner of 
Food and Drugs make a determination that an Abbreviated New Drug Application (ANDA) may 
be submitted for Hydrocodone Bitartrate and Ibuprofen Tablets, in the following strength, 2.5 mg 
I 200 mg. 

A. Action Requested 

The petitioner requests that the Commissioner of Food and Drugs make a determination that a 
Hydrocodone Bitartrate and Ibuprofen Tablet combination drug product, in the following strength 
2.5 mg / 200 mg, is suitable for submission in an ANDA. The reference-listed drug product 
upon which this petition is based is Vicoprofet? (Hydrocodone Bitartrate and Ibuprofen) Tablets, 
NDA 20-716 (7.5 mg / 200 mg) manufactured by Abbott Laboratories Pharmaceutical Products. 
Therefore, this petition requests a change in the strength of the narcotic component of the 
reference-listed drug product from 7.5 mg I 200 mg of hydrocodone bitartrate and ibuprofen to a 
strength of 2.5 mg / 200 mg of hydrocodone bitartrate and ibuprofen per tablet. 

B. Statement of Grounds 

Section 505(j)(2)(C) of the Federal Food, Drug, and Cosmetic Act provides for the submission of 
an ANDA for a new drug that differs in strength from a listed drug, provided that the FDA has 
approved a petition seeking permission to file such an application. This petition requests a 
change in the strength of the narcotic component of the reference-listed drug product from 
7.5 mg / 200 mg of hydrocodone bitartrate and ibuprofen per tablet, to include a strength of 
2.5 mg / 200 mg of hydrocodone bitartrate and ibuprofen per tablet. The listing of reference 
drug product upon which this petition is based, Vicoprofen@ (Hydrocodone Bitartrate and 
Ibuprofen Tablets, 7.5 mg / 200 mg), appears in the electronic 24* edition of the Approved Druq 
Products with Therapeutic Equivalence Evaluations (commonly referred to as “The Orange 
Book”). (See Attachment A) 
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According to the approved labeling of the referenced-listed drug product, the usual dosage of 
Vicoprofer? is: “One tablet every four to six hours as needed for pain. The total daily dose 
should not exceed 5 tablets.” The approved package insert for Vicoprofen@ Tablets, is included 
in Attachment B. In addition, the RLD labeling states: “The lowest effective dose or the longest 
dosing interval should be sought for each patient, especially in the elderly. After observing the 
initial response to therapy with Hydrocodone Bitartrate and Ibuprofen Tablets, the dose and 
frequency of dosing should be adjusted to suit the individual patient’s need, without exceeding 
the total daily dose recommended.” The dosage for the proposed product is “one tablet every 
four to six hours as needed for pain. The total daily dose should not exceed 5 tablets.” This 
dosage is consistent with that stated in the approved labeling of the reference-listed drug 
product and will carry the same warnings as the RLD. The RLD labeling clearly indicates that 
patients, especially the elderly, should be carefully titrated to the appropriate dose. The 
proposed product can be used to assist the prescriber in attaining that objective. 

In addition, the Agency has approved an ANDA suitability petition (Docket 02-027OKPl) that 
requested a change in strength of the narcotic component of the Vicoprofen@ product from 
7.5 mg to 5 mg, and ultimately approved ANDA of this strength, thus supporting this request to 
include a hydrocodone bitartrate and ibuprofen product containing a lower strength of 
hydrocodone bitartrate with a fixed 200 mg of ibuprofen (see Attachment C). Also, the FDA has 
approved numerous combination products containing 2.5 mg of hydrocodone bitartrate as a 
safe and effective dose of this narcotic in combination with other non-narcotic analgesics, such 
as acetaminophen, further attesting to the fact that the proposed product will contain a safe and 
effective dose of the designated narcotic component. The labeling of the proposed drug 
product, as stated above, will be consistent with the labeling of the reference-listed drug product 
and will propose a maximum of 5 tablets per day, which would provide hydrocodone bitartrate at 
a total daily dose within that recommended for other FDA-approved products containing this 
component. 

In summary, the strength changes proposed for the narcotic component (hydrocodone 
bitartrate) from that of the reference-listed drug (i.e., from 7.5 mg to 2.5 mg) is consistent with, 
and provides a safe and effective dose of each of the proposed products components, which 
have been previously approved by the FDA in other drug products. The proposed change in 
strength of the narcotic component, therefore, should not affect the safety or efficacy of the 
proposed combination product. The indication and uses remain unchanged, and the proposed 
dosing is consistent with dosing recommendations in the labeling of the approved reference- 
listed drug product and the dosing for the narcotic component of other FDA-approved products 
containing this ingredient. Therefore, the Agency should conclude that clinical investigations 
are not necessary to demonstrate the proposed products safety or effectiveness. 

The proposed labeling for Hydrocodone Bitartrate and Ibuprofen Tablets, 2.5 mg / 200 mg per 
tablet is included as Attachment D. Labeling for the proposed product will be consistent with the 
approved labeling for Vicoprofen@ (hydrocodone bitattrate and ibuprofen) Tablets, 7.5 mg / 200 
w. 

For the aforementioned reasons, the undersigned requests that the Commissioner grant this 
petition and authorize submission of an ANDA for Hydrocodone Bitartrate and Ibuprofen 
Tablets, 2.5 mg / 200 mg. 
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C. Environmental Impact 

According to 21 C.F.R. § 2531(a), this petition qualifies for a categorical exemption from the 
requirement to submit an environmental assessment. 

D. Economic Impact Statement 

According to 21 C.F.R. § 10.30(b), the petitioner will, upon request by the Commissioner, submit 
economic impact information. 

E. Certification 

The undersigned certifies that to the best knowledge and belief of the undersigned, this petition 
includes all information and views on which the petition relies, and that it includes representative 
data and information known to the petitioner that are unfavorable to the petition. 

Respectfully submitted, 

Robert W. Pollock -F- 
Vice President 
Lachman Consultant Services, Inc. 
1600 Stewart Avenue 
Westbury, NY 11590 

RW P/pk 

cc: Emily Thakur (Office of Generic Drugs) 

Attachments: 
A. Electronic 24th edition of the Approved Druo Products with Therapeutic 

Equivalence Evaluations 
B. Approved package insert for Vicoprofer? Tablets 
C. FDA Approval Letter for ANDA Suitability Petition (Docket 02-02701CPl) 
D. Proposed labeling for Hydrocodone Bitartrate and Ibuprofen Tablets 
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‘Orange Boook Detail Record Search 

Search results from the “OB-Rx” table for query on “020716.” 

Page 1 of 1 

Active Ingredient: HYDROCODONE BITARTRATE; IBUPROFEN 
Dosage Form;Route: TABLET; ORAL 
Proprietary Name: VICOPROFEN 
Applicant: ABBOTT 
Strength: 7SMG;200MG 
Application Number: 020716 
Product Number: 001 
Approval Date: Sep 23,1997 
Reference Listed Drug Yes 
RX/OTC/DISCN: Rx 
TE Code: AB 
Patent and Exclusivity Info for this product: View 

-Return to Electronic Orange Book Home Paae 

FDA/Center for Drug Evaluation and Research 
Office of Generic Drugs 
Division of Labeling and Program Support 
Update Frequency: 

Orange Book Data - Monthly 
Generic Drug Product Information 81 Patent Information - Dally 
Orange Book Data Updated Through March, 2005 
Patent and Generic Drug Product Data Last Updated: May 09,2005 

http://www.accessdata.fda.gov/scripts/cdo=O20716&TABLEl=OB-... 5/10/2005 
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This information is intended for U.S. residents only. 

VICOPROFEN* C III 
(hydrocodone bitartrate and ibuprofen tablets) 
7.‘5mg/2ClOm~~ 

l$ only 
l DESCRIPTION 

l (XINICAL PHARMACOLOGY 

l CLINICAL STUDlIES --- ___- 
l mATIONS AND USAGE 

l CONTRAINDICATIONS 

l WARNINGS 

l PRECAUTIONS 

l AUVERSE REACTIONS 

l ERM ABUSE AND DEPENDENCE 

l OVERDOSAGE 

l jlOltiGE AND ADMINISTRATION 

l HOW SUPPLIED 

DESCRIPTION 
Each VICOPROFEN@ tablet contains: 

Hydrocodone Bitartrate, USP 7.: 
Ibuprofen, USP 

\‘ICOPROFEN IS supplied m a fixem 
annlgxs~c agent. hydrocodonc b 

Il ydroccrlonc bltartrate is a 
mcthnxy- 1’7.methylmorphinan-c 
C , xI rz, NO ~C&0~,~2/.H~0, a 

Ibuprofen IS a 
I t)-2-(p-l\olol 

lonstcroidal anti-inflammz 
v and centrally acting opioid 
‘( 1: I ) hydrate i2:S). Its chemical 1 

cular weight is 494.50. Its structural 

.he opiold 

name k: 
acid. Its chemical formula is: C~~H~XO~, and the molecular we@ is: 206.29. Its structural formula IS: 

Inactive ingredients 111 VTCOPROFEN tab& mclude: colloidal cllicon dioxide, corn starch, croscarmellose sodium. hydroxypropyl 
mcthylccllulo\c, magnwum stcamtc, tmcrcxqstallinc ccllulosc, polyethylene glycol, polys&atc 80, and titanium dloxidc. 



