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June 18, 2002

Dockets Management Branch (HFA-305)
Food and Drug Administration

Room 4-62

5600 Fishers Lane

Rockville, MD 20857

CITIZEN PETITION

The undersigned submits this Petition, pursuant to Section 505(j)(2)(c) of the Federal
Food, Drug, and Cosmetic Act (the Act) and 21 C.F.R. Sections 314.55 (d) and 10.30 of
the Food and Drug Administration’s regulations, to request the Commissioner of Food
and Drugs to make a determination that a certain analgesic suspension is suitable for
filing under an abbreviated new drug application (ANDA).

‘ A. Action Requested

Petitioner requests that the Commissioner of Food and Drugs make a determination that
an abbreviated new drug application (ANDA) is suitable for an analgesic oral suspension
containing 7.5 mg hydrocodone bitartrate and 200 mg ibuprofen per 15 mL.

B. Statement of Grounds

The Drug Price Competition and Patent Term Restoration Act of 1984 (“the Waxman-
Hatch Act”) extends eligibility for the submission of ANDA’s to certain drug products
identical to those approved via new drug applications, as identified in the List of
Approved Drug Products with Therapeutic Equivalence Evaluations (“the Orange
Book™) published by the Food and Drug Administration. Where the proposed drug
product differs from the “listed drug” in one or more respects, a person may petition the
Agency, under section 505 (j)(2)(c) of the Act, for a determination that the proposed drug
1s suitable to be submitted as an ANDA.

The listed drug product that forms the basis for this petition is a tablet containing 7.5 mg
hydrocodone bitartrate and 200 mg ibuprofen (Vicoprofen, NDA #20716, manufactured
by Knoll Pharmaceutical Company). See Orange Book page, at Exhibit A. To the best
of Petitioner’s knowledge, applicable U.S. patents with respect to the drug substances,
hydrocodone bitartrate and ibuprofen, have expired.
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The proposed drug product differs from the listed drug product only in regard to dosage
form (suspension instead of tablet). Otherwise, the proposed drug product is identical
with respect to active ingredient, strength, route of administration, and conditions of use.
Petitioner intends to demonstrate the bioequivalence of the dosage form by means of
blood plasma assay in human volunteers. We will also perform appropriate pediatric
studies if deemed necessary.

The availability of an oral suspension form of hydrocodone bitartrate and ibuprofen
would provide a valuable dosage form alternative, particularly for the geriatric population
or those patients who have difficulty swallowing tablets.

The proposed product’s dosage form is the same as several other types of approved
opioid analgesic combination drugs (similar class of drug), which are available in oral
liquid form. For instance, Capital and Codeine (acetaminophen and codeine), NDA
85883, Dilaudid (hydromorphone hydrochloride), NDA 19891; and Roxicet
(acetaminophen and oxycodone hydrochloride) NDA 89351 Orange Book pages attached
as Exhibit B.

In view of the availability of other approved opioid analgesic drugs in liquid form and an
appropriate patient base for such a dosage form (e.g., elderly patients), the healthcare
community would benefit from the availability of an oral suspension form of
hydrocodone and ibuprofen 7.5 mg/200 mg per 15 mL. The proposed product contains
the same active ingredients, at the same strength and route of administration, and would
be labeled with the same conditions of use as the listed 7.5 mg hydrocodone bitartrate and
200 mg ibuprofen tablets [See Exhibits C (Side-By-Side comparison of Knoll insert and
proposed insert) and D (Side-By-Side comparison of Knoll labeling and proposed
labeling for oral suspension)] and packaged in an appropriate container-closure system
(See Exhibit E).

Based on the foregoing, Petitioner believes that a hydrocodone bitartrate and ibuprofen
7.5 mg/200 mg per 15 mL oral suspension warrants a finding of ANDA suitability and
that the Commissioner should grant permission for the filing of an ANDA for a
hydrocodone bitartrate and ibuprofen 7.5 mg/200 mg per 15 mL oral suspension.

C. Environmental Impact

A categorical exclusion is claimed as the granting of this Petition will result in an ANDA
for a drug product that is consistent with the parameters for exclusion established in 21
C.F.R. 25.24(c)(1).

D. Economic Impact

Information under this section will be submitted if requested by the Commissioner
following review of this Petition.



E. Certification

The undersigned certifies that, to the best knowledge and belief of the undersigned, this
Petition includes all information and views upon which the Petition lies, and that it
includes representative data and information known to the Petitioner which are
unfavorable to the Petition.

PHARMACEUTICAL ASSOCIATES, INC.

By: Ay o &S 77l rated
! Kaye B. McDonald
201 Delaware Street
Greenville, SC 29605
(864) 277-7282

Enclosures:
A. Orange Book, NDA 20716

B. Orange Book, NDAs 85883, 19891, and 89351.

C. Side-By-Side comparison of Knoll Pharmaceutical Company
package insert (September 1997) and proposed insert.

D. Side-By-Side comparison of Knoll Pharmaceutical Company
labeling and proposed labeling for hydrocodone bitartrate and
ibuprofen 7.5 mg/200 mg per 15 mL oral suspension.

E. Description of container and closure system for hydrocodone
bitartrate and ibuprofen 7.5 mg/200 mg per 15 mL oral suspension.
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Activ‘gredient Search

Active Ingredient Search Results from "Rx" table for query on "IBUPROFEN."

P'l of 3

AT Porriere™ | swenstn | Propneny | appiicant
020716 Yes |[HYDROCODONE BITARTRATE; Tablet; Oral 7.5MG;200MG|[VICOPROFEN  ||ABBOTT
IBUPROFEN
020476 Yes|[IBUPROFEN Suspension/Drops;  |40MG/ML  |[MOTRIN MCNEIL
Oral

l074978|AB  |[No [iBUPROFEN |Suspension; Oral [100MG/5ML  |IBUPROFEN |ALPHARMA
019842|AB Yes||IBUPROFEN Suspension; Oral 100MG/5ML  |[MOTRIN MCNEIL CONS

SPECLT
019833|BX No |[[BUPROFEN Suspension; Oral 100MG/5ML XB&EREN'S WYETH CONS
020135 Yes|[IBUPROFEN Tablet, Chewable; Oral100MG MOTRIN MCNEIL CONS

SPECLT
020135 No [[IBUPROFEN Tablet, Chewable; Oral|[50MG MOTRIN MCNEIL CONS

SPECLT
lo71058/AB  |No [BUPROFEN |[rablet; Oral ||[400MG IBU-TAB |ALRA |
l071059(AB  [No [IBUPROFEN | Tablet; Oral |60omG |1BU-TAB ||ALRA |
lo18197AB  |INo |IBUPROFEN |[Tablet; Oral |[40omG [iBU IBASF |
lo70083[|AB  |INo [IBUPROFEN |[Tablet; Oral |400mG [1BU |IBASF |
lozs682[AB  |No |IBUPROFEN [Tablet; oral |l400MG |IBUPROFEN |[BASF |
070088 INo |[IBUPROFEN [[Tablet; Oral |60oMG [1BU [BASF |
lo70099||AB  |No [IBUPROFEN |[Tablet; oral |[6oome 1BU |IBASF |
lo75682|AB  |[No |iBUPROFEN Tablet; Oral |l6oomG |IBUPROFEN [BASF |
l070745|AB  [INo [iBUPROFEN Tablet; Oral lsooMG  [iBU |IBASF |
lo75682[|AB  |INo [IBUPROFEN Tablet; Oral [soome IBUPROFEN BASF |
076112|AB No |[lBUPROFEN Tablet; Oral 400MG IBUPROFEN m}: REDDYS LABS
076112|AB No |IBUPROFEN Tablet; Oral 600MG IBUPROFEN R«T: REDDYS LABS
lo76112[AB  |No [BUPROFEN |[Tablet; oral [eooma IBUPROFEN DR REDDYS LABS
http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 6/18/2002
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Acti'gredient Search ‘ Pa‘ of 16
Yes ||CAFFEINE; Oral CAFFEINE, AND

