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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 
314.93(b) 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 opioid analgesic elixir drug product 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 
elixirs containing 10 mg hydrocodone bitartratel325 mg acetaminophen per 10 
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 is suitable to be submitted as an ANDA. 

The listed drug product that forms the basis for this petition NorcoTM,10 mg/325 
mg,(ANDA 40-148, manufactured by Watson Labs). See Orange Book, page 3- 
5, at Exhibit A. To the best of petitioner’s knowledge, applicable U.S. patents 
with respect to the drug substances, hydrocodone bitartrate and acetaminophen, 
have expired. 
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The proposed drug product differs from the listed drug products only in regard to 
dosage form (elixir instead of tablet). Otherwise, the proposed drug product is 
identical with respect to active ingredients, strength, route of administration, and 
conditions of use. 

The availability of an elixir dosage form of hydrocodone bitartrate and 
acetaminophen would provide a valuable dosage alternative, particularly for 
those patients who have trouble swallowing tablets, the geriiatric population and 
other situations where a liquid dosage would be preferred. 

The proposed product’s dosage form is the same as severall other types of 
approved opioid analgesic drugs which are available in liquid form. For instance, 
Capital and Codeine (acetaminophen and codeine), NDA 85883 (Orange Book at 
3-2); Dilaudid (hydromorphone hydrochloride), NDA 19891 (Orange Book at 3- 
182); and Lortab Elixir (Hydrocodone Bitartrate and Acetaminophen Elixir), 
ANDA 81051 (Orange Book at 3-4) attached as Exhibit B. 

In view of the availability of other approved opioid analgesics as elixirs and an 
appropriate patient base for such a form (e.g., geriatric patients), the healthcare 
community would benefit from the availability of an elixir dosage form of 
hydrocodone bitartrate and acetaminophen 10 mg/325 mg per 10 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 10 mg1325 mg, m Exhibits C (Side-By-Side comparison of Norco 
insert and proposed insert) and D (Side-By-Side comparison of Norco labeling 
and proposed labeling)] and packaged in an appropriate container-closure 
system (See Exhibit E). 

Based on the foregoing, Petitioner believes that an elixir dosage form of 
hydrocodone bitattrate and acetaminophen 10 mg/325 mg per 10 mL 
warrants a finding of ANDA suitability and that the commissioner should grant 
permission for the filing of an ANDA for a hydrocodone bitartrate and 
acetaminophen elixir in the strengths of 10 mg/325 mg per 10 mL. 

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)(l). 

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 relies, and that it includes representative data and information known to 
the Petitioner which are unfavorable to the Petition. 

PHARMACEUTICAL. ASSOCIATES, INC. 

By: 

201 Delaware Street 
Greenville, SC 29605 

(864) 277-7282 Ext. 230 

Enclosures: 

A. Orange Book, page 3-5. 

B. Orange Book, pages 3-2, 3-4, and 3-18:2. 

C. Side-By-Side comparison of NorcoTM package insert (May 
1998) and proposed insert. 

D. Side-By-Side comparison of NorcoTM and labeling and 
proposed labeling for hydrocodone bitartrate and 
acetaminophen 10 mg/325 mg per 10 mL. 

E. Description of container and closure system for hydrocodone 
bitartrate and acetaminophen 10 mg1325 mg per 10 mL. 
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PRESCRIPTION DRUG 'DUCT LIST 3-5 

ACETAMINOPHEN; HYDROCODONE BITARTRATE 

TABLET; ORAL 
HYDROCODONE BITARTRATE AND ACETAMINOPHEN 

AA VINTAGE PHARMS 650MG;lOMG -- 

AA - 

AA WATSON LABS 

AA - 

AA 

AA 

AA 

AA - 

AA - 

AA - 

AA 

AA 

AA - 

AA - 

AA - 

AA ZENITH GOLDLINE - 

LORTAB 
AA MALLINCKRODT - 

AA + OCB - 

NORCO 
+ WATSON LABS 

VICODIN 
g + KNOLL PHARM 

l!iOMG;7.5MG -- 

50OMG;2.5MG -- 

500MG:2.5MG -- 

500~~; ~MG __- 

500~~: ~MG -- 

500t4G;7.5M~ -- 

500MG:7.5MG -- 

5OOMG; 1OMG ' -- 

650MG:7.5MG -- 

650MG;7.5MG -- 

650MG; 10~~ A -- 

650MG:lOMG -- 

750MG;7.5MG 

150MG; 7 -~MG 

5MG SOOMG; 