CLINICAL PHARMACOLOGY 
Hydrowdorze component: Hydrocodone is a semisynthetic opioid analgesic and antltussive with multiple actions qualita- 

lively Gmlar to tho:;c of codcinc. Most of these involve the central nervous system and smooth muscle. The precise mechanism 
of actlon of hydrocodone and other opioldh IE not known, although it is believed to relate 10 the existence of opiate receptors in 
the central nervous system. In addition to analgesia. opiolds may produce drowsiness, changes m mood, and mental clouding. 

fbupr@sz component: Ibuprofen is a non-steroidal antl-inflammatory agent that pohsesse\ analgesic and antipyretic activities. Its 
I node actron. like that of other NSAIDs, is not completely understood, but may be related to inhibition of cycloox~ genase activity and 
prostaglandm synthesis. Ibuprofen IS a peripherally acting analgexic. Ibuprofen does not have any known effects on opiate receptor\. 

Pharmacokinetics: 
Absorption: After oral dosing with the VlCOPROFE blet, a peak hydrocodonc plasma level of 27 np/mI. i\ achlevcd at 
! .7 hours. and a pe.ak ibuprofen plasma level of 30 m  mL IS achieved at 1.8 hours. The effect of food on the absorption 
of crthcr ccmponcnt from the VICOPROFEN tablet I ?ecn cstabllshcd. 

Ulctnbution: Ibuprofen IS highly protein-bound (994 -L-_ lost other non-steroidal anti-mflammatory agents. Although the 
‘;‘xtcnt of protein binding of hydrocodone in human )t been definitely del.ermmcd, structural smularltics to related 
‘,)prold analgenlcs suggest that hydrocodone is not e tein bound. As most agents m  the 5ring morphinnn group of 
+zm-synthetic opiol,ds bmd plasma protein IO a SI ge 19% [ hydromorphonc] to 35% [oxycodonc I), hydrocodonc 
\I c\pecrctl to fall within this range. 

!\lctabolism: Hydrocodonc exhibits a complex pattl .-_- demcthylation, and h-keto rcduc- 
I Ion to the corresponcling h-a-and 6-P-hydroxy r ncd from the O-demcthylation of 
hpdrocodonc: Ed contributes to the total analge ation processes arc medrnted by 
qxu-ate P-450 isoenzymes: CYP2D6 and CYP4 

I buprofcn i\ present in this product as a racen n in the plasma from the R-isomer 
f( 1 thti S-isomer. Both the R- and S- isomers are oxy-3-methyl-propyl ) phenyl pro- 
phonic acid ;and I+)-2-l’-(2carboxypropyl) pl 1 low levels relative to the parent. 

Hydrocodone ‘and its tnetaboli Elimination: sma half-life of45 hour>. Ibupro- 
ten i\ excrcletl m  the urine, 50% to 60% d conjugate. The plasma half-life 
I\ 2.2 hours 

significan Suecial Populations: No 
macoklnetlcs of h) mom VICOPROFEN has not b&n 

en dcmon\trated The phar- 

Renal Irnpamnent: ’ --- 

Cl.lNl~CAL ST 
In single-dose : 

(IIIC’ or two tablets. 
same dose. No ad\ 

2 surgical pain (abdominal, gynecological, orthopedic), -__ -m I ua components Fivcn at the 

INDICATION! 
VICOPROFEN, !&I-term (generally less than 10 days) management of acute pain VICOPROFEN 

VICO~FEN should not be administered to patients who previously have exhibited hypersensitivity to hydrocodone or ibupro- 
t;*n. VIC’OPROFEN should not be given to patients who have experienced asthma, urticaria, or allergic-type reactions after taking 
acpn-m or o:.kr NSA[ns. Severe. rarely fatal, anaphylactic-like reactions to NSAIDs have been reported in Luch patients (see 
WARNINGS - Anaphylactoid Reactions, and PRECAUTIONS - Pre-existing Asthma). 

Paknts known to be hypersensitive IO other opioitls may exhibit cross-scnsltivitv to hydrocodone. 



WARNINGS 
Abuse and Dependence: Hydrocodone can produce drug dependence of the morphine type and therefore has the potential for being 
abusec!. Psychic and physical dependence as well as tolerance may develop upon rcpcated admmistiation of this dmg and it should be 
nreacribed and adminatered with the same degree of caution ah other narcotic drugs (see DRlG ABUSE AND DEPENDENCE t. 

Respiratory Depression: At high doses or in opioid-sensitive patients. hydrocodone may produce dose-related respiratory 
tlepresslvn by acting directly on the brain stem respiratory centers. Hydrocodone alxo affects the center thal controls rzspira- 
rory rhythm. and may produce irregular and periodic breathmg. 

Head lnjur?; and Increased Intlllcranial Pressure: The respiratory depressant eff&s of opioids and their capacity to elevate cercbrospinal 
lluid prcss~re may be markedly exaggerated in the pre,sence of head injury. intracranial lesions or a pre-existmg increase in mtracranial prex- 
WKY Furthermore. opioids product advcrsc reactions whit bscurc the clinical course of patlents with head injurich. 

Acute Abdominal Conditions: The administration o ds may obscure the diagnosis or clinical course of patients with 
XLIIC abdominal conditions. 

Gastrointestinal (C;I) Effects - Risk of GI Ulcer and Perforation: Serious gastrointestinal toxicity. such a\ 
Inflammatmn. bleeding, ulceration, and perforation ch, small intestine or large intestine, can occur at any tune. 
with or without warning symptoms, in patients tre eroidal anti-inPlammatory drugs (NSPIIDs) Minor upper GI 
problems. such as dyspepsia. are common and time during NLSAID therapy. Therefore. physicians and 
patlt’nts should remain alert for ulceration and sence of previous GI tract symptoms. Patients should be 
Informed about the signs and/or symptoms of s hat steps to take if they occur. The utility of periodic 
laboratory monitoring has not been demonstrat assessed. Only one in five pauents, who develop 
,I se1 IOUS upper GI adverse event of N m therapy is not without risk. 

NSAID:, should ble prescribed with of ulcer disease or gastrointestinal bleed- 
“lg. Most sp0ntaneouS reports of fatal s and therefore special care should be taken 
III treatmg this population. To minimiz lowest effcctivc dose should be used fol 
Ihe shortest possible duration. For h 4IDs s1~o~11~1 be considered. 

Studlea Ihave shown that patients tcstinal bleeding and who use 
lU SAID\, have a greater than I O-fold hese risk factors. In addition to 
a past histol~ of ulcer disease. ph gical studies have identi -therapies 01 co-morbid cond- 
I IOI~S that may increase the risk for as: treatment with oral co t with anticoagulants. longer 
duration of NSAID therapy, smo , older age. and poor general 

,Anaphylactoid Reactions: A reactions may occur in patients with VICOPROFEN. 
L’ICOPROI”EN should not Its with the aspirin triad. The triad t 0 expcri- 
C’IKX rhmltis with or witho or who exhibit severe, potentially or other 
NSAIDs Fatal reactlons to reported in such patients (see TIONS - 
Pre-cxlc,tmg Asthma) Eme 

.\dvanced Renal Diisea recommended If 
NSAID therapy, howc le (SW PRECAU- 
TIONS - Renal Effec 

cause’ premltur 
OPROFEN should be avoided in late pregnancy because it may 

16: As with any oploid analgesic agent, VICOPROFEN tablets should be used with caution in etderly or debilitated 
patlcnts. anti those with severe impairment of hcpatlc or renal function. hypothyroidism, Addison’s disease. prostatic hypertrophy 01 

urethral stn<tJre. The usual precautions should be observed and the possibility of respiratory deprecsion should be kept m  mmd. 

C.iru.gh &flex: Hydrocodone supprcsscs the cough reflex; as with opiotds. caution shs)uld bc cxcrcrsed when VICOPROFEN 
IX ~154 postoperatlveiy and in patients with pulmonary disease. 