DIHYDROCODEINE DIHYDROCODEINE
BITARTRATE BITARTRATE

040316 Yes ||[ACETAMINOPHEN; Tablet; Oral |[712.8MG;60MG;32MG ACETAMINOPHEN, MIKART
CAFFEINE; CAFFEINE, AND
DIHYDROCODEINE DIHYDROCODEINE
BITARTRATE BITARTRATE

084444 Yes |ACETAMINOPHEN; Capsule; 325MG;15MG PHENAPHEN W/ CODEINE ROBINS AH
CODEINE PHOSPHATE Oral NO. 2

084445 Yes |[ACETAMINOPHEN; Capsule; 325MG;30MG PHENAPHEN W/ CODEINE ROBINS AH
CODEINE PHOSPHATE Oral NO. 3

084446 Yes ||ACETAMINOPHEN; Capsule; 325MG;60MG PHENAPHEN W/ CODEINE ROBINS AH
CODEINE PHOSPHATE Oral NO. 4

085861|AA No |[ACETAMINOPHEN; Solution; 120MG/5ML;12MG/5ML ACETAMINOPHEN AND ALPHARMA
CODEINE PHOSPHATE Oral CODEINE PHOSPHATE

040119|[AA |[No [[ACETAMINOPHEN; Solution;  |[120MG/5ML;12MG/5ML  ||ACETAMINOPHEN AND HI TECH PHARMA
CODEINE PHOSPHATE Oral CODEINE PHOSPHATE

085057((AA Yes [|ACETAMINOPHEN; Solution; 120MG/5ML ;12MG/5ML. TYLENOL W/ CODEINE JOHNSON RW
CODEINE PHOSPHATE Oral

089450 AA No [[ACETAMINOPHEN; Solution; 120MG/5ML;12MG/5ML ACETAMINOPHEN AND MIKART
CODEINE PHOSPHATE Oral CODEINE PHOSPHATE

087006|AA No ||[ACETAMINOPHEN; Solution; 120MG/5ML;12MG/5ML ACETAMINOPHEN AND MORTON GROVE
CODEINE PHOSPHATE Oral CODEINE PHOSPHATE

040098|AA No |[ACETAMINOPHEN; Solution; 120MG/5ML.;12MG/5ML ACETAMINOPHEN AND MOVA
CODEINE PHOSPHATE Oral CODEINE PHOSPHATE

087508IAA No [|JACETAMINOPHEN; Solution; 120MG/5ML;12MG/5ML ACETAMINOPHEN AND PHARM ASSOC
CODEINE PHOSPHATE Oral CODEINE PHOSPHATE

086366/ AA No |[ACETAMINOPHEN; Solution; 120MG/5ML.;12MG/5ML ACETAMINOPHEN W/ ROXANE
CODEINE PHOSPHATE Oral CODEINE

085883 o [|[ACETAMINOPHEN; Suspension; {[120MG/5ML;12MG/5ML CAPITAL AND CODEINE ALPHARMA

ODEINE PHOSPHATE Oral

086024|AA No |[[ACETAMINOPHEN; Suspension; {|120MG/5ML;12MG/5ML ACETAMINOPHEN AND AMARIN PHARMS
CODEINE PHOSPHATE Oral CODEINE PHOSPHATE

040223|AA No ||ACETAMINOPHEN; Tablet; Oral |[300MG;15MG ACETAMINOPHEN AND DURAMED
CODEINE PHOSPHATE CODEINE PHOSPHATE PHARM BARR

| Il il 1l Il
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Acti\'gredient Search ‘ Pa‘ of 16

040223||AA No [|[ACETAMINOPHEN; Tablet; Oral ||300MG;30MG ACETAMINOPHEN AND DURAMED
CODEINE PHOSPHATE CODEINE PHOSPHATE PHARM BARR

040223||AA |[No ||[ACETAMINOPHEN; Tablet; Oral |[300MG;60MG ACETAMINOPHEN AND DURAMED

] CODEINE PHOSPHATE CODEINE PHOSPHATE PHARM BARR

081250||AA No [[ACETAMINOPHEN; Tablet; Oral |[300MG;30MG ACETAMINOPHEN AND GENEVA PHARMS
CODEINE PHOSPHATE CODEINE PHOSPHATE

081249||AA |[No [|JACETAMINOPHEN; Tablet; Oral [|300MG;60MG ACETAMINOPHEN AND GENEVA PHARMS
CODEINE PHOSPHATE CODEINE PHOSPHATE

085868|[AA |[No |[ACETAMINOPHEN; Tablet; Oral ||300MG;30MG ACETAMINOPHEN W/ IVAX PHARMS
CODEINE PHOSPHATE CODEINE PHOSPHATE #3

087083||/AA |[INo ||ACETAMINOPHEN; Tablet; Oral [[300MG;60MG ACETAMINOPHEN AND IVAX PHARMS
CODEINE PHOSPHATE CODEINE PHOSPHATE

085055|/[AA [[Yes|[ACETAMINOPHEN; Tablet; Oral |[300MG;15MG TYLENOL W/ CODEINE NO. 2|[JOHNSON RW
CODEINE PHOSPHATE

085055(AA | Yes|[ACETAMINOPHEN; Tablet; Oral ([300MG;30MG TYLENOL W/ CODEINE NO. 3|[JOHNSON RW
CODEINE PHOSPHATE

085055|/AA |[Yes|[ACETAMINOPHEN; Tablet; Oral |[300MG;60MG TYLENOL W/ CODEINE NO. 4]JOHNSON RW
CODEINE PHOSPHATE

085055 Yes|[ACETAMINOPHEN; Tablet; Oral |300MG;7.5MG TYLENOL W/ CODEINE NO. 1|[JOHNSON RW
CODEINE PHOSPHATE

040419|[AA |[No [J[ACETAMINOPHEN; Tablet; Oral |[300MG;15MG ACETAMINOPHEN AND MALLINCKRODT
CODEINE PHOSPHATE CODEINE PHOSPHATE

040419(AA |[[INo ||ACETAMINOPHEN; Tablet; Oral ([300MG;30MG ACETAMINOPHEN AND MALLINCKRODT
CODEINE PHOSPHATE CODEINE PHOSPHATE

040419|[AA |[No |IACETAMINOPHEN; Tablet; Oral ||300MG;60MG ACETAMINOPHEN AND MALLINCKRODT
CODEINE PHOSPHATE CODEINE PHOSPHATE

089238 |AA |[INo ||ACETAMINOPHEN; Tablet; Oral ||300MG;30MG ACETAMINOPHEN AND MIKART
CODEINE PHOSPHATE CODEINE PHOSPHATE

089231 Yes ||[ACETAMINOPHEN; Tablet; Oral |[650MG;30MG ACETAMINOPHEN AND MIKART
CODEINE PHOSPHATE CODEINE PHOSPHATE

089363 Yes ||ACETAMINOPHEN; Tablet; Oral |[650MG;60MG ACETAMINOPHEN AND MIKART
CODEINE PHOSPHATE CODEINE PHOSPHATE

089671(|AA [INo |[[ACETAMINOPHEN; Tablet; Oral {|300MG;15MG ACETAMINOPHEN AND MUTUAL PHARM
CODEINE PHOSPHATE CODEINE PHOSPHATE