500MG: !iMG -- 

5OOMG-1UMG -'- 

325MG; 5MG 

325MG;lOMG / 

5MG 500MG; 

N40143 001 
FEB 22, 1996 

N40157 001 
APR 12, 1996 

NJ0123 003 
MAR 04, 1996 

NE1079 001 
AJJG 30, 1991 

N40122 001 
MAR 04, 1996 

NE9883 001 
DEC 01, 1988 

N40123 004 
MAR 04, 1996 

NE1080 001 
AUG 30, 1991 

N40148 002 
FEB 14, 1997 

N40094 001 
SEE' 29, 1995 

N40123 001 
MAR 04, 1996 

N40094 002 
SEP 29, 1995 

N40123 002 
MAR 04, 1996 

N40122 002 
MAR 04, 1996 

NE1083 001 
AUG 30, 1991 

NE9696 001 
APR 21, 1988 

NE7722 001 
JOL 09, 1982 

N40100 001 
JAN 26, 1996 

N40099 001 
JUN 25, 1997 

N40148 001 
FEB 14. 1997 

NE8058 001 
JAN 07, 1983 

ACETAMINOPHEN; HYDROCODONE BITARTRATE 

TABLET; ORAL 
VICODIN ES 

AA + KNOLL PHARM 75OMG;7.5MG - -- 

VICODIN HP 
AA KNOLL PHARM - 660MG;lOMG -__ 

ACETAMINOPHEN; OXYCODONE 

CAPSULE; ORAL 
OXYCODONE AND ACETAMTNOPHEN 

AA HALSEY 500MG; 5MG - -- 

ACETAMINOPHEN: OXYCODONE HYDROCHLORIDE 

CAPSULE; ORAL 
OXYCODONE AND ACETAMINOPHEN 

AA AMIDE PHARM 500MG; 5MG - -- 

AA MALLINCKRODT 5OOMG;5MG - -- 

AA VINTAGE PHARMS 5OOMG’; 5MG - -- 

AA WATSON LABS 500MG;5MG 4' " - _- 

ROXTLOX 
AA ROXANE - 500MG; SMG 

TYLOX 
AA + JOHNSON Rv7 500MG; 5MG - -- 

SOLUTION; ORAL 
ROXICET 

ROXANE 325MG/5ML;5MG/SML 

TABLET; ORAL 
OXYCET 

AA MALLINCKRODT 325MG; !iMG - -- 

OXYCODONE AND ACETAMINOPHEN 
AA DURAMED 325MG; 5MG - -- 

NE9736 001 
DEC 09, 1988 

N40117 001 
SEP 23, 1996 

N40219 001 
JAN 22, 1998 

N40199 001 
DEC 30, 1998 

N40257 001 
AUG 04, 1998 

N40106 001 
JUL 30, 1996 

N40234 001 
OCT 30, 1997 

N40061 001 
JUL 03, 1995 

NE8790 001 
DEC 12, 1984 

N8935i OOi 
DEC 03, 1986 

NE7463 001 
DEC 07, 1983 

N40272 001 
JUN 30, 1998 

i 
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PRESCRIPTION DRUG PRODUCT LIST -2 3 