&fTect on Diagnostic Signs: The antipyretic and anti-inflammatory activity of ibuproten may reduce fc\er and intlammation, 
thus diminishing their utility as diagnostic signa m detecting complications of pre\umed noninfectious. noninflammatory 
p.lmlul conti~l~ons. 

ffepatic &fleets: As with other NSAIDs. ibuprofen has been reported to cause borderhne elevations of one or more liber 
C~IL~IWS, thic, may occur in up to 15% of patients Theqe abnormalities may progress, may remain essentially unchanged. 01 



may be transtcnt with continued therapy. Notable (3 ttrnel the upper limit of normal) elcvattonx of SGPT (XT) or SGOT 
, AST) occurred tn controlled cltnical trtals tn less than 1% of pattents. A patient wtt7 symptoms and/or signs suggesting liver 
dysfunction. or tn whom an ahnormal liver test has occurred, should he evaluated lbr evidence of the dcvclopmcnt of more 
\evere hel’atic reactions whtle on therapy with VICOPROFEN. Severe hepatic reacttons. includtng jaundtce and cases of fatal 
hepatitts. have been reported with ibuprofen as with other NSAIDs. Although such reactions arc rare, if abnormal liver teals 
persist or ‘“worsen, ifcltnical signs and symptoms consistent with liver disease develop, or tf systemic manifestations occur (e.g. 
costnophilia, rash. etc.). VICOPROFEN should bc discontinued. 

fen has resulted in renal paptllary necrosis and other renal patho- 
in which renal prostaglandins have a compensatory role in the 

tion of a nonsteroidal artti-inflammatory drug may cause a dosc- 
rn renal blood flow, which may precipttate overt rcnul dccom- 
impaired renal funct ton, heat-t failure, liver dysfunctton, those 

ation of nonsteroidal anti-inflammatory drug therapy is usually 

b. The extent to wzhich the metabolites may accumulate in 
impaired renal functton should be more closely tnon- 

Kenal Effcts: Caution should he used when mitiating treatment with VICOPROFEN in pattents wrth considerable dehydra- 
tion II IS advtsable to rehydrate patients tirst and then start therapy wtth VICOPROFEN. Caution i\ al$o recommended in 
patients wilh pre-existing kidney disease (see WARNINGS - Advanced Renal Disease). 

As wtth other NSAIDs, long-term administratton of 
1og1c changes. Renal toxicity has also been seen in p 
tnaintenance of renal perfusion. In these patients. adm 
dcpcndent reduction in proslaglandin formation an 
pen\atloo. Patients at greatest risk of this reactton 
taking diuretics and ACE tnhibitors. and the elderly 
tollowed buy recovery to the pretreatment state. 

Ihuprofctt mctabolitcs arc climinatcd primari 
YattcntS with renal failure has not been studied. P 
1 tot-cd. 

Hematological .Effeects: Ibuprofen. ltke ot regatton but the effect is quantitattvely lesh and 
of shorter duration than that seen with aspt long bleeding time in normal subjects Because 
1111s prolonged bleeding effect may he exa hetnostatic defects, VICOPROFEN should be 
115ctl wtth (caution in personq with intrinsic coagulant therapy. 

Anemia ii sometimes seen in paden is may be due to llutd retention, GI loss. 
or an mcotnpletcly described effect up 

Fluid Hetentkm and Edema: Fluid ret n with ibuprofen; therefore, the drug 
Jtould be ttG;ed with caution in patie n or heart fat lure 

I”r~-e~istin,pAsthma; Patients with c aspirin-sensitive asthma. patients with aspirin-sensitive 
.&itnd has beet-1 associated with s asm, which may he fatal. between aspirin and other 
‘\iSAIDs has hccn reported in su atients, VICOPROFEN sho icttts wtth this form 
,)I’ aqpirtn sensittvity and \hould in patients with pre-existin 

fever and coma has been observed on rare 

has been reported in pat 
c III VlCOPE!OFEN. tb.e 

Information for Pa 
VlCOPROFEN@ rmg). like other opiotd-contaming analgesic\. may 

r~ipa~r mer tal an r ertormance of potentially hazardous tasks \uch as driving a car ot 

e an additivc CNS depression, when taken with this combination product. 

tahit-forming. Patients should lake the drug only for as long as it IS prc$crtbed, in the amounts prc- 
i-cqucntly than prescribed. 

VICO~JFEN, like other drugs containing ibuprofen. IS no1 free of side effects. The htde effects of thehe drugs can cause 
tli~icomfort and, rarely, there arc more serious side effects, such as gastmintesttnal blecdin g. which may result in hospttalic.a- 
tton and even I‘atal outcomes. Patients should he instructed to report an? stgns and sytnptoms (3 gsxtrointe5tinal hlzedmg. 
LI ..-.. .A . .:..- ,... ..‘I-,... ,.. . . -_.-L--^I -1..- ..,... L ^.^L. _.:._ -.I--- 

I.aborator1, Tests 
A tlccrea%: in hemoglobin may occur dunng VICOPROFEN therapy, and elevations of liver ‘enzymes may be oxen in a small percentage 

(,I pattents during VICOPROFEN therapy (see PRECAUTIONS - Hematological Effects and PRECAUTIONS - Hepatic EtTects). 
In paiisnts with \everc hcpatic or renal dtscase, effects of therapy should be moni~orcd wrth liver and/or renal function tests. 

Drug In terxtions 
ACE-inlzibihrs: Reports suggest that NSAIDs tnay diminish the antihypertensive effect of ACE-inhibitors Thrs Interactton 



should be given consideration in patients taking VICOPROFEN concom&mtly with ACE-tnhibitorh. 
Anticholirzergics: The concurrent use of anticholinergics with hydrocodone preparations may produce paralytic ileus. 
Antidqmssants: The USC of MAO inhibitors or tricyclic antidcprcshants with VICOPROFEN may incrcasc the cftcct 01 ctthcr 
the antidepressant or hydrocodone. 
Aspirin: .4s with other products containing NSAlDs, concomitant admmistration of VICOPROFEN and aspirin IS not gcncr- 
‘111~ recommended because of the potential of Increased adverse effects. 
CNS LYepressants: Patients rccciving other opioids. antihistamines, antipsychotics, antianxlcty agents. or other CNS dcprc!,\anLs tmclud- 
~ng alcohol) concomttantly with VICOPROFEN may exhibit an additive CNS depression. When combined therapy 15 contemplated. the 
dose of OIX: or both agents should bc rcduccd. 
Furnsentidt~: Ibuprofen has been shown to reduce the natnuretlc effect of furosetnide and thiazides in borne patients. This response 
has been attributed 1.0 inhibition of renal prostaglandin synthesis. During concomitant therapy with VICOPROFEN the patient 
should be observed closely for signs of renal failure (see CAUTIONS - Renal Effects), as well as diuretic cfticacy. 
Lithium: Ibuprofen has been shown to elevate plasma Ii n concentration and reduce renal lithium clearance. This effect ha\ 
geen attributed to inhibitlon of renal prostaplandin sy~ L by ibuprofen. Thus. when VICOPROFEN and hthium are admin- 
i\tered concurrently. patients should be observed for I lithium toxicity. 
Methotrexate: Ibuprofen. as well as other NSAIDs, 
rabbit kidney slices. This may indicate that ibuprofe d 

sported LO competitively Inhibit methotrexatc accunlula~~nn in 
pee the toxicity of methotrexate. Caution should be used when 

‘V ICOPROFEN is administered concomitantly with 
Wu@uGz: The effects of warfarin and NSAIDs ( gistlc. such that users of both drugs together hake a 
I lsk ot scrlous GI b&ding higher than users of q 

Carcinogenicity, Mutagenicity, and Impairm 
The carcu ,. 1 ,.,i lvestigated. The ability of VICOPROFEN to impair 
tcrtihty ha%, not been assessed. 

Pregnanq : Pregnancy Category C 
Ttmtogenic Effctx VICOPROFEN, administerg 
;kl~d su&ce arty rcspzctively). a matemall; 
;uld an Increase in the number of litters an< 
med to rats m3t 166 mg/kg ( 10.0 and 1.66 1 
tow dose. chid not result m  any lcproduct 
\hould be uu:d during pregnancy only 

Nontenztogenic Effects: Bccaus 
tcm Iclosule of the aluctt 
mnthcr<, who have been t 
irlitabillty and excessive c 
\ cmmltmp. and fever The int 

uring pregnancy (partzularly late 
arly prior to delivery will be physi 
eractive reflexes. increased respiratory 

c syndrome does not always correlate with the 
There i\ no consensus on t#est me 

1 abor and Delivery 
‘4, with other dru,ga 

occurlet- in rats. Adn 

Nursing Mothers A 
It IS not h r 

114 )t dimonstr, 
adverse Ieffeiz 

Pediatric 

ximum clinical dose based on body weight 
el\ and fetuses with any major abnormality 
or abnormality). VICOPRO~~N. adminis- 

.&ace arq rcspzctively). a maternally 
ptcgnant women. VICOPROFEN 

Ended during labor and delivery. 