089672(|AA No [[ACETAMINOPHEN; Tablet; Oral ([300MG;30MG ACETAMINOPHEN AND MUTUAL PHARM
CODEINE PHOSPHATE CODEINE PHOSPHATE

| I | |ACETAMINOPHEN; I ~ ||30omG;eomG ||[ACETAMINOPHEN AND |MUTUAL PHARM

http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 6/18/2002




Activ"ogredient Search

Pa‘ of 16

089673AA |[No [|CODEINE PHOSPHATE |lTablet; Oral | |copEINE PHOSPHATE |
087762|lAA No [[ACETAMINOPHEN; Tablet; Oral |[300MG;30MG ACETAMINOPHEN AND PHARMERAL
CODEINE PHOSPHATE CODEINE PHOSPHATE
086681||AA No ||ACETAMINOPHEN; Tablet; Oral |[300MG;30MG ACETAMINOPHEN AND PUREPAC PHARM
CODEINE PHOSPHATE CODEINE PHOSPHATE
086683||[AA [[INo ||ACETAMINOPHEN; Tablet; Oral ([300MG;60MG ACETAMINOPHEN AND PUREPAC PHARM
CODEINE PHOSPHATE CODEINE PHOSPHATE
084656//AA |[No ||[ACETAMINOPHEN; Tablet; Oral ||300MG;30MG ACETAMINOPHEN W/ ROXANE
CODEINE PHOSPHATE CODEINE NO. 3
089183|AA |([INo |[[ACETAMINOPHEN; Tablet; Oral |[300MG;15MG ACETAMINOPHEN AND SUPERPHARM
CODEINE PHOSPHATE CODEINE PHOSPHATE #2
088627||/AA |[INo [JACETAMINOPHEN; Tablet; Oral [[300MG;15MG ACETAMINOPHEN AND TEVA
CODEINE PHOSPHATE CODEINE PHOSPHATE
088628/AA |[No |[ACETAMINOPHEN; Tablet; Oral |[300MG;30MG ACETAMINOPHEN AND TEVA
CODEINE PHOSPHATE CODEINE PHOSPHATE
088629((AA ([No [[ACETAMINOPHEN; Tablet; Oral |[300MG;60MG ACETAMINOPHEN AND TEVA
CODEINE PHOSPHATE CODEINE PHOSPHATE
089990/[AA |[No |[ACETAMINOPHEN; Tablet; Oral |[300MG;15MG ACETAMINOPHEN AND VINTAGE
CODEINE PHOSPHATE CODEINE PHOSPHATE PHARMS
089805[[AA |[No |[ACETAMINOPHEN; Tablet; Oral ||300MG;30MG ACETAMINOPHEN AND VINTAGE
CODEINE PHOSPHATE CODEINE PHOSPHATE PHARMS
089828 No |[ACETAMINOPHEN; Tablet; Oral [[300MG;60MG ACETAMINOPHEN AND VINTAGE
CODEINE PHOSPHATE CODEINE PHOSPHATE PHARMS
089997||AA |INo [[ACETAMINOPHEN; Tablet; Oral ([300MG;15MG ACETAMINOPHEN AND WATSON LABS
CODEINE PHOSPHATE CODEINE PHOSPHATE
089998(([AA {[INo [[ACETAMINOPHEN; Tablet; Oral ||300MG;30MG ACETAMINOPHEN AND WATSON LABS
CODEINE PHOSPHATE CODEINE PHOSPHATE
089999((AA |[No [|[ACETAMINOPHEN; Tablet; Oral [[300MG;60MG ACETAMINOPHEN AND WATSON LABS
CODEINE PHOSPHATE CODEINE PHOSPHATE
088898([AA |INo [[ACETAMINOPHEN; Capsule; 500MG;5MG ACETAMINOPHEN AND CENT PHARMS
HYDROCODONE Oral HYDROCODONE
BITARTRATE BITARTRATE
089907([AA |INo [|JACETAMINOPHEN; Capsule; 500MG;5MG ALLAY IVAX PHARMS
HYDROCODONE Oral
BITARTRATE
087336//AA |[Yes|[ACETAMINOPHEN; Capsule;  |500MG;5MG LORCET-HD MALLINCKRODT
HYDROCODONE Oral
http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 6/18/2002




Activigredient Search . P‘l of 1

Active Ingredient Search Results from "Rx" table for query on "hydromorphone ."

A:gl TE Code||RLD In;\::c;,iznt Dosal;%ezl::rm; Strength Prol::;::faary Applicant
l019034|AP | Yes |[HYDROMORPHONE HYDROCHLORIDE |linjectable; Injection [1oMmG/ML  |[DILAUDID-HP |aBBOTT |
l074598 | AP [No |[HYDROMORPHONE HYDROCHLORIDE |[injectable; Injection [1OMG/ML | HYDROMORPHONE HCL |ABBOTT |
[Yes || HYDROMORPHONE HYDROCHLORIDE |linjectable; Injection |[250MGIVIAL |[DILAUDID-HP [aBBOTT |
lo74317|AP [No |[HYDROMORPHONE HYDROCHLORIDE |finjectable; Injection |10MG/ML  |HYDROMORPHONE HCL |STERIS |
|019891{AA | Yes|[HYDROMORPHONE HYDROCHLORIDE |[solution; Oral SMG/SML | DILAUDID |ABBOTT |
074653/AA  |No |HYDROMORPHONE HYDROCHLORIDE |lsolution; oral  [[sMG/5ML |HYDROMORPHONE HCL |ROXANE |
[019892 ||AB | Yes |[HYDROMORPHONE HYDROCHLORIDE [[Tablet; Oral [lBmG |piLAUDID |aBBOTT |
lo74597|AB |No |[HYDROMORPHONE HYDROCHLORIDE | Tablet; Oral |lBmG |HYDROMORPHONE HCL |ROXANE |

Thank you for searching the Electronic Orange Book

Return to Electronic Orange Book Home Page

http://www.accessdata.fda.gov/scripts/cder/ob/docs/tempai.cfm 6/18/2002



Exhibit C



L ska"_fbfuﬁ

-vicoprofen®

il

(hydrocodone bitartrate™ and ibuprofen tablets)
7.5mg/200mg *Warning: May be habit forming

DESCRIPTION

Eacn VICOPROFEN® tablet contains:

’?roposeA La_h.z-LN'\a

(8111
HYDROCODONE BITARTRATE AND

IBUPROFEN SUSPENSION

7.5 mg/200 mg / 15 mL *Warning: May be habit
forming

DESCRIPTION

Bach 15 mL of Hydrocodone Bitartrate and
Ibuprofen Suspension contains Hydrocodone
Bitartrate, USP 7.5 mg (*Warning: May be habit

forming) and Iouprofen, USP 200 mg.

Hydrocodone Bitartrate and Ibuprofen Suspension

" is supplied in a solution for oral administration.

Hydrocodone Bitartrate and Ibuprofen Suspension
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

Hydrocodone Bitartrate™, USP 7.5 mg

(*WARNING: May be habit forming.)

Ibuprofen, USP 200 mg
VICOPROFEN is supplied in a fixed combination tablet
form for oral administration. VICOPROFEN combines the
opioid analgesic agent, hydrocodone bitartrate, with the
nonsieroidal 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-methyimorphinan-6-one tartrate
(1:1) hydrate (2:5). lts chemical formula is:
C18H21NO3-C4H605-21/2H20, and the molecular weight
is 494 50 Its structural formula is:

HNICH, |
c00°-
tH, ||
COOH
| ocH, O 0_|

\

i Susper\s“.m\

is: 4,5 a-epoxy-3-methoxy-17-methylmorphinan-6-
one tartrate (1:1) hydrate (2:5). Its chemical
formula is: CigH21 NOQ3eC HgOg02 ¥4 H,0, and the
molecular weight is 494.50. Its structural formula

18:

Brand Name /G—eneric, Name

[ HN:CH, |
co0~
CH,
I N\_/d (fHUH)z-Z‘/z H,0
— */ | cooH
| OCH, E_J
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{buprofen is a nonsteroidal anti-mflammatqry drug w(th
analgesic and antipyretic properties. lts chemical name is.
(£)-2-(p-isobutylphenyl) propionic acid. Its chemlcal
formula is. C13H4g0o, and the molecular weight is:
206.29 Its structural formula is:

CH,

OH
CH,

H,C

Inactive ingredients in VICOPROFEN blets include: col-
\oidal silicon dioxide, corn starch, croscarmellose sodium,
hydroxypropyl methylcellulose, magnesium stearate,
micracrystalline cellulose, polyethylene glycol, polysorbate
80, and titanium dioxide.