ACETAMINOPHEN; CAFFEINE; DIHYDROCODEINE BITARTRATE ACETAMINOPHEN: BUTALBITAL; CAFFEINE 

CAPSULE; ORAL 
ANOQUAN 

Al3 ROBERTS AND HAUCK 325MG;SOMG;40MG N87628 001 - --- 
OCT 01, 1986 

CAPSULE; ORAL 
ACETAMINOPHEN, CAFFEINE, AND DIHYDROCODEINE BITARTRATE 

AA MIKART 356.4MG;3OMG;16MG N40109 001 - -- 
AOG 26, 1997 

N40261 001 
OCT 28, 1998 

NE8584 001 
MAR 04, 1986 

DHC PLUS 
AT% + PURDUE FREDERICK 356.4MG;3OMG;16MG - -- 

BUTALBITAL, ACETAMINOPHEN AND CAFFEINE 
AB WEST WARD 5OOMG;SOMG;4OMG - --- 

BUTALBITAL, ACETAMINOPHEN, CAFFEINE 
AB GRAHAM DM 325MG;SOMG;4OMG - --- NE8758 001 

MAR 27, 1985 

N40085 001 
MAR 28, 1996 

ACETAMINOPHEN: CODEINE PHOSPHATE 

CAPSULE; ORAL 
PHENAPHEN W/ CODEINE NO. 2 

+ ROBINS AH 325MG:15MG 
PHENAPHEN W/ CODEiNE NO. 3 

+ ROBINS AH 325MG:30MG 
PHENAPHEN W/ CODEINE NO. 4 

+ ROBINS AH 325MG;60MG 

SOLUTION: ORAL 

ESGIC-PLUS 
AB + MIKART - SOOMG;5OMG;4OMG --- 

N84444 001 

NE4445 001 

NQ4446 001 

EXMCET 
AB MALLINCKRODT 325MG;SOMG;40MG N89102 001 - --- 

JUN 19, 1985 

325MG; SOMG; 4OMG --- NE9023 001 
JUN 19, 1985 

TRIAD 
A!? MALLINCKRODT 

TABLET: ORAL ACETAMINOPHEN AND CODEINE PHOSPHATE 
AA ALPHARMA 12OMG/SML;12MG/5MI. 
AA HI TECH PHARMA 12OMG/5ML;12MG/5KL - 

N85861 001 
N40119 001 

APR 26, 1996 
N09450 001 

OCT 27, 1992 
NE7006 001 
N40098 001 

SEP 20, 1996 
NE7508 001 

N86366 001 

N85057 001 

BUTAiJbITAL, ACETAMIiJOPHEZN AND CAFFEINE 
AB MALLINCKRODT 325MG;SOMG;4OMG - --- NE7804 001 

JAN 24. 1985 
AB MIKART 325MG; SOMG: 40MG Nfl9li5 001 
- --- JAN 21, 1987 
AB + SOOMG;SOMG;40MG N89451 001 
- --- MAY 23, 1988 
AB WATSON LABS 5OOMG;5OMG;4OMG N40267 001 - --- 

JuL 30, 1998 
AB WEST WARD 325MG;5OMG;4OMG N89718 001 
- --- JUN 12, 1995 

AA MIKART 12OMG/5KL;l2MG/5KL - 

AA MORTON GROVE 
a MOVA - 

AA PHARM ASSOC 12OMG/SML;12MG/SML - 
ACETAMINOPHEN W/ CODEINE 

AA ROXANE 12OMG/5ML;12MG/!!iML - 
TYLENOL W/ CODEINE 

AA + JOHNSON RW 12OMG/5ML;12MG/!XL - NO9536 001 
FEB 16, 1988 

N88616 001 
NOV 09, 1984 

BUTALBITAL, APAP, AND CAFFEINE 
AR HALSEY 325MG:5OMG:4OMG - --- 

I) SUSPENSION; ORAL 
325MG;5OMG;4OMG --- 

FIORICET 
AB + NOVARTIS - i; 