Jla r sys- 
bc 3rn to 
in cludc 

au :ning, 
or dose. 

r1u rition 

Ereted in human milk. In limited studies, an assay capable of detectmg I mcg/mL did 
of the limited nature of the studies, and the possible 
is not recommended for use in nursing mothers 

/ and effectiveness of VICOPROFEN in pediatric patients below the age of 16 have not been ehtabhrhed. 

Geriatric L!se 
In controlled clinical trials there was no difference m tolerability between patients s: 65 years of age and those 2 65. apart 

fl,om an mcreased tendency of the elderly to develop constipation. Ho-ever, because the elderly may be more sensitlkc to the 
renal and gastromtestinal effects of nonsteroidal anti-inflammatory agents as well as possible increased rick oc respiratory 
diprcusion with op~ds. extra caution and reduced dosages should be used when trcatlng the elderly with VICOPROFEN. 



ADVERSE REACTIONS 
VICOPROFEN *as admmistered to approximately 300 pain patients in a safety study that employed dosages and a dura- 

axon of trcatmcnt sufficient to encompass the recommended usage (see DOSAGE AND ADMINISTRATION) Adverse event 
rates generally Increased with increasing daily dose. The event rates reported below ,ne from approxlmatelv I50 patients who 
were in a group thai received one tablet of VICOPROFEN an average of three to four times daily. The overall incidence rates 
of advl:rae cxycrtences in the trials were fairly similar for thia patient group and those who received the comparison Ircatment, 
acetzammophen 600 mg with codeine 60 mg 

The following lists adverse events that occurred with an incidence of IQ or greater m  clmical trials of VICOPROFEN, with- 
out regard (o the causal relationship of the events to the drug. To dlsringui\h different rates of occurrence m clinical studies. 
the adverse event\ arc listed as follows: 

mwx of (~(IL rr’tr ~~vclnf = less than 3% i 
crdiw-se 6’1 rrlts mnrked with un asterisk * =: 3%: to 9% 
~.rdwrw t,I erlt rut.cs over 9% are in purentheses. 

Body as a \%%ole: Abdominal pain’*; Asthenia*; Fcvei 
biardiovascular: Palpitations; Vasodilation. 
Clentral Nervous System: .4nxlety*.: ConfusIon; k); Hypcrtonia; Insomnia*. , Ncrvousnezs”. Parcsthcsla. Som- 
nolencc (21% ): Thinking abnormalities. 
Digestive: 4norexia; Constipation (22%): DIalrhea pepsia (1 Z’S), Flatulence*‘: Gastritis: Mclcna: Mouth ulccn: 

!VIetabolic and Nutritional Disorders: Edema 
Respiratory: Dyspnea: Hiccups; 
Skin and Appendages: Pruritu?; Sweati 
Special Senses: Tinnitus. 
1..rogenitall: Urmary frequency. 

Incidence less than 1% 
Body as a Whole: A.llergic reaction. , 
(Cardiovascular: Arphythmla; Hypotc 
(‘entral Nervous System: AgitatIoni 
Slurred speech; Tremor, Vertigo. 
Digestive: C halhy Stool; “Clenching t 
Metabolic and Nutritional: Wci 
Musculoskeletal: Arthralgla; h 
Kespiratory: Asthma., Branch 
Skin and Aqpendages: Rasu 
Special Senses: Altet 
llrogenital: Cystilia: 

Abuset F’sychlc ded 
7lrblen stlouki 

ralgla: 

gation. 

,itih. 

&e, and tolerance may develop upon reps;lted admmlstmtion of opioids: thenzl?~~~ VlCOPROF!ZN 
stem3 with the same dep of caution appropriate to use of other oral WC medications. 

ce, the condition in which continued administration 01’ the drug is requlrcd to prevent the 
. . . . . . ,- ^ . 

Depende 
appearan 
ut,c:, allhough a mild degree of physlcal dependence may develop after a few days iof opioid therapy. Tolerance. in 

opiold 
which 

mc,reasingly large doses are required m order to produce the same degree of analge&, is manifcstcd imtially by a shortened 
duration of ;malgesic effect. and subsequently by decrcascs in the mtcnslty of analgcsiir. The rate of development of tolerance 
\ .Irles among patients. Howe\Jer, psychic dependence IS unlikely to develop when VICOPROFEN Tablets are used for a short 

t~ntc lor the treatment of acute pain. 



OVERDOSAGE 
Following an acute overdosage. toxicity may rchult from hydrocodone and/or ibuprofen 

Signs and Symptoms: 
Hydrocodone component: Serious overdose with hydrocodone is characterized by n:splratory depression I a decrease In reb- 

p~ratory rate and/or tidal volume, Cheyne-Stokes respiration, cyanosis) extreme somnolence progressing to stupor or coma. 
skeletal mu>cle flaccidity, cold and clammy skin, and sometImes bradycardia and hypotenrion. In bevere ocerdosage. apnea. 
CI tculator) ~collapse, cardiac alrest and death may OCCUI. 

Ibuprofen component: Symptoms include gastrointestinal irritation with erosion old hemorrhage or perforation, kidney 
d,lmage. liar damage. heart damage. hemolytic an ulocytosis. thrombocytnpenia. aplastic anemia. and meningms. 
Other symploms may include headache, dizziness, Ifusion, blurred vision. rnentai disturbances, \kln rash, atomatl- 
11,. edema, rt:duced retmal sensitivity. cornea1 dep 

Treatment: 
Prlrn,lry attention should he given to the re-esta dequate respiratory exchange through pro\ IsIon of a patent 

alrwap and rhe mstitutlon of assisted or controlled oxonc, a narcotic anlagonist, can reverse respu-atory deprcs- 
slon and coma associated with opioid overdose or to oploids, mcluding hydrocodone. Therefore, an appro- 
prlate dose of naloxonc hydrochloride sh ravenously with simultaneous efforts at rcspirotory 
rc*uacitation. Since the duration of action of that of the naloxone, the patient should be kept under 
continuous ;urvelllance and repeated doses o e administered as needed to maintam adequate respira- 
tlf,jn. Supportive measures should be emploved may be Iuseful in removing unabsorbed drug. In 
caqes where consciousness is impaired it tric lavage. If gastric lavage is performed, little 
drug will likely be recovered if more than Ibuprofen is acidic and is excreted in the urine: 
thcrcfore, it may be beneficial to administe to supportive measures the use of oral acti- 
vated charcoal may help to reduce the ab . Dialy\ls is not hkcly to be effective for 
rcrnoval of ibuprofen because It is very h 

DOSAGE AND ADMINISTRATI 
For the aho~+term (generally less 

tablet every C to 6 hours, as necess 
tc:lerancr: to hytlrocodone can devel 

The lowcnt effective d 
observing ths imtial respc 
in&\ rdual patient’s need, w 

ued use and that the incldenc 
ng Interval should be sought 
COPROFEN. the dose and fr 

lose of VICOPROFEN is one 
hould be kept in mind that 

x do*ie related. 

atctl to suit the 

HOW !iUPPLIED 
\‘lCC)PROF’EN@ tablet 
White film-coated ro 

Bottleh of 100-ND 
Bottles of 500-N 

lain on the other side 

excursions permitted to 15’-30°C (59”~WI;). [See LISP Controlled Room Temperature]. 

t-resistant container. 

a ABBOlT LABORATORIES 
NORTH CHICAGO IL 60064, U  S  A  02A-61 O-2312-1 MASTER 



LACHMANCONSULTANTSERVICES,lNC. 
Westbory, NY 11590 

ATTACHMENT C 



DEPARTMENT OF HEALTH & HUMAN SERVICES 

--~ ___- 

Public Health Service 

Food and Drug Administration 
Rockville MD 20857 

SciRegs Consulting 
Attention: C. Jeanne Taborsky 
6333 Summercrest Drive 
Columbia, MD 2 1045 

SEP 25 2002 

Docket No.O2P-0270/CPl 

Dear Ms. Takborsky: 

This is in response to your petition filed on June 13,2002, requesting permission to file an 
Abbreviated New Drug Application (ANDA) for the following drug product: Hydrocodone 
Bitartrate and Ibuprofen Tablets, 5 mg/200 mg. The listed drug product to which you refer in 
your petition is Vicoprofen@ (hydrocodone bitartrate and ibuprofen) Tablets, 7.5 mgQ00 mg, 
approved und.er NDA 20-7 16 held by Abbott. 

Your request involves a change in strength of the hydrocodone bitartrate component from that of 
the listed drug product (i.e., from 7.5 mg to 5 mg). The change you ,request is the type of change 
that is authorized under the Federal Food, Drug, and Cosmetic Act (.4ct). 

We h,ave reviewed your petition under Section 505(j)(2)(C) of the Act and have determined that 
it is approved. This letter represents the Food and Drug Administration’s (FDA) determination 
that an ANDA may be submitted for the above-referenced drug product. 