Tat ‘ i spension inglediendts
= | able+t iﬁo(ea,tm+3/3ugf)€ﬂ$'0r\ anj \

’?(cpes(:d LckbC(‘.r\j

Ibuprofen 1s a nonsteroidal anti-inflammatory drug
with analgesic and  antipyretic properties. Iis
chemical name is: (£)-2-(p-isobutylphenyl)
propionic acid. Its chemical formula is C;3H,30;,
and the molecular weight is: 206.29. Its structural
formula is

CH,

0
CH, H

H,C

Inactive ingredients in Hydrocodone Bitartrate and
Ibuprofen Buspension are: sucrose, glycerin, citric
acid, polysorbate 80, sodium benzoate, corn starch,
rhodigel, color, flavor, water.
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CLINICAL PHARMACGOLOGY

Hydrocodone camponent: Hydrocodone is a
semisynthetic opicid analgesic and antitussive with multi-
ple actions qualitatively simiar 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 befieved to
relate to the existence of opiate receptors in the central ner-
vous system. In addition to analgesia, opioids may pro-
duce drowsiness, changes in mood, and mental clouding.

Ibuprofen component: \buprofen is a non-
steroidal anti-inflammatory agent that possesses analgesic
and antipyretic activities. Its mode action, tike that of other
NSAIDs, is not completely understood, but may be related
to inhibition of cyclooxygenase activity and prostaglandin
synthesis Ibuprofen 1s a peripherally acting analgesic.
Ibuprofen does not have any known effects on opiate
receptors
Pharmacaokinetics:

Absorption: After oral dosing with the VICOPROFEN
tablet, a peak hydrocodone piasma 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 VICOPRO-
FEN {ablet has not been established

‘/b{‘of’os‘?d Lmbi’-(;’\j

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 nonsteroidal
anti-inflammatory agent that possesses analgesic
and antipyretic activities. Its mode of action, like
that of other NSAIDs, is not completely understood,
but 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.

Pharmacokinetics: [Appropriate changes will be
made as necessary to reflect our clinical data.]

Absorption”  After oral dosing with Hydrocodone
Buartrate and Ibuprofen Suspension, a peak
hydrocodone plasma level of 27 ng/mL is achieved
at 1.7 hours, and a peak ibuprofen plasma level of
30 meg/mL is achieved at 1.8 hours. The effect of
food on the absorption of either component from
Hydrocodone Bitartrate and Ibuprofen Suspension
has not been established.
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Distribution: Ibuprofen is highly protein-bound (39%) like
most other non-steroidal anti-inflammatory agentg.
Although the extent of protem binding of hydr'ocodone in
human plasma has not been definitety determined, struc-
tural similarities to refated opioid analgesics suggest that
hydrocodane is not extensively protein bound.‘ As most
agents in the 5-ring morphinan group'of semi-synthetic
apiaids hind plasma protein to a similar degree (range
19% [hydromorphone] to 45% (oxycodonel).
hydrocodone is expected to fall within this range.
Metapolism: Hydrocodone exhibits a complex paiterr) of
metabolism, including O-demethylation, N-demethylation,
and 6-keto reductron to the corresponding 6-o-and GB
hydroxy metabolites. Hydromorphone, a potent opioid, is
formed from the (-demethylation of hydrocodone and con-
tributes to the total analgesic effect of hydrocodone. The
0~ and N-demethylation processes are mediated by sepa-
rate P-450 isoenzymes. CYP2D6 and CYP3A4, respective-
4 ibuprofen is present in this product as a racqmatg.
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 metabo_-
lites: (+)-2-4-(2hydroxy-2-methyl-propy!) pheny! propi-
anic acid and (+)-2-4'-(2carboxypropy!) phenyl propionic
acid, both of which circulate in the pfasma at low levels

relative to the parent. , -
Elimination: Hydrocodone and its metabolites are elimi-

nated primarily in the kidneys, with a mean plagma 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-iife is 2.2 hpurg '
Special Populations. No significant pharmacokinetic dii-
ferences 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
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Distribution:  Ibuprofen is highly protemn-bound
(99%) like most other non-steroidal anti-
inflammatory agents. Although the extent of
protein binding of hydrocodone in human plasma
has not been directly determined, structural
similanties to related opioid analgesics suggest that
hydrocodone is not extensively protein bound. As
most agents in the 5-ring morphian group of semi-
synthetic opioids bind plasma protein to a similar
degree (range 19% (hydromorphone] to 45%
foxycodone]), hydrocodone is expected to fall
within this range.

Metabolism: ~ Hydrocodone exhibits a complex
pattern of metabolism, inciuding O-demethylation,
N-demethylation, and 6-keto reduction to the
corresponding 6-a- and 6-B-hydroxy metabolites.
Hydromorphone, a potent opioid, is formed from
the  O-demethylauon of hydrocodone  and
contributes to the toral analgesic effect of
hydrocodone The O- and N-demethylation
processes  are mediated by separate P-450
1soenzymes CYP2D6 and CYP3Ad, 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-
4’4(2hydroxy-2-methyl-propyl) phenyl propionic
acid, both of which circulate in the plasma at low
levels relative to the parent.

Elimination: Hvdrocodone and 1ts metabolites are
ehminated prnmarily in the kidneys. with a mean
plasma half-life of 4.5 hours. [buprofen is excreted
n the unne. 50% to 60°% as metabolites and
approximately  13% as unchanged drug and
coryugate. The plasma half-life is 2 2 hours,

Special Populations: No significant  differences
based on age or gender have been demonstrated.
The pharmacokinencs from of hydrocodone and
ibuprofen from Hydrocodone Butartrate and

Ibuprofen Suspension has not been evaluated in
children.

Renal Impairment' The effect of renal insufficiency
on the pharmacokinetics of Hydrocodone Bitartrate
and Tbuprofen Suspension has not been determined.
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NICAL STUDIES
o In single-dose studies of post surgtcal pain (abdom-

i logical, orthopedic), 940 patients were studied
;r:a(lj.ogsyer;egnf) g%e or two tablets. VICOPROFENprqduced
greater efficacy than placebo and gach of its individual
components given at the same dose. No advantage was
demonstrated for the two-tablet dose.
NS AND USAGE

Im]m\ﬁgl(;]PROFEN tablets are indicated for the short-te(m
(generally less than 10 days) management of acute pain.
VICOPROFEN is not indicated for the treatmem of such
conditions as psteoarthnitis or rheumatoid arthntis.

CONTRAINDICATIONS ‘ .

VICOPROFEN should not be administered to pghems
who previously nave exhibited hypersensitivity to
hydrocodone or ibuprofen VICOPROFEN should not pe
given to patients who have experlenqed asthma, urticaria,
or allergic-type reactions after taking aspirin or other
NSAIDs. Severe, rarely fatal, anaphylactic-ltke reactions to
NSAIDs have been reparted in such patients (see WARN-
INGS - Anaphylactoid Reactions, and PRECAUTIONS -
Pre-existing Asthma) N

Patients known to be hypersensitive to other opioids
may exhibit cross-sensitivity to hydrocodone
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CLINICAL STUDIES

In single-dose studies. . [Appropriate information
will be nserted to reflect our clinical data.]

INDICATIONS AND USAGE

Hydrocodone Bitartrate and Ibuprofen Suspension
is indicated for the short-term (generally less than
10 days) management of acute pain. Hydrocodone
Butartrate and Ibuprofen Suspension is not indicated
for the treatment of such conditions as osteoarthritis
or rheumatoid arthnus.

CONTRAINDICATIONS

Hydrocodone Bitartrate and Ibuprofen Suspension
should not be administered to patients who
previously have exhibited hypersensitivity to
hydrocodone or ibuprofen. Hydrocodone Bitartrate
and Ibuprofen Suspension should not be given to
patients who have experienced asthma, uticaria, or
allergic-type reactions after taking aspirin or other
NSAIDs.  Severe. rarely faral, anaphylactic-like
reactions to NSAIDs have been reported in such
patients (see WARNINGS - Anaphylactoid
Reactions, and PRECAUTIONS - Pre-existing
Asthma).