ACETAMINOPHEN AND CODEINE PHOSPHATE 
A?i CARi 120MG 5ML;12MG/5ML - 

CAPITAL AND CODEINE 
AA ALPHARMA 12OMG/5ML;12MG/5ML - 

NE6024 001 

NE5883 001 
ACETAMINOPHEN: BUTALBITAL; CAFFEINE; CODEINE PHOSPHATE 

CAPSULE: ORAL 
TABLET: ORAL 

ACETAMINOPHEN AND CODEINE PHOSPHATE 
AA DURAMED 3OOMG;lSMG - -- N40223 001 

NOV 18, 1997 
N40223 002 

NOV 18, 1997 I 

FIORICET W/ CODEINE 
+ NOVARTIS 325MG;SOMG;40MG;30MG N20232 001 

JUL 30, 1992 AA 3ooMG;3oMG - -- 



PRESCRIPTION DRUG PRODUCT LIST 3-4 

ACETAMINOPHEN; HYDROCODONE BITARTRA~ 
ACETAMINOPHEN; HYDROCODONE BITARTRATE 

TABLET: ORAL 
ELIXIR; ORAL 

-. HYDROCODONE BTTARTRAm AND A~T~NOP~N 
HYDROCODONE BITARTRATE AND ACETAMINOpHEN 

SOOMG/l5~;7~5ffi715~ ;r,~8;;~11;;; &?! E3N 75oMG;7.5MG 
g + MIKART -- 

7 

+ SOOMG/15M;;5MG/15ML 

AA PHARM ASSOC 5OOMG/15M%:7.5MG/l5~ - 

_--- - , 
NO1226 001 AA 

OCT 27, 1992 - 
N89557 001 AA 

APR 29, 1992 - 

HALSEY 5OOMG; SMG -- 

65OMG;7.5MG -- 

65OMG;lOMG -- 

75OMG;7.5MG 

TABLET; ORAL 
ANEXSIA 

AA MALLINCKRODT 5MG 500MG; - 

ANJZXSIA 10/660 
AA + MALLINCKRODT -~, 660MG; 10s -_c - .- 

ANEXSIA 7.5/650 
An MALLINCKRODT - 

c0-GEs1c 
AA SCHWARZ PHAR.MA - 

HY-PHEN 
AA ASCHER - 

65OMG;7.5= 

SOOMG;5Mc -- 

5MG 500MG; 

HYDROCODONE BITARTRATE AND ACETAMINOPHEN 
END0 PHARMS 500~~; ~MG -- 

Ai .- 
SOOMG;7.5MG 

" 
'M d 65OMG;7.5MG 
- 

AA 650MG;lOMG -, 

AA : 75OMG;7.5MG - 

400MG; 5MG 

400MG;7.5MG 

400MG:lOMG 
:I, 

AA EON 5OOMG;5HG -- - 

~40182 001 
MAR 13, 1998 

NE9160 001 
APR 23, 1987 

N40084 003 
JUL 29, 1996 

N89725 001 
SEP 30, 1987 

NJ37757 001. 
MAY 03, 1982 

~87677 001 
MAY 03, 1982 

N40281 001 
SEP 30, 1998 

N40280 001 
SEP 30, 1998 . 