Under Section 505(j)(2)(C)(i) of the Act, the FDA must approve a petition seeking a strength that 
differs from the strength of the listed drug product unless it finds that investigations must be 
conducted to ishow the safety and effectiveness of the differing strength. 

The FDA finds that the change in strength for the specific proposed drug product does not pose 
questions of safety or effectiveness because the uses and route of administration of the proposed 
drug product are the same as that of the listed drug product. In addition, a 5 mg dose of 
hydrocodone ibitartrate has been previously approved as safe and effective by the FDA when 
combined with other non-narcotic analgesics such as acetaminophen and aspirin. The FDA 
concludes, therefore, that investigations are not necessary in this instance. Also, if shown to 
meet bioavailability requirements, the proposed drug product can be expected to have the same 
therapeutic effect as the listed reference drug product. 



02P-0:27O/CP 1 
SciRegs Consulting 

The approval of this petition to allow an ANDA to be submitted for the above-referenced drug 
product does not mean that the FDA has determined that an ANDA will be approved for the drug 
product. The determination of whether an AhDA will be approved :is not made until the ANDA 
itself is submitted and reviewed by the FDA. 

For your information, the listed drug product to which you refer is covered by a period of patent 
protection which appears in the Approved Drug Products With Therapeutic Equivalence 
Evaluations :22nd Edition, published by the FDA. The existence of such a patent will require a --7 
certification upon submission of an ANDA for your proposed drug product and may also affect 
the approval date of any ANDA. 

To permit review of your ANDA submission, you must submit all information required under 
Sections 505(j)(2)(A) and (B) of the Act. To be approved, the drug product will, among other 
things, be required to meet current bioavailability requirements under Section 505(j)(Z)(A)(iv) of 
the A.ct. We suggest that you submit your protocol for this drug product to the Office of Generic 
Drugs, Division of Bioequivalence prior to the submission of your ANDA. During the review of 
your application, the FDA may require the submission of additional information. 

The listed drug product to which you refer in your ANDA must be the one upon which you based 
this petition. In addition, you should refer in your ANDA to the appropriate petition docket 
number cited above, and include a copy of this letter in the ANDA submission. 

A copy of thi:s letter approving your petition will be placed on public display in the Dockets 
Management Branch, Room 1061, Mail Stop HFA-305, 5630 Fishem Lane, Rockville, MD 
20852. 

Sincerely yours, 

’ Gary J. Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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L4CHMAN CONSULTANT SERVICES, INC. 
Westbury, NY 11590 

ATTACHMENT D 



Hydrocodoue Bitartrate and Ibuprofen Tablets 
2.5 mg/200 mg 
Rx only 

DESCRIPTION 

Each hydrocodone bltartrate and Ibuprofen tablet contams 

Hydrwodone Bltartrate, UP 2.5 mg 

Ibuprofen, IJSP 200 mg 

Hydrocodonc bltartrate and Ibuprofen IS supphed m a fixed combmatlon tablet form for oral admmlslratlon Hydrocodone bltartrate and 
Ibuprofen combmex the opmld analgesic agent, hydrocodone bltartrate, wth the nonsteroldal anti-mflammatory (NSAID) agent. fbuprofen 

Hydrotodone bltartrate IS a semisynlhetlc and centrally actmg opxxd analgesic. Its chemical name 1s 4,5 (alpha)-epoxy-3-methoxy-I 7- 
mr:thylmorphlnan-(,-one tartrate (1:l) hydrate (2.5). Its chemical formula IS. 

(‘ IX II ‘, NO i C 4 H h 0 h .2 !i H z 0, and the molecular weight IS 494 50. Its structural formula IS’ 

z -- --I-^” 
HN’CHs CH, 

qf-2 / \ c, - 
ocn3 O 0 

Ibuprofen IS a nonsteroldal anti-mtlammatory drug wth analgesic and antlpyretlc propertIes. Its chamcal name IS: (1)-2-( p -wbutylphenyl) 
proplon~c acid Its chemical formula is C 13 H ,X 0 2, and the molecular weight IS: 206 29 Its structural formula IS’ 

Inactwe mgredlents m hydrocodone b&v&ate and Ibuprofen tablets mclude This mformatlon ~111 be prowded when the apphcatlon IS 
subrmtted 

CL [NICAIL PHARMACOLOGY 

Hydrocodone component: Hydrocodone IS a semisynthetic opimd analgesx and antltussive wth multiple actIons quahtatwely slmdar to those 
of co&me Most of these mvolve the central nervous system and smooth muscle. The precise mechamsm of action of hydrocodone and other 
oplolds 1s not known, although it 1s beheved tcl relate to the existence of opiate receptors m the central nervous system. In addmon to analgwa, 
oplo~tls may produce drowsmess, changes m mood, and mental cloudmg 

lbuprqfen component: Ibuprofen IS a non-stermdal ant]-mtlammatory agent that possesses analgew and antlpyretlc actwmes Its mode 
actton, hke that oFother NSAIDs, IS not completely understood, but may be related to mhilxtion of cyclooxygenase actlwty and prostaglandm 
syntheses. Ibuprofen IS a peripherally actmg analgesic Ibuprofen does not have ‘any known effects on opiate receptors 



I’hawmacokinetics: 

AAer oral dosmg wth hydrocodone Martrate and Ibuprofen tablets, a peak hydrocodone plasma level of 27 ng/mL 1s achieved at Absorrhon: 
1 7 hours, and a peak ibuprofen plasma level of30 mcg/mL IS achlevcd at I 8 hours ‘The effect of food on the absorption of either component 
from the hydrococlone bltartrate and Ibuprofen tablet has not been estabhshed 

lbuprofen IS highly protein-bound (99%) hke most other non-stcradal ant]-Inflammatory agents Although the extent of protem Distribution: 
bmdmg of hydrocodone m human plasma has not been detimtely determmed, structural slmilaritles to related oplold analgesics suggest that 
hydrocodone 1s not extenslrely protem bound As most agents m the S-rmg morphinan group of serru-synthetic oplolds bmd plasma protem to a 
slmllar #degree (range 19% [hydromorphone] to 45% [oxycodone]), hydrocodone IS expected to fall wthm this range 

Hyclrocodone exhlblts a complex pattern of metabohsm, mcludmg 0 -demethylatlon, N-demethylatlon, and 6-keto reductton to Metabolism: 
the coxespondmg 6-(alpha)-and 6-(beta)-hydroxy metabohtcs. Hydromorphone, a potent oplold, IS formed from the 0 -demethylatlon ot 
hydrotodone and tontrlbutes to the total analgesic effect of hydrocodone. The 0 - and N -demethylation processes are medlated by separate P- 
4210 Isoenzymes’ CYP2D6 and CYP3A4, respectively 

Ibuprofen IS present m  thts product as a racemate, and followmg absorption It undergoes mterconverston III the plasma from the R-Isomer to the 
S-Isomer Both the R- and S- isomers are metabohzed to two prtmary metabohtes: (+)-2-4’-(2hydroxy-2.methyl-propyl) phenyl propmmc acid 
and (+ I-?-4’-(2carboxypropyl) phenyl proplow acid, both of which circulate m the plasma at low levels relatwe to the parent 

Hydrocodone and Its metabohtes are ehmmatcd primarily m  the kidneys, wth a mean plasma half-hfe of 4 5 hours Ibuprofen IS Eliiination: 
excreted in the urme, 50% to 60% as metabohtes and approximately 15% as unchanged drug and conjugate The plasma half-hte 15 2 2 hours 

Special PowlatiolE No slgmticant pharmacokmetlc dlfferenccs based on age or gender have been demonstrated The pharmacokmetlcs 01 
hydrocslone and Ibuprofen from hydrocodone hltartrate and ibuprofen has not been evaluated m children 

~Impainnen~ The effect of renal insufficiency on the pharmacokmetlcs of the hydrocodone Martrate and Ibuprofen dosage form ha 
not been determmed 

CLINICAL, STUDIES 

In smgle-dose studies of hydrocodone txtartrate and Ibuprofen tablets m post surgxal pam (abdommal, gynecological, orthopedic), 940 patlents 
were stlJdled at doses of one or two tablets. Hydrocodone bltartrate and Ibuprofen produced greater eRicacy than placebo and each of Its 
mdtwdual components gwen at the same dose. No advantage was demonstrated for the two-tablet do:* 

INDICATIONS AND USAGE 

Hydrowdone bltartrate and Ibuprofen tablets are mdxated for the short-term (generally less than 10 clays) management of acute paln 
Hydrwx~one bIttirate and ibuprofen IS not mdlcated for the treatment of such condmons as osteoartlntls or rheumatotd arthrms 

CONTRAINDICATIONS 

Hydrocodone bltartrate and Ibuprofen should not be admmlstered to patlents who prewously have exhIbIted hypersensltlwty to hydrocodone or 
tbuprotin. Hydrocodone bltartrate and Ibuprofen should not be given to patients who have experienced asthma, urtlcana, or allergic-type 
reactwns after takmg aspmn or other NSAIDs Severe, rarely fatal, anaphylactlc-hke reactIons to NSAIDs have been reported m such patients 
I:sec \a .‘dINlhc 15 - Am~~l~~i~~t:~~d Ikxrrnns , and I’lif (‘Al 1 I I( ,NS - l’rww~rmg :$~!luw ). 