Pattents known 1o be hypersensitive to other op1oids
may exhibit cross-sensitivity 10 hvdrocodone.

Na ma_
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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 wel! as tolerance may develop upon repeat-
ed 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 dases 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 intracra-
nial pressure. Furthermore, opioids produce adverse reac-
tions which may obscure the clinical course of patients
with head injuries.

Acute Abdominal Conditiens: The administration of
opioids may obscure the diagnosis or clinical course of
patients with acute abdominal conditions

"?fapos{d L—C:.‘OQ\i/\j

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 n
opioid-sensitive patients, hydrocodone may produce
dose-related respiratory depression by acting
directly on the brain stem and 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 a head injury, intracranial lesions or a
pre-existing  increase  intracramial  pressure
Furthermore, opioids produce adverse reactions
which may obscure the clinical course of patients
with head injunes

Acute Abdominal Conditions: The administration
of opioids may obscure the diagnosis or clinical
course of patients with acute abdominal conditions.
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Gastrointestinal (G) Effects - Risk of Gi Ulceration,
Bleeding and Perforation: Serious gastrointestinal toxi-
city, such as inflammation, bleeding, ulceration, and perfo-
ration 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 Gl problems, such as dyspepsia,
are common and may also occur at any time during NSAID
therapy. Therefore, physicians and patients should remain
alert for uiceration and bleeding even in the absence of pre-
vious Gl tract symptoms. Patients should be informed about
the signs and/or symptoms of serious Gl toxicity and what
steps to take if they occur. The utility of periodic laboratory
monitoring has not been demonstrated, nor has it been ade-
quately assessed  Only one in five patients, who develop a
serious upper Gl adverse event of NSAID therapy, is sympto-
matic. Even short term therapy is not without risk

NSAIDs should be prescribed with extreme caution in
those with & prior history of ulcer disease or gastrointestinal
bleeding. Most spontaneous reports of fatal Gl 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 Gl event, the lowest effective
dose should be used for the shortest possible duration For
high risk patients, aiternate therapies that do not involve
NSAIDs should be 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 10-fold risk for devel-
oping a Gl bleed than patients with neither of these risk fac-
tors In addition to a past history of ulcer disease, pharma-
co-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.
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Gastrointestinal (GI) Effects — Risk of Gastric
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 Gl problems. such as
dyspepsia, are common and may also occur at any
time during NSAID therapy Therefore, 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 Gl adverse of NWSAID 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
n treating this population  To minimize the
potenual risk for an adverse Gl event. the lowest
effective dose should be used for the shortest
possible duration. For high risk patients, alternate
therapies that do not involve NSAIDs should be
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
10-fold nsk of developing a GI bleed than patients
with neither of these risk factors In addiuon to past
history of ulcer disease, pharmaco-epidemiological
studies have 1dentified several other co-therapies or
co-morbid conditions that may increase the nisk 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.
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Anaphylactoid Reactions: Anaphylactoid reactions may
occur in patients without known prior exposure to V!CO-
PROFEN VICOPROFEN should not be given to patients
with the aspinn tnad. The triad typically occurs in asth-
matic patients who experience rhinitis with or without nasal
polyps, or who exhibit severe, potentially fatal bron-
chospasm after taking aspirin or other NSAIDs. Fatal reac-
tions to NSAIDs have been reported in such patients (see
CONTRAINDICATIONS and PRECAUTIONS - Pre-existing
Asthma). Emergency help should be sought when anaphy-
lactoid reaction occurs .
Advanced Renal Disease: In cases with advanced kid-
ney disease, treatment with VICOPROFEN is not recom-
mended. If NSAID therapy, however, must be gnitiate;d,
close monitoring of the patient's kidney function is advis-
able (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 ar-
teriosus.
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Anaphylactoid Reactions: Anaphylactoid
reactions may occur in patients without known prior
exposure to Hydrocodone Bitartrate and Ibuprofen
Suspension . Hydrocodone Bitartrate and Ibuprofen
Suspension should not be given to patients with the
aspirin tnad. The triad typically occurs n asthmatic
patients who expenence rhinttis with or without
nasal polyps. or who exhibit sesere. potenually fatal
bronchospasm after taking aspinn 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 Tbuprofen Suspension is not
recommended. If NSAID therapy, however, must
be imtiated, close monitoring of the patient’s kidney
function 1s advisable (see PRECAUTIONS - renal
effects).

Pregnancy: As with other NSAID-comaining
products, Hydrocodone Bitartrate and Ibuprofen
Suspension should be avoided in late pregnancy
because 1t may cause premature closure of the
ductus arteriosus.
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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, hypothyro:dls_rn,
Addison’s disease, prostatic hypertrophy or urethral stric-
ture. 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 1s used postoperatively and in patients with
pulmonary disease. . . .

Effect on Diagnostic Signs: The antipyretic and anti-
inflammatory activity of ibuprofen may reduce f‘ever and
inflammation, thus diminishing their utility as diagnostic
signs in datecting complications of presumed noninfec-
tious, noninflammatory painful conditions
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PRECAUTIONS

General Precautions

Special Risk Patients: As with any opioid
analgesic agent, Hydrocodone Bitartrate and
Ibuprofen Suspension 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 Hydrocodone Bitartrate and Ibuprofen
Suspension 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  therr
utility as diagnostic signs in detecting complications
of presumed nomnfectious. nomnflammaton
pamnful condittons
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Hepatic Effects: As with other NSAIDs, ibuprofen has
been reported to cause borderline elevations of one or
more liver enzymes; this may occur in up to 15% of
patients These abnormalities may progress, may remain
gssentially unchanged, or may be transient with continued
therapy. Notable (3 times the upper limit of normal) eleva-
tions of SGPT (ALT) or SGOT (AST) occurred in cgntrollgd
clinical trials in less than 1% of patients. A patient with
symptoms and/or signs suggesting fiver dysfunction, or in
whom an abnormal liver test has occurred, should be eval-
vated for evidence of the development of more severe
hepatic reactions while on therapy with VICOPROFEN.
Severe hepatic reactions, including 1g1ung1|ce and cases‘of
fatal hepatitis, have been reported with ibuprofen as with
other NSAIDs. Although such reactions are rare, if abnor-
mal liver tests persist or worsen, it clinical signs and
symptoms consistent with liver disease deve'lop. or if sys-
temic manifestations occur (e g eosinophilia, rash, etc),
VICOPROFEN should be discontinued
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Hepatic Effecrs: As with other NSAIDs, 1buprofen
has been reported to cause borderline elevations of
one or 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
dysfunction, 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 Suspension. Severe hepatic reactions,
including jaundice and cases of fatal hepatitts, 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 liver disease develop, or
if systemnic manifestations occur (e.g., eosinophilia,
rash, etc.) Hydrocodone Bitartrate and Ibuprofen
Suspension should be discontinued.
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Renal Effects: Caution should be used when initiating
treatment with VICOPROFEN in patients with considerable
dehydration. It 1s advisable to rehydrate patients first and
then start therapy with VICOPROFEN Cauhpn is also rec-
ommended 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 com-
pensatory role in the maintenance of renal perfysmn. l_n
these patients, administration of a nonsteroidal anti-

i duction
inflammatory drug may cause a dose-dependent reduction

in prostaglandin formation and, secondarily, in renal biood
flow, which may precipitate overt renal decompensation.
Patients at greatest risk of this reaction are those with
impaired renal tunction, 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.