N402RO 002 
SEP 30, 1998 

~40280 003 
SEP 30, 1998 

N40281 002 
SEP 30, 1998 

~40288 001 
NOV 27, 1998 

N40288 002 
NOV 27, 1998 

~40288 003 
NOV 27, 1998 

N40149 001 
JAN 27, 1997 

AA - 

AA - 

AA - 

AA - 

AA - 

AA - 

AA -I - 

AA - 

AA - 

AA + - 

AA + - 

AA + - 

AA - 

AA - 

AA -_ 

AA - 

AA - 

AA - 

AA - 

M4LLINCKRODT SOOMG; 5MG -- 

5OOMG;7.5MG 

5OOMG;lOMG -- 

75OUG;7.5MG -- 

MIKART 5OOMG;2.5MG -- 

5OOMG; 5MG -- 

5OOMG; 5MG -- 

5OOMG;7.5MG -- 

650MG;7.5MG -- 

650MGr'I.OMG -- 

PEACHTREE 5OOMG;lOMG __- 

VCB 65OMG;7.5MG -- 

VINTAGE PHARMS 500MG-2 SMG -' -z---.- 

SOOMG; 5MG -__ 

5OOMG; 5MG -- 

5OOMG;7.5MG -- 

650MG;7.5MG -- 

N40149 002 
JAN 27, 1997 ---- 

N40236 001 
SEE' 25, 1997 

N40240 002 
NOV 26, 1997 

N40240 001 
NOV 26, 1997 'I 

N40236 002 
SEP 25, 1997 

N40084 002 
JUN 01, 1995 

N40201 001 
FEB 27, 1998 

N40201 002 
FEB 27, 1998 

N40084 001 
JUN 01, 1995 

N89698 001 
AWG 25, 1989 

N89271 001 
JUL 16, 1986 

N89697 001 
JAN 28, 1992 

NE9699 001 
AUG 25, 1989 

N89689 001 
JUN 29, 1988 

N01223 001 
MAY 29, 1992 

N40210 001 
AUG 13, 1997 

N40134 001 
NOV 21, 1996 

N40144 002 
APR 25, 1997 

N89831 001 
SEP 07, 1988 

N89971 001 
DEC 02, 1988 

N40144 001 
FEB 22, 1996 " 

N40155 001 
APR 14, 1997 



PRESCRIPTION DRUG PRODUCT LIST 3-182 

HYDROCORTISONE SODIUM SUCCINATE 

INJECTABLE; INJECTION 
SOLU-CORTEF 

AP + PHARMACIA AND UPJOHN EQ 5OOMG BASE/VIAL 
Xi2+ EQ 1GM BASE/VIAL - 

HYDROCORTISONE VALERATE 

CREAM; TOPICAL 
HYDROCORTISONE VALERATE 

AB COPLEY PHARM 0.2% - 

AB TAR0 0.2% - 

WESTCORT 
3 + WESTWOOD SQUIBB 0.2% 

OINTMENT; TOPICAL 
HYDROCORTISOUE VALERATE 

AB TAR0 - 0.2% 
7 

WEZSTCORT . 

Al3 + WESTWOOD SQUIBB 0 2% - -.2--- 

HYDROFLUMETHIAZIDE 

TABLET; ORAL 
DIWZARDIU 

AB WYETH AYERST 5OMG - 
HYDROFLUMETHIAZIDE 

AB PAR PHARM 5OMG - 

SAIDRON 
AB + ROBERTS LABS - 50MG 

5 

HYDR~FLUMETHIAZIDE; RESERPINE 

TABLET; ORAL 
RESERPINE AND HYDROFLUMETHIAZIDE 

BP PAR PHARM 50MG;O.l25MG 

SAIJJTENSIN 
BP + ROBERTS LABS 

SALUTENSIN-DEMI 
ROBERTS LABS 

5OMG;O.l25MG 

25MG;O.l25MG r+r 

NO9866 003 
NO9866 004 

N74489 001 
AUG 12, 1998 

N75042 001 
AUG 25, 1998 

N17950 001 

N75043 001 
AUG 25, 1998 

N18726 001 
AUG 08, 1983 

NE3383 001 

NE8850 001 
MAY 31, 1985 

u11949 001 

NE8907 001 
SEP 20, 1985 

N12359 003 

N12359 004 

HYDROMORPHONE HYDROCHLORIDE 

INJECTABLE; INJECTION 
DTLAUDID-HP 

AP + KNOLL PHARM - 

+ 

HYDROMORPHOUE HCL 
AP ABBOTT - 

AP STERIS - 

SOLUTION; ORAL 
DILAODID 

AA + KNOLL PHARM - 

HYDROMORPHONE HCL 
AA ROXANE - 

TABLET: ORAL 
DILAUDID 

AB + KNOLL PHARM - 

HYDROMORPHOUE HCL 
AB ROXANE - 

HYDROXOCOBALAMIN 

INJECTABLE; INJECTION 
HYDROXOCOBALAMIN 

+ STERIS 

lOMG/ML 

250MG/VIAL 

lOMG/ML 

lOMG/ML 

5MG/5ML 

~MG/~ML 

8MG 

8MG 

~MG/ML 

HYDROXYAMPHETAMINE HYDROBROMIDE 

SOLUTION/DROPS; OPHTHALMIC 
PAREDRINE 

+ PHARMICS 1% 

N19034 001 
JAN 11, 1984 

N19034 002 
AUG 04. 1994 

N74598 001 
JUN 19, 1997 

N74317 001 
AUG 23. 1995 

N19891 001 
DEC 07, 1992 

N74653 001 
JUL 29, 1998 

N19892 001 
DEC 07, 1992 

N74597 001 
JUL 29, 1998 

NE5998 on1 ill 

NO0004 004 





HYDROCODONE BITARTRATE 
ACETAMINOPHEN ELIXIR, USP 

AND 
/ 

NORCV TABLETS C III 

DESCRIPTION 

Hydrocodone Bitartrate And Acetaminophen Elixir, for oral 
administration, contains hydrocodone bitartrate and 
acetaminophen in the following strengths per 10 mL: 