Pattents knos n to be hypersensmve to other opmlds may exhibit cross-sensmwty to hydrocodone 

WARNINGS 

4bose and Dependence: Hydrocodone can produce drug dependence of the morphme type and therefore has the potential for bemg abused. 
Psychic and physlcal dependence as well as tolermce may develop upon repeated admmlstration of this drug and It should be prescribed and 
ddmmlstered wth the same degree ofcaution as other narcotic drugs (see I)KI ‘ii -2111 ‘il \&I3 IXI’f IxlIi YC 1, ) 

Kespiraltory Depression: At high doses or m  oplold-sensrtwe patients, hydrocodone may produce dose-related respiratory depressjon by 
xtmg dxectly on the bram stem respiratory centers. Hydrocodonc also affects the center that controls respiratory rhythm, and may produce 
irregular and perlodlc breathmg. 



Head Injury and Increased Intracranial Pressure: The respiratory depressant etfects ofopioids and their capacity to elevate cerebrospmal 
fluid ‘pressure may be markedly exaggerated m the presence ofhead qury, mtracramal lesions or a preexisting increase in mtracramal 
pressure. Furthermore, opioids produce adverse reactions which may obscure the clnncal course of patients with head nquries 

Acute Abdominal1 Conditions: The admnnstration of opiotds may obscure the diagnosis or chmcal course of patients with acute abdommal 
condinons 

Gastrointestinal (GI) Effects - Risk of Cl Ulceration, Bleeding and Perforation: Serious gastromtestmal toxicity, such as mtlammation, 
bleedng, ulceration, and perforation of the stomach, small mtestme or large intestme, can occur at any time, with or without wammg 
symptoms. m patients treated with nonsteroidal anti-inflammatory drugs (NSAIDs) Mmor upper GI problems, such as dyspepsia, are common 
and tray also occur at any time during NSAID therapy Therefore, phystctans and pattents should remain alert for ulceration and bleeding even 
m the absence of previous GI tract symptoms. Patients should be mformed about the signs and/or symptoms of serious GI toxicity and what 
sieps I o take if they occur. The utihty of periodic laboratory momtonng has not been demonstrated, nor has it been adequately assessed. Only 
one in live patients, who develop a serious upperG1 adverse event of NSAID therapy, IS symptomatic. I-ven short term therapy is not unhout 
risk 

I\SAlDs should be prescribed with extreme caution in those with a prior history of ulcer disease or :~astromtestmal bleedmg. Most spontaneous 
reports of fatal Cl events are m elderly or debtmated patients and therefore special care should be taken in treating this population To 
mnumize the potential risk for an adverse GI event, the lowest effective dose should be used for the shortest possible duration. For high nsk 
p.atients, alternate therapies that do not mvolve NSAIDs should be considered. 

Studies have shoun that patxnts wtth a prior history of peptic ulcer disease and/or gastrointestinal bleeding and who use NSAIDs, have a 
greater than IO-fold risk for developing a GI bleed than patients with neither of these nsk factors. In addition to a past history of ulcer disease, 
pharmaco-epidemiological studies have tdentitied several other co-therapies or co-morbid conditions that may mcrease the risk for GI bleedmg 
such as treatment with oral corticosteroids, treatment with anticoagulants, longer duration of NSAID therapy, smokmg, alcoholism, older age, 
and pear general h.ealth status. 

Anaphylactoid Rleactions: Anaphylactoid reactions may occur m patients without known prior exposure to hydrocodone bit&mate and 
ibuprofen. Hydrocodone bmutrate and ibuprofen should not be given to patients with the aspmn triad The tread typtcally occurs m asthmatic 
patienis who experience rhmms wtth or without nasal polyps, or who exhibit severe, potentially fatal bronchospasm after takmg asprrm or other 
NSAIDs Fatal reactions to NSAIDs have been reported in such patients (see i 0U IX :1lhDl(‘2 i h:US and PHtC \I;‘! Ii )‘Lq - !‘~c-c:uIsI~: 
\~:“lm~ ). Emergency help should be sought when anaphylactoid reaction occurs 

Advanced Renal IDisease: In cases with advanced kidney disease, treatment with hydrocodone bitartrate and ibuprofen is not irecommended 
If NSAID therapy, however, must be inmated. (close momtormg of the patient’s kidney function is advisable (see Pi0 ( .21 I tO’,S - lien 11 
I t:cit, 1 

Pregmancy: As with other NSAID-contammg products, hydrocodone bitartrate and ibuprofen should be avmded m late pregnancy because it 
may cause premature closure of the ductus artenosus. 

PRECAUTIONS 

General Precautions 

Specin,l Risk Parier~ls: 4s with any opiotd analgesic agent, hydrocodone bttartrate and ibuprofen tablets should be used with caution in elderly 
or debihtated patients, and those with severe impairment of hepattc or renal function, hypothyroidism, Addison’s disease, prostatic hypertrophy 
or urethral stricture The usual precauttons should be observed and the posstbthty of respiratory depmssion should be kept in mmd 

Cough Reflex: Hydrocodone suppresses the cough reflex; as with oprotds. caution should be exercised when hydrocodone bitartrate and 
ibuprofen is used postoperatively and m patients with pulmonary disease. 

Effect on DiagnosficSigns: The anttpyretic and anti-mflammatoty activity of ibuprofen may reduce fever and mflammation, thus dimnnshmg 
their utility as diagnostic signs m detectmg comphcattons of presumed nonmfecttous. nonmflammatcry pamful conditions 

Hepatic Effecrs: As with other NSAIDs, ibuprofen has been reported to cause borderline elevations of one or more hver enzymes, this may 
occur m up to 15% of patients. These abnormahties may progress, may remam essentially unchanged, or may be transient with contmued 
therapy Notable (3 times the upper hmit of normal) elevations of SGPT (ALT) or SGOT (AST) occurred m controlled chnical trials in less 
than IF, ofpatients A patient with symptoms and/or signs suggestmg hver dysfunction, or m whom ;an abnormal hver test has occurred, should 
be evaluated for evidence of the development of more severe hepatic reactions while on therapy with hydrocodone bttartrate and ibuprofen. 
Severe lepatic react ions, mcludmg Jaundice and cases of fatal hepatitis, have been reported with ibuprofen as wnh other NSAIDs Although 
such reactions are rare, tf abnormal hver tests persist or worsen, if climcal signs and symptoms consistent u ith hver disease develop. or II 
systemic mamfestattons occur (e g eosmophtha, rash, etc ), hydrocodone bttartrate and ibuprofen shculd be discontmued 



. ” . 

Henar’ Effects: Caution should be used when mltlatmg treatment with hydrocodone lxtartrate and Ibuprofen m  patients with considerable 
dehydratmn It IS addvlsable to rehydrate patients first and then start therapy with hydrocodone bnartrate and Ibuprofen. Caution IS also 
recommended m  patients wnh pre-exlstmg kidney disease (see W .W.YIN(I\ - .\d~:inccd l<cn~I !)IX,W ) 

Pa with other NS,4IDs, long-term admmlstratlon of Ibuprofen has resulted m  renal papillary necrosis and other renal pathologic changes. Renal 
toxloty has also b’een seen m  patients m  wtnch renal prostaglandins have a compensatory role m  the mamtenance of renal perfusion In these 
patlents, admnustratlon of a nonstermdal anti-mflammatory drug may cause a dose-dependent reduction m  prostaglandm formatIon and, 
secon’danly. m  renal blood flow, which may preclpltate overt renal decompensatlon Patients at greatest risk of this reactlon are those with 
nnpalred renal function, heart fadure, hver dysftmctton, those takmg diuretics and ACE mhlbitors, and the elderly. Dlscontmuatlon of 
nonsteroldal antl-Inflammatory drug therapy 1s usually followed by recovery to the pletreatment state 

Ibuprofen metabohtes are ehminated pnmardy by the kidneys. The extent to which the metabohtes may accumulate m  patlents with renal 
tinlure has not been studled Patients with slgmticantly Impaxed renal function should be more closely momtored 

Hematological EJ@%: Ibuprofen, llke other NSAIDs, can mhlblt platelet aggregatmn but the effect IS quantltatlvely less and of shorter 
duration than that seen with aspmn. Ibuprofen has been shown to prolong bleedmg time m  normal subjects. Because this prolonged bleedmg 
el’fect may be exaggerated m  patients with underlymg hemostatic defects, hydrocodone bitartrate and ibuprofen should be used with caution m  
persons wnh mtrmslc coagulation defects and [hose on anticoagulant therapy 