{buprofen metabalites are efiminated primarily by the
kidneys. The extent to which the metabolites may accumu-
fate in patients with renal failure has not been studied.
Patients with significantly impaired renal function should
be more closely monitored.
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Renal Effects:  Caution should be used when
initiating treatment with Hydrocodone Bitartrate
and Ibuprofen Suspension in patients with
considerable dehydration. It is advisable to
rehydrate patients first and then start therapy with
Hydrocodone Bitartrate and Ibuprofen Suspension.
Caution 1s 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
dwretics and ACE inhibitors, and the elderly
Discontinuation of nonsteroidal antu-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
monttored.
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Hematological Effects: Ibuprofen, like other NSAIDs,
can inhibit platelet aggregation but the effect is quantita-
tively less and of shorter duration than that seen with
aspirin. ibuprofen has been shown to prolong bieeding
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, G! loss, or an incompletely described effect upon
erythropoiesis
Fluid Retention and Edema: Fluid retention and
edema have been reported in association with jbuprofen;
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 has 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.
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Hematological Effects:  Ibuprofen, like other
NSAIDs, can inhibit platelet aggregation but the
effect 1s 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
Suspension 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 incompietely
descnibed effect on erythropotesis.

Fluid Retention and Edema: Fluid retention and
edema have been reported In association with
ibuprofen: therefore, the drug should be used with
cautton 1In patients with a history of cardiac
decompensation, hypertension, or heart farlure

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 has been reported in such aspirin-
sensitive patients, Hydrocodone Bitartrate and
Ibuprofen Suspension should not be administered to
patients with this form of aspirin sensitivity and
should be used with extreme caution in patients
with pre-existing asthma.
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Aseptic Meningitis: Aseptic meningitis with fever and
coma has been observed on rare occasions in patients on
ibuprofen therapy. Although it is probably more likely to
occur in patients with systemic lupus erythematosus and
related connective tissue diseases, it has been reported in
patients who do not have an underlying chronic disease K
signs or symptoms of meningitis develop in a patient on
VICOPROFEN, the possibility of its being related to ibupro-
fen should be considered.
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.

Alcoho! and other CNS depressants may produce an
additive CNS depression, when taken with this combina-
tion product, and should be avoided.

VICOPROFEN may be habit-forming. Patients should
take the drug only for as long as it is prescribed, in the
amounts prescribed, and no mare frequently than pre-
scribed.

VICOPROFEN, like other drugs containing ibuprofen,
is not free of side eftects. The side effects of these drugs
can cause discomfort and, rarely, there are mare 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.
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Aseptic Meningitis: Aseptic menmingitis with fever
and coma has been observed on rare occasions n
patients on ibuprofen therapy. Although 1t is
probably more likely to occur in patients with
systemic lupus erythmatosus 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 Batartrate and Ibuprofen Suspension,
the possibility of its being related to ibuprofen
should be considered.

Information for Patients

Hydrocodone Bitartrate and Ibuprofen Suspension,
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 Suspension
may be habit-forming. Patients should take the
drug only for as long as it 1s prescribed, in the
amounts prescribed, and no more frequently than
prescribed.

Hydrocodone Bitartrate and [buprofen Suspension,
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.
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Lahoratory Tests

A decrease in hemoglobin may accur during VICOPRO-
FEN® (hydrocodone bitartrate 7.5 mg and ibuprofen 200
mg) therapy, and elevations of liver enzymes may be seen
in a small percentage of patients during VICOPROFEN ther-
apy (see PRECAUTIONS - Hematological Effects and PRE-
CAUTIONS - 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 VICOPROFEN concomitantly with ACE-inhibitors.
Anticholinergics: The concurrent use of anticholinergics
with hydrocodone preparations may produce paralytic
ileus.

Antidepressants: The use of MAQ inhibitors or tricyclic
antidepressants with VICOPROFEN may increase the effect
of either the antidepressant or hydrocodone.

Aspirin; As with other products containing NSAIDs, con-
comitant administration of VICOPROFEN and aspirin is not
generally recommended because of the potential of
increased adverse effects.
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Laboratory Tests

A decrease in hemoglobin may occur during
Hydrocodone Batartrate and Ibuprofen Suspension
therapy, and elevations of liver enzymes may be
seen 1n a small percentage of patients during
Hydrocodone Bitartrate and Ibuprofen Suspension
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 Jbuprofen Suspension concomitantly
with ACE-inhibitors.

Anticholinergics: The concurrent use of
anticholinergics with hydrocodone preparations
may produce paralytic ileus.

Antidepressants: The use of MAO inhibitors or
tricyclic  antidepressants  with  Hydrocodone
Bitartrate and Ibuprofen Suspension may increase
the effect of either the antidepressant or the
hyvdrocodone.

Aspirin:  As with other products containing
NSAIDs, concomitant administration of
Hydrocodone Bitartrate and Ibuprofen Suspension
and aspirin is not generally recommended because
of the potential of increased adverse effects.
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CNS Depressants: Patients receiving other opioids, anti-
histamines, antipsychatics, 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: tbuprofen has been shown to reduce the
natriuretic effect of furosemide and thiazides in some
patients. This response has been attributed to inhibition of
renal prostagiandin synthesis. During concomitant therapy
with VICOPROFEN the patient should be observed closely
for signs of renal failure {see PRECAUTIONS - Renal
Effects), as weil as diuretic efficacy.

Lithium: tbuprofen has been shown to elevate plasma
fithium concentration and reduce renal lithium clearance.
This effect has been attributed to inhibition of renal
prostaglandin synthesis by ibuprofen. Thus, when VICO-
PROFEN and lithium are administered concurrently,
patients should be observed for signs of lithium toxicity.
Methetrexate: buprofen, as well as other NSAIDs, has
been reported to competitively inhibit methotrexate accu-
mulation in rabbit kidney slices. This may indicate that
ibuprofen could enhance the toxicity of methotrexate.
Caution should be used when VICOPROFEN is adminis-
tered concomitantly with methotrexate.

Warfarin: The effects of warfarin and NSAIDs on Gl
bleeding are synergistic, such that users of both drugs
together have a risk of serious G! bleeding higher than
users of either drug alone.
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CNS Depressants: Patients receiving other opioids,
antihistamines, antipsychotics. anxiety agents, or
other CNS depressants (including alcohol)
concomitantly with Hydrocodone Bitartrate and
Ibuprofen Suspension may exhibit an additive CNS
depression When combined therapy s
contemplated, the dose of one or both agents should
be reduced

Furosemide: Ibuprofen has been shown to reduce
the natniuretic effect of furosemide and thiazides in
some patients. This response has been attributed to
ihibition of renal prostaglandin synthesis. Durnng
concomitant therapy with Hydrocodone Bitartrate
and Ibuprofen Suspension 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 lthium concentration and reduce renal
lithium clearance. This effect has been attributed to
inhibition of renal prostaglandin synthesis by
tbuprofen. Thus, when Hydrocodone Bitartrate and
Ibuprofen Suspension and lithium are administered
concurrently, patients should be observed for signs
of hithium toxicity

Methotrexate: Tbuprofen, 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 Butartrate and Ibuprofen
Suspension is admunistered concomitantly with
methotrexate.

Warfarin: The effects of warfarin and NSAIDs on
GI bleeding are synergistic, such that users of both
drugs together have a nsk of serious GI bleeding
higher than users of either drug alone.
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inogenicity, Mutagenicity, and impairment of Fertility
marcinogenic and mutagenic potgntlal of VICOPROFEN
has not been investigated. The ability of VICOPROFEN to
impair fertility has not been assessed.

regnancy: Pregnancy Category C. .
';'ergatoge:ic Effects: VICOPROFEN, administered to
rabbits at 95 mg/kg (5.72 and 1.9 times the maximum clin-
ical dose based on body weight and surface area, respec-
tively), @ maternally toxic dose, resulted in an increase in
the percentage of litters and fetuses with any major abnor-
mality and an increase in the number of litters and fetuses
with one of more nonossified metacarpals (a minor abnor-
mality). 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 1n any reproductive toxicity.
There are no adequate and well-controlled studies in preg-
nant women. VICOPROFEN should be used during preg-
nancy only if the potential benefit Justifies the potential risk

tus.
2;2§;ia!agen!s Effects: Because of the known effects
of nonsteroidal anti-inflammatory drugs on }he fetal cardio-
vascular system (closure of the ductus arteriosus), use dur-
ing pregnancy (particularly late pregnancy) should be
avoided. Babies born to mothers who have been taking
opioids regularly prior to delivery will be physically depen-
dent. The withdrawal signs include nntab_nhty and exces-
sive crying, tremors, hyperactive reflexes, m(;reased respi-
ratory rate, increased stools, Sneezing, yawning, vomiting,
and fever The intensity of the syndrome does not always
correlate with the duration of maternal opioid use or dose.
There is no consensus on the best method of managing

withdrawal.
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Carcinogenicity, Mutagenicity, and Impairment
of Fertility