Hydrocodone Sitarkate, USP 10 mg 
Acetaminophen. USP 325 mg 

In addition, the elixir contains the following inactive 
ingredients: Alcohol, 7%. Methylparaben. Sodium 
Saccharin, Sucrose, Propylene Glycol, Glycerin, Sorbitol 
Solution, Mixed Fruit Flavor, and FD&C Blue No. 1. 

Hydrocodone bitartrate is an opioid analgesic and antitussive 
and occurs as fine, white crystals or as a crystalline powder. 
It is affected by light. The chemical name is 45 a-epoxy-3- 
methoxy-17-methylmorphinan-6-one tartrate (1:l) hydrate 
(2:5). It has the following structural formula: 

DESCRlPTtON 
NORGO’ (Hydrocodone bitartote and acetamlnophen) is supplied in tablet form k,r Y 
admin\stration. 

Hyctrocodone bilartrate is an optoid analpew and antitusslve and occurs as tine, white cys: 
Or PS 8 Crystalline powder It IS affected by liqht The chemical name is 4,5a-epow-3.methw-’ 
methytmorphlnan-6-ane tamale (13) hydrate (2’5) It has the follawm~ structural formula 

CH, 
1 9 I;--CH. 7”” 

- p 
H-ryH 

\ / =K 
HO-f--H *2’KG 

&5 o..‘. 0 
coow 

C”,O 
C,.H,,NO,.C.H,O..Z’*H~O MW=494 50 

Acetaminaphen, 4’-hydrOxyacetanllide, d slightly bitter, white. odorless, crystalline pouder, 15 
non-aplate, non-sahcylate analgesic and anbpyrebc It has the fotlow~ng structural formula 

Acetaminophen. 4’-hydroxyacetanilide, a slightly bitter, 
white, odorless, crystalline powder, is a non-opiate, non- 
salicylate analgesic and antipyretic. It has the following 
structural formula: 

CLINICAL PHARMACOLOGY 

clouding 

CLINICAL PHARMACOLOGY 

Hvdrocodone is a semisvnthetic opioid analaesic 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 opiates 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. 

The inatgew acrion of acelammophen involves peripheral iniluences. but the sprs!f~. 
mechanwn IS as yet undeterminec Ant~pyret~c actwty 1s mediated through hypothalanc he. 
iegulat~ni] centers Acetamlnophen inh,bits prasraglandln synthetase Therapeuhc 0%~ c 
acelam~nlphen have negllgfble ettects on the cardiovascular or resp~ralary systems. howeve 
tom do% may cau$e circulatory IallUre and rapld, shallow brealhmg 

The analgesic action of acetaminophen involves peripheral 
influences, but the specific mechanism Is as yet 
undetermined. Antipyretic activity is mediated through 
hypothalamic heat regulating sensors. Acetaminophen 
inhibits prostaglandin synthetase. Therapeutic doses of 
acetamlnophen have negligible effects on the cardiovascular 
or respiratory systems; however, toxic doses may cause 
circulatory failure and rapid, shallow breathing. 

.- 



pharmacokinetics: The behavior of the individual 
:cmponents is described be!ow. 

+drocodcne: Following a 10 mg oral dose of hydrocodone 
:dminis:ered to five adult ma!e subjects, the mean peak 
:oncentra:ion was 23.6 5 5.2 nc!mL. Maximum serum leve!s 
.s,ere achieved ai 1.3 f 0.3 hcurs and the half-life was 
:etermir.ed to be 3.8 5 0.3 hours. Hydrocodone exhibits a 
,:omplex pattern of me!abolism including 0-demethylation, 
..J-deme?hylation and B-keto reduction to the corresponding 
j- a- ar,d 6-P-hydroxymetabolites. 