Anemia IS sometnnes seen m  patients recelvmg NSAIDs, mcludmg Ibuprofen. This may be due to tluld retention, GI loss, or an Incompletely 
d’escn bed eftect upon erythropolesls 

F’luid Retention and Edema: Fhxd retention and edema have been reported m  assoclatlon with Ibuprofen; therefore, the drug should be used 
oath cautmn m  patients with a hlstory of cardiac decompensatlon, hypertension or heart fadure 

Prewcisting Asthma: Patients with asthma may have aspirm-sensltlve asthma. The use of aspmn m  patlents with aspmn-sensWve asthma has 
been ?.ssoclated with severe bronchospasm, whxh may be fatal Smce cross-reactlvny between asplqn and other NSAIDs has been reported m  
such asmrm-sensmve patients, hydrocodone bitartrate and Ibuprofen should not be adrnmlstered to pahents with this form of aspmn senMvlty 
and sl-ould be used with caunon in patients with pre-exlstmg asthma 

Asepfk ,Meningitis: Aseptlc memnglt ls with fiber and coma has been observed on rare occasions m  patients on Ibuprofen therapy Although It 
1s probably more hkely to occur m  patients with systetmc lupus exythematosus and related connective tissue &eases, It has been reporttxl m  
p&en& who do not have an underlymg chrome dxase. If signs or symptoms of memngms develop m  a patlent on hydrocodone lxtartrate and 
Ibuprofen, the possltnlity of Its being related to Ibuprofen should be consldered 

Informatialn for Patients 

Hydroc,adone bltartrate and Ibuprofen (hydrocodone b&mate 7.5 mg and Ibuprofen 200 mg), hke other opiold-contammg analgesics, may 
nnpan mental and/or physlcal ablhtles requxed for the performance of potentially hazxdous tasks such as dnvmg a car or operatmg 
machinery: parlenls should be cautloned accordmgly. 

Alcohmsl and other CNS depressants may produce an addltlve CNS depressjon, when taken with this combmation product. and should be 
avoIded 

Hydrocodone bltartrate and Ibuprofen may be habit-formmg Patients should take the drug only for as long as It 1s prescribed, m  the amounts 
plescrtbed. and no more frequently than prescribed 

Hydrocodone bltartrate and Ibuprofen, hke other drugs contammg Ibuprofen, 1s not lice of side effects The side effects of these drugs can 
cause #discomfort and, rarely, there are more serious side effects, such as gastromtestmal bleedmg, which may result m  hospltahzatlon and even 
fatal ourcomes. Patients should be Instructed to report any signs and symptoms of gastrointestinal bleedmg, blurred vlqlon or other eye 
symptlxns, skm rash, we& gam, or edema. 

Labwatory Tests 

A decrease m  hemoglobm may occur durmg hydrocodone bltartrate and Ibuprofen therapy, and elev%tlons of hver enzymes may be seen m  a 
small percentage of patients durmg hydrocodone tntartrate and Ibuprofen therapy (see PRECAUTIONS - ( i~~maiolo~xai I t‘lixx. and 
IWI t \1 “I iO\S I lipstick l’fezts ). 

In pat18:nts M  Ith severe hepatlc or renal disease, effects of therapy should be momtored with hver and/or renal function tests 

Drug Interactions 



I 
I . 

jQCE-inhi6ir~rs: Reports suggest that NSAIDs may dtminish the armhypertensive effect of ACE-tnhtbttors. Thts mteractton should be gtven 
consrderatron m  patrents takmg hydrocodone hitartrate and tbuprofen concomnantly wrth ACE-mhrbrton 

Antkhofinergics: The concurrent use of anttchohnergtcs wtth hydrocodone preparatrons may produce paralyttc deus. 

Antidepressants: The use of MAO mhtbttors or tncychc anndepressants wtth hydrocodone bttartrate and rbuprofen may mcrease the effect of 
etther the anndepressant or hydrocodone. 

Aspirin: As wtth other products contaming NSAIDs. concomrtant admnustratron of hydrocodone bttartrate and Ibuprofen and aspum IS not 
generally rccomlrlended because of the potentrat of Increased adverse effects. 

CA’S .Depressants: Pattents recerving other oprords, antrhtstammes, anttpsychotrcs, antranxrety agel?ts, or other CNS depressants (mcludmg 
alcohol) concomrtantly wrth hydrocodone bttartrate and tbuprofen may exhrbrt an addtttve CNS dcpressron When combmed therapy IS 
contemplated, the dose of one or both agents should be reduced 

F’urosemide: Ibuprofen has been shown to reduce the natrturettc effect of mroscmtde and thtazides m  some pattents Thus response has been 
attrtbt ted to mhrbutton of renal prostaglandin syntheses. Durmg concomttant therapy wtth hydrocodone bttartrate and tbuprofen the patrent 
should he obsaved closely for stgns of renal fadure (see PKI‘t ,\i ‘I IONS - Renal i !\ccts ), as well as drurettc efftcacy. 

Lithium: Ibuprofen has been shown to elevate plasma lithtum concentration and reduce renal hthtum clearance. Thts effect has been attrrbuted 
to mhtbtuon of renal prostaglandm syntheses by ibuprofen Thus, when hydrocodone bmartrate and I auprofen and hthtum are admmtstered 
concurrently. pattents should be observed for srgns of hthtum toxtcrty 

Methohvxate: Ibuprofen, as well as other NSAIDs, has been reported to competitrvely mhtbrt methotrexate accumulatron m  rabbrt ktdny 
shces 7 hrs may mdtcate that Ibuprofen could enhance the toxrctty of mcthotrexate. t’autron should be used when hydrocodone bnartrate and 
rbuprofcn 1s adnnmstered concomttantly wtth methotrexate. 

Wurfar+z: The effects of warfarin and NSAIDs on GI bleedmg are synergrsttc, such that users of both drugs together have a rusk of serious GI 
bleeduq htgher than use-s ofetther drug alone. 

Carccinogenicity, Mutagenicity, and Impairment of Fertility 

The carcmogemc and mutagemc potenttal of hydrocodone bttartrate and Ibuprofen has not been tnvesttgated. The abthty ofhydrocodone 
bttartratt and rbupmfen to rmpatr fertthty has not been assessed 

Pregnancy: Pregnancy Category C. 

Teratogenic Effects: Hydrocodone brtattrate and Ibuprofen, admmtstercd to rabbits at 95 m&g (5.73 and 1 9 ttmes the maxtmum chntcal 
dose based on body werght and surface area, respecttvely), a maternally toxtc dose, resulted m  an mcrease rn the percentage of htters and 
fetuses atth any major abnormahty and an increase m  the number of Inters and fetuses wtth one or more nonossrficd metacarpals (a mmor 
abnormairty) Hydrocodone bttartrate and Ibuprofen, admmistered to rats at 166 mgikg (10 0 and I .6(; ttmes the maxtmum cluncal dose based 
on body werght and surface area, respecttvely), a maternally toxrc dose, did not result m  any reproductrve toxrctty. There are no adequate and 
we’l-controlled studres m  pregnant women. Hydrocodone bttartrate and Ibuprofen should be used during pregnancy only I!’ the potenttal benefit 
tusitties the potentml nsk to the fetus. 

Wonterutogenic Efiecr~: Because of the known effects of nonsterotdal antt-mflammatory drugs on th’e fetal cardrovascular system (closure of 
the ductus artertosus), use durmg pregnancy (partrcularly late pregnancy) should be avoided. Babtes born to mothers who have been takmg 
optotds regularly poor to dehvety wdl be physrcally dependent The wtthdrawal signs mclude mitabihty and excesstve ctytng, tremors, 
hyperacl lie reflexes, mcreased resprratory rate, Increased stools, sneczmg, yawnmg, vomrtmg, and fever The mtensrty of the syndrome does 
not always correlate wtth the duration of maternal optord use or dose. There IS no consensus on the best method of managmg wrthdrawal. 

Labor and Delivery 

2s wrth other drugs known to mhtbit prostaglandtn synthesis, an mcreased Incidence of dystocta and delayed partuntton occurred rn rats. 
Idnmustratron of hydrocodone bttartrate and Ibuprofen IS not recommended durmg labor and dellvery. 

Nursing Mothers 

It ts not known whether hydrocodone ts excreted m  human mrlk. In hmtted studtes, an assay capable ol‘detectmg I mcg/mL dtd not 
demonstrate Ibuprofen m  the mdk of lactatmg mothers. However, because of the hmtted nature of the studres, and the posstble adverse effects 
ofprostaglandm-mhrbrtmg drugs on neonates, hydrocodone bttartrate and rbuprofen ts not recommended for use m  nursmg mother\ 



[ .‘*. 