The carcinogenic and mutagenic potential of
Hydrocodone Bitartrate and Ibuprofen Suspension
has not been investigated The ability of
Hydrocodone Bitartrate and Ibuprofen Suspension
to impair fertility has not been assessed

Pregnancy: Pregnancy Category C

Teratogenic Effects: Hydrocodone Bitartrate and
Ibuprofen Suspension administered to rabbits at 95
mg’kg (5.72 and 1.9 times the maximyum 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 Suspension ,
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 1n pregnant women. Hydrocodone Bitartrate
and Ibuprofen Suspension 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 nonsteroidal 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
oproids regularly prior to delivery will be physically
dependent. The withdrawal signs include uritability
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 the duration of maternal opioid use or dose.
There is no consensus on the best method of
managing withdrawal.
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Lahor and Delivery .

As with other drugs known to inhibit prostaglandin
synthesis, an increased incidence of dystocia and delayed
parturition occurred in rats. Administration of VICOPRO-
FEN is not recommended during labor and delivery.

Nursing Mothers ,

It is not known whether hydrocodone is excreted in
human mik. In himited studies, an assay capable of detect-
ing 1 mcg/mL did not demonstrate ibuprofen in the milk of
factating 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 pedi-
atric patients below the age of 16 have not been estab-
lished.

Geriatric Use ‘

In controlled clinical trials there was no difference in
tolerabulity between patients < 65 years of age and those >
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
nonsteroidal anti-inflammatory agents as well as possible
increased risk of respiratory depression with opioids, extra
caution and reduced dosages should be used when treating
the elderly with VICOPROFEN.
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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 Buitartrate and Ibuprofen
Suspension 1s not recommended during labor and
delivery

Nursing Mothers

It 1s not known whether hydrocodone 1s excreted 1n
human milk. In limited studies. an assay capable of
detecting Imcg/mL did not demonstrate ibuprofen
in the milk of lactating mothers. However, because
of the limited nature of the studies, and the possible
effects of prostaglandin-inhibiting drugs on
neonates, Hydrocodone Bitartrate and Ibuprofen
Suspension is not recommended for use in nursing
mothers.

Pediatric Use

The safety and effectiveness of Hydrocodone
Bitartrate and Ibuprofen Suspension in pediatnc
patients below the age of 16 has not been
established.

Geriatric Use

In controlled clinical trials there was no difference
1n tolerability between patients <65 years of age and
those 265, 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 nonsteroidal  anti-
inflammatory agents as well as possible increased
nsk of respiratory depression with opioids, extra
caution and reduced dosages should be used when
treating the elderly with Hydrocodone Bitartrate and
Ibuprofen Suspension.
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ADVERSE REACTIONS _
VICOPROFEN was administered to approximately 300
pain patients in a safety study that employed dosages and a
duration of treaiment sufficient to encompass the recom-
mended 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 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 600 mg with codeine 60 mg. .

The following lists adverse events that occurred with an
incidence of 1% or greater in cfinical trials of VICOPRO-
FEN, 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% N
aaverse events marked with an aster/sk *=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”, Nervous_ness*,
Paresthesia, Somnalence {22%), Thinking abnormalities
Bigestive: Anorexia, Constipation (22%); Diarrhea®; Dry
mouth*, Dyspepsia (12%); Fiatulence*, Gastritis; Melena,
Motth ulcers, Nausea (21%); Thirst, Vomiting™.
Metabolic and Nutritional Disorders: Edema*. .
Respiratory: Dyspnea, Hiccups, PharyngIIis, Rhinitis
Skin and Appendages: Pruntus®, Sweating*

Special Senses: Tinnitus

Urogenital: Uninary frequency.
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ADVERSE REACTIONS

Hydrocodone Bitartrate and Ibuprofen Suspension
was administered to approximately 300 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 1n a group that recerved one
dose of Hydrocodone Butartrate and Ibuprofen
Suspension an average of three to four times daily.
The overall incidence rates of adverse experiences
in the trial were fairly similar for this patient group
and those who received the comparison treatment,
acetaminophen 600 mg with 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
Suspension, 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; Vasodilaiton.

Central Nervous System: Anxiety*, Confusion,
Dizziness (14%); Hypertonia. Insomma*,
Nervousness*; Paresthesia, Somnolence (22%),
Thinking abnormalities.

Digestive:  Diarrhea*; Dry mouth*; Dyspepsia
(12%); Flatulence*; Gastritis; Melena; Mouth
ulcers; Nausea (21%); Thirst; Vomiting*.
Metabolic and Nutritional Disorders: Edema*.
Respiratory:  Dyspnea; Hiccups; Pharyngitis;
Rbhinitis.

Skin and Appendages: Pruritus*; Sweating*;
Special Senses: Tinnitus.

Urogenital: Urinary frequency
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Incidence less than 1%

Body as a Whaole: 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.

Metabaelic and Nutritional: Weight decrease.
Musculoskeletal: Arthralgia; Myalgia.

Respiratery: Asthma; Bronchitis; Hoarseness; Increased
cough; Pulmonary congestion; Pneumonia; Shallow
breathing; Sinusitis.

Skin and Appendages: Rash; Urticaria

ial Cancac: Altarad vicinn: Rad tacta Ny ovec
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¥
Urogenital: Cystitis, Glycosuria; Impotence, Urinary
incontinence; Urinary retention.

p(‘opcsvd Lmbdlﬁj

€ S iy 1
as a Whole: Allergic reaction
Cardiovascular: Arrhythmia;  Hspotensic
Tachycardia.
Central Nervous System: Agitation: Abnom
dreams; Decreased libido; Depression. Euphor
Mood changes; Neuralgia; Slurred speech; Trem
Vertigo.
Digestive: Chalky stool; *“Clenching teetl
Dysphagia; Esophageal spasm; Esophagit
Gastroenteritis; Glossitis; Liver enzyme elevauon
Metabolic and Nutritional: Weight decrease.
Musculoskeletal: Arthralgia; Myalgia.
Respiratory:  Asthma: Bronchitis; Hoarsene
[ncreased cough. Pulmonary congestic
Pneumonia. Shallow breathing, Sinusitis
Skin and Appendages: Rash. Urticana
Special Senses: Altered vision. Bad taste, T
eves
Urogenital: Cystutis.  Glvcosurna; Impoten
Unnary incontinence, Urinary retention
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DRUG ABUSE AND DEPENDENCE

Controlled Substance: VICOPROFEN Tablets are a
Schedule 1li controlled substance.

Abuse: Psychic dependence, physical dependence, and
tolerance may develop upon repeated administration of
opioids; therefore, VICOPROFEN Tablets shouid be pre-
scribed and administered with the same degreg of caution
appropriate to use of other oral narcatic 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 mani-
fested initially by a shortened duration of analgesic effect,
and subsequently by decreases in the intensity of analge-
sia. The rate of development of tolerance varies among
patients However, psychic dependence is unlikely to
develop when VICOPROFEN Tablets are used for a short
time for the treatment of acute pain.

1)
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DRUG ABUSE AND DEPENDENCE

Controlled Substance: Hydrocodone Bitartrate
and Ibuprofen Suspension is a Schedule III
controlled substance.

Abuse: Psychic dependence, physical dependence,
and tolerance may develop upon repeated
administration of opioids; therefore. Hydrocodone
Bitartrate and Ibuprofen Suspension should be
prescribed and administered with the same degree
of caution appropriate to use of other oral narcotic
medications.