Pediatric Use 

-The safety and effectiveness ofhydrocodone tntartrate and Ibuprofen m  pediatric pauents below the age of 16 have not been established 

Geriatric Use 

In controlled chnxal trials there was no difference m  tolerablhty between patlents <: 65 years of age and those pi= 65, apart Tom an Increased 
tendency of the elderly to develop constlpatlon. However, because the elderly may be more sensm,e to the renal and gastromtestmal effects of 
nonstaoldal anti-inflammatory agents as well as possible increased nsk of respnatory depression v+lth optolds, extra caution and reduced 
dosages should be used when treatmg the elderly with hydrocodone bltartrate and Ibuprofen 

ADVERSE REACTIONS 

Hydrocodone bltartrate and Ibuprofen was admmlstered to approxmately 300 pam patients in a safety study that employed dosages and a 
duratmn of treatment sufflclent to encompass the recommended usage (see D0S 2(;1’ :IhD IZI)MII‘~lS I I( ,? 1 I(.)5 ). Adverse event rates 
generally Increased with Increasing dally dose The event rates reported below are from approximately I50 patients who were m  a group that 
recetked one tablet of hydrocodone bltartrate and Ibuprofen, an average of three to four times dally. The overall mcldence rates of adverse 
experiences m  the trials were fairly slmdar for this patient group and those who received the comparison treatment, acetammophen 600 mg 
with codeme 60 mg. 

The fcllowmg hsts adverse events that occurred with an mcidence of I 56 or greater m  chmcal trials aof hydrocodone bltartrate and Ibuprofen, 
wlthout regard to the causal relahonstnp of the events to the drug To rhstmguish different rates of occurrence m  chmcal studies, the adverse 
events ale bsted as follows~ 

Body as a Whole: Abdommal pam . *. Asthema’: Fever; Flu syndrome, Headache (27%), InfectIon*, Pam 

Cardiovascular: Palplfatlons; Vasodllatmn 

Central Nervous System: Anxiety*; Confusion, Dzziness (14%); Hypertoma, Insomma*: Nervousness *, Paresthesia, Somnolence (22%), 
rhmkmg abnormahtles 

Digestive: .Anorexla; Constrpatlon (22%). Dlarnhea*; Dry mouth *, Dyspepsia (12%): Flatulence *, C’astntis, Melena; Mouth ulcers; Nausea 
(3 I o/o), I‘hlrst, Votrutmg*. 

Metabolic and Nutritional Disorders: Edema*. 

Respiratory: Dyspnea, Hiccups; Pharyngltis, RJnmtls 

Skin and Appendages: Pruntus*; Sweatmg’ 

Special Senses: Tmmtus 

Urogenital: Unnary frequency 

Incidence less than 1% 

Body as a Whole: .Allerglc reactjon 

Cardiovascular: Arrhythmia, Hypotenslon, Tachycardla. 

Central Nervous System: Agltatlon; Abnormal dreams, Decreased hbldo, DepressIon. Euphona; Mood changes, Neuralgia; Slurred speech, 
lrrelnor, vertigo 



Digehve: Chalky stool; “Clenchmg teeth”; Dysphagta, Esophageal spasm; Esophagms, Gastroenterms; Glossms; Ltver enzyme elevatton 

Metabolic and Nutritional: Wright decrease 

Musculoskeletal: Arthralgta, Myalgta 

Respiratory Asthma, Bronchttts. Hoarseness; increased cough, Pulmonary congestton; Pneumonia; Shallow breathmg; Smusttts 

Skin :md Appendages: Rash; Urtrcarta. 

Special Senses: Altered vtston; Bad taste; Dry eyes 

l[rogenital: Cystttrs; Glycostma; Impotence, Urmary mcontmence; Urinary retentton. 

DRUG ABUSE AND DEPENDENCE 

Controlled Substance: Hydrocodone bitartrate and Ibuprofen tablets are a Schedule 111 controlled substance 

Abuw: Psychtc dependence, physical dependence, and tolerance may develop upon repeated adnnrnstratton of optotds: therefore, 
hydrocodone bttartrate and Ibuprofen tablets should be prescrtbed and admnnstered utth the same degree of caution approprtate to use of other 
otal nxcotx medrcatmns. 

Dependence: Phystcal dependence, the condttton m whtch contmued admmistratton of the drug IS requtred to prevent the appearance of a 
urthdrawal syndrome, assumes chmcally stgrnticant proportions only after several weeks of contmued optold use, although a nnld degree of 
pbystcal dependence may develop after a few days of optotd therapy Tolerance, m whtch mcreasmgly large doses are requtred tn order to 
produce the same degree of analgesia, is mamfested nnttally by a shortened duratton of analgesrc efliect, and subsequently by decreases m the 
mtenstty of analgesta The rate of development of tolerance vartes among pattents However, psychx dependence ts unhkely to develop when 
hydrotodone bttartrate and tbuprofen tablets arc used for a short ttme for the treatment of acute patn 

OVERDOSAGE 

Folloamg an acutt. overdosage, toxtcny may result from hydrocodone and/or Ibuprofen. 

Signs and Symptoms: 

Hydrocodone coq~onent: Serious overdose with hydrocodone ts character]& by respnatory depresston (a decrease m respnatory rate and/or 
ttdal volume. Cheyne-Stokes resptratton, cyanosts) extreme somnolence progressmg to stupor or coma, skeletal muscle flacctdny, cold and 
clammy skm. and somehmes bradycardta and hvpotenston. In severe overdosage, apnea, cnculatory collapse, cardtac arrest and death may 
OCC”, 

Ibuprgfh component Symptoms mctude gastromtestmal nrttatton wtth eroston and hemorrhage or perforatton, ktdney damage, hver 
damage, heart damage, hemolytrc anemta, agranulocytosts, thrombocytopema, aplasttc anemta, and rnernngttts. Other symptoms may mclude 
headaclx, dtzzmesr;, tmnmrs. confusion, blurred vtsron, mental dtsturbances, skm rash, stomatttts, edema, reduced retmal senstttv tty, comeal 
depostts, and hyperkalemta. 

Treattment: 

Pnmaq. attention should be gtven to the re-estabhshment of adequate respnatory exchange through provtston of a patent anway and the 
rnstnutton of asststed or controlled venttlation. Naloxone, a narcottc antagomst, can reverse respnatoty depresston and coma assoctated w tth 
optold oxrdose or unusual sensmvtty to optotds, mcludmg hydrocodone. Therefore, an appropriate dose of naloxone hydrochlortde should be 
adrnmtstered mtravenously atth srmultaneous efforts at resptratory resuscttatton. Stnce the duratton cf actton of hydrocodone may exceed that 
of the naloxone, the pattent should be kept under contmuous surveillance and repeated doses of the antagomst should be admnustered as 
needed to mamtam adequate resptratton Suppomve measures should be employed as mdtcated. Gastric emptymg may be useful m removmg 
unabsorbed drug In cases where consciousness IS tmpaned tt may be madvtsable to perform gastric lavage Ifgastnc lavage 1s performed. bttle 
drug wtll hkely be recovered tf more than an hour has elapsed smce mgestton. Ibuprofen IS actdtc and 1s excreted m the urme; therefore, tt may 
be benetictal to adnmnster alkah and Induce dnnests In addmon to supporttve measures the use of oral activated charcoal may help to reduce 
the absorptton and reabsorptton of Ibuprofen Dt.~lysts IS not hkely to be effecttve for removal of Ibuprofen because tt IS very htghly bound to 
plasma 3rotems 



DOSAGE AND ADMINISTRATION 

For the short-term (generally less than 10 days) management of acute pam, the recommended dose of hydrocodone bltartrate and ibuprofen IS 
one tablet every 4 to 6 hours, as necessary. Dosage should not exceed 5 tablets m a 23-hour period. It should be kept m  mmd that tolerance to 
hydrocodone can develop wth contmued use and that the mcidence of untoward effects IS dose related 

The Iwest effectwe dose or the longest dosing Interval should be sought for each patlent, especially m  the elderly. After obser\mg the mttlal 
response to therapy wth hydrocodone bitartrate and Ibuprofen. the dose and frequency of dosmg should be adjusted to suit the mdl\ldual 
patlent’s need, wthout exceedmg the total dally dose recommended. 

HOW SUF’PLIED 

Hydrocodone bltartrate and Ibuprofen tablets 2 5mg/20Omg are avallable as 

[(‘olor and shape TBD], [tablet lmpnnt TBD] 

[E’ackqe szes f BD] 

Storage: Store at 25°C (77”F), excursions penmtted to 15”-30°C (59”~86°F). [See I.ISP Controlled Room Temperature] 

Dlsperw m a tight, hght-reslstant contamer. 

A Schedule CIII Narcotrc 

Rewed. [Date TBD] 

[Manufacturer TBDJ 