Dependence: Physical dependence, the condition
in which continued administration of he drug is
required to prevent the appearance of a withdrawal
syndrome, assumes clinically significant
proportions only after several weeks of opioid use,
although a mild degree of physical dependence may
develop after a few days of opioid therapy
Tolerance, 1n which increasingly large doses are
required to produce the same degree of analgesia. is
manifested initially by 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,
psychic dependence is unlikely to develop when
Hydrocodone Bitartrate and Ibuprofen Suspension
1s used for a short time in the treatment of acute
pain
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OVERDOSAGE

Following an acute overdosage, toxicity may resuit
from hydrocodone and/or ibuproten
Signs and Symptoms: _

Hydrocodone component: Serious overdose with
hydrocodone 1s charactenzed by respiratory depression (a
decrease in respiratory rate and/or tidal volume, Cheyne-
Stokes respiration, cyanasis) extreme somnolence pro-
aressing to stupor or coma, skeletal muscle flaccidity, cold
and clammy skin, and sometimes bradycardia and
hypotension In severe overdosage, apnea, circulatory col-
lapse, cardiac arrest and death may occur.

Ibuprofen component: Symptoms include gastroin-
testinal irntation with erosion and hemorrhage or perfora-
tion, kidney damage, liver damage, heart damage, hemolyt-
ic 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, corneal depostts, and hyperkalemia.
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OVERDOSAGE

Following an acute overdosage. toxicity may result
from hydrocodone and/or tbuprofen

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, cyanosis),
extreme sommnolence 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  irritatton  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 renal sensitivity, comeal deposits,
and hyperkalemia.
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Treatment:

Primary attention shauld be given to the re-establish-
ment of adequate respiratory exchange through provision
of a patent airway and the institution of assisted or con-
trolled ventilation Naloxone, a narcotic antagonist, can
reverse respiratory depression and coma associated with
opioid overdose or unusual sensitivity to opioids, includ-
ing hydrocadone. Therefore, an appropriate dose of nalox-
ane 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
surveflle;nce and repeated doses of the antagonist should
t;e administered as needed to maintain adequate respira-
tion. Supportive measures should be employed as indicat-
ed. Gastric emptying may be usefu! in removing unab-
sorbed drug. In cases where consciousness is impaired it
may be inadvisable to perform gastric lavage. If gastric
tavage is performed, little drug will likely be recovered if
’rnore.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 addi-
tion to supportive measures the use of oral activated char-
poal may help to reduce the absorption and reabsorption of
ibuprofen. Dialysis is not likely to be effective for removal
;)f.nbuproten because it is very highfy bound to plasma pro-
eins.
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Treatment:

Prnmary attention should be given to the
establishment of adequate respiratory exchang
through provision of a patent airway and t
institution  of assisted or controlled ventilauo
Naloxone, a narcotic antagonmist, can resver
respiratory depression and coma associated wi
opioid overdose or unusual sensitivity to opioid
including hydrocodone. Therefore, an appropria
dose of naloxone hydrochloride should 1
administered intravenously with simultaneo
efforts at respiratory resuscitation.  Since tl
duration of action of hydrocodone may exceed th
of the naloxone, the patient should be kept und
continuous surveillance and repeated doses of tl
antagomst should be administered as needed
maintain adequate respiration. Gastric emptyu
may be useful in removing unabsorbed drug
cases where consciousness 1s impaired 1t may
inadvisable to perform gastric lavage [f gasu
lavage is performed, little drug will likely
recovered if more then one hour has elapsed sin
ingestion. Ibuprofen is acidic and 1s excreted in t
urine; therefore, it may be beneficial to adminis
alkali and induce diuresis. In addition to supporti
measures the use of oral activated charcoal m
help to reduce the absorption and reabsorption
ibuprofen. Dialysis is not likely to be effective
the removal of ibuprofen because it is very higt
bound to plasma proteins.
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ND ADMINISTRATION

nusﬁg)ftﬁe short-term {generally less than 10 days) man-
agement of acute pain, the recommended dose of VICO-
PROFEN is one tablet every 4 to 6 hours, as necessary.
Dosage should not exceed 5 tablets in a 24-hour period. It
should be kept in mind that tolerance to hydrocodone can
devetop with continued use and that the incidence of unto-
ward effects is dose related o

The lowest effective dose or the longest dpsmg.mter-
val 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 '

VICOPROFEN tablets are avaitable as. .
White film-coated round convex tablets, engraved with
“VP" over the Knoll triangle on one side and piain 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 #0044-0723-41

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

Caution: Federal law prohibits dispensing without pre-
scription

A Schedule {(m, Narcotic.

©1997 Knoll Pharmaceutical Company
VICOPROFEN is a registered trademark of Knoll
Pharmaceutical Company

Revised: September 1997
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DOSAGE AND ADMINISTRATION

For the short-term (generally less than 10 days)
management of acute pain, the recommended dose
of Hydrocodone Bitartrate and Ibuprofen
Suspension is 15 mL every 4 to 6 hours, as
necessary, not to exceed 5 doses in a 24-hour
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 or the longest dosing
interval should be sought for each patent,
especially in the elderly After observing the mitial
response to therapy with Hydrocodone Bitartrate
and Ibuprofen Suspension, 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 Suspension
is available as an orange, fruit flavored liquid.

16 ounce bottles - NDC # 0121-0701-16
4 ounce bottles - NDC # 0121-0701-04
15 mL Unit Dose - NDC # 0121-0701-15

Storage: Store at controlled room temperature, 20°
to 25° C (68° to 77° F).

Dispense n a tight, light-resistant container.

R, Only
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NDC 0044-0723-02 100 Tablets )
~vicoprofen -

p HYDROCC
hydrocodone bitartrate* AND IBUP
and ibuprofendablets: ,

HEHEH tiblat containdf i E
hydrocodone bitartrate, USF 75mg .
*Warning: Mafy be habit forming hydrocodo
ibuprofen US 200 mg ibuprofen,

Usual adult dosage: See package insert
gauhon. Fede'r]al aw prohbits
tspensing withoul prescription

Storage: Store at 25°C (77°F), excursions p2-uited Usual Adu
10 15710 30°C (59°- 86°F) [See USP Controitsz  §
Room Temperature]. |
Dispense’in a tight, light-resistant i
contaner i

Knoll Laboratories :

A Division of Storage: Stc

Knoll Pharmaceutical Company Kno

3000 Continental Drive - Morth i . .

Mount Olive, NJ 07828-1234 BASF Zhart Dispense in
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¢
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Delivers 15 mL
NDC 0121-0701-15

HYDROCODONE BITARTRATE
AND IBUPROFEN SUSPENSION

Each 15 mL contains:
hydrocodone bitartrate, USP 7.5 mg
ibuprofen, USP 200 mg

Usual Adult Dosage: See package insert
Expiration Date and Lot Number
R, ONLY

Pharmaceutical Associates, Inc.
Greenville, SC 29605

15 mL Lidding
0000000060000 00000000000000000000000000000000900

NDC 0121-0701-15
HYDROCODONE BITARTRATE
AND IBUPROFEN SUSPENSION

Each 15 mL contains:
hydrocodone bitartrate, USP 7.5 mg
ibuprofen, USP 200 mg

Usual Dosage: See Insert

10 x 15 mLL
This unit dose package is not child-resistant.
Store at controlled room temperature,
15° to 30° C (59° to 86° F).
R; ONLY
PHARMACEUTICAL ASSOCIATES, INC., GREENVILLE, SC 29605

15 mL Tray Label
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Packaging Specifications

The Hydrocodone and Ibuprofen Oral Suspension will be packaged in the following
containers:

1. Bottle: 16 oz. Round Amber PET

2. Closure:  28-400 White Fine-Ribbed P/P Closure with P/RVTLF Liner, by Ol
3. Unit Dose Cup: HDPE Unit Dose Cup #BP45
4. Lidding: Laminated Aluminum Foil Lidding by Tekni-Plex