See OVE%OSAGE for toxicity information 

:,ce!aminczhen: Ace!eminophen is rapidly abssrbed from 
me gas;mntesYnai trac! and is distnbuted throuGhout mcs: 
xcdy tlssi;es. Tne plasma half-life is 1.25 to 3 hours, bur 
day be increased by liver damace and fcilcwirc 
;verdcsace. Eilmination of acetaminophen is prncipaily by 
:ver me!azc!ism (conjuga:icn) and subsequent rena: 
?xc:e::cn of me:a?ciires. Ppzroxirraie!y 85% of a? oral dcse 
zccesrs in the urine witbin 2J hours of adminls:ra:ion, mcs: 
3s the giuczronlce conju@:e. with smail 2moUr.E of other 
~oquga:es and uncnanced drq 

See overccsa<e for :oxic:!y information 

INDICATIONS AND USAGE 

Hvdrsccdcre x?. acetamincpnen e!ixir is indicatia for We 
re!ief of mcderate to moderSe!y severe pain. 

CGNTFtAlNDlCATlONS 

This produc: should not be adrr,inis:ered to parienrs wr,o 
have previously exhIbited hypersensitivity to hydrocodone. 
ace!aminophez, or any other component of this product. 

WARNINGS 

Respiratory Depression: At high doses or in sensitive 
patients, hycrocodcne may produce dose-re!ated respiratcrf 
depression by ac!ing directly on the brain stem resql:a!crj 
center. Hydrocodcne also affects the cen!er that ccntrcis 
respiratory rhythm, and may produce irregular acd pericdic 
breathing. 

kead Injury and Increased Intracranial Pressure: The 1 
resoirator;, deoressant effec!s of opioids and their capacity to ! 
e!evate cerebrospinal fluid pressure may be markedly , 

: exaggerated in the presence of head injury, other intracranial 
iesions, or a pre-exis:ing increase in intracranial pressure. 
Furthermore, opioids produce adverse reactions which may 
obscure the c!inical course of patients with head injuries. I 
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Acute abdominal Conditions: The administration of 
opioids may obscure the diagnosis or clinical course of 
patients with acute abdominal conditions. 

PRECAUTlONS 

General: Soecial Risk Patients: As with any opioid 
anaicesic agent, Hydrocodone Bitartrate and 
Ac&minophen Eiixir should be used with caution ir, e!derly 
or debilitated patients, and those with severe impairment of 
he;?atic or renal function, hypothyroidism, Addisco’s disease, 
prostaric hypertrophy, or urethral stricture. The usu2l 
precautions should be obsemed and the pcssibility of 
resclra:orj depression skould be kept in mind. 

Couch Fe!?ex: Hydrocodone suppresses the couch reflex; 
as wirh ail opioids. caction should be exerc:sed when 
Hydrocadone EI:arira!e and Pce?aminophen E.ixir is used 
pos;coeradve!y and In parieirs with pulmonq disease. 

Information for Patients: Hydrocodone, like a:1 cpiolds, 
may 1mp21r mental and/or physical abilities rec,tiireti fcr the 
pe,?crmance of poterriaily hazardous tasks SUCT. ac driving 2 
czr or ocerar,nc m2c5;ni?i; patlenrs should be czu!icr,ed 
aCC;:Cir,c!V. - 

Clcsnc! ant 0:ker CNS depressants ma:/ prccxe 2~ 

iccit!‘.,e CNS c2cressicn, svnen taken with this csm~arion 
prccsc:. ant SXC!C be avcided. 

Hycroccdone may be h2?ii-forming. Fatierts she-lc take 
the c:cc oniy fcr 23 long as it is prescribed, in :he 2moun:c 
p:esc:;ted. ant no more frecuently than presc::cec. 

Laboratory Tests: In pet!ents with severe hecaric or re!& 
disease. eicec:s of therapy should be monitorec wit:, sar12l 
liver and/or renal function, tests. 

Drug Interac:ions: Parients receivir,c opicids, 
antihistamines, antipsychotics, antianxie!y ace&, or other 
CNS depressants (including alcohol) ccncomltantly with 
Hydrccodone eitartrate and Ace!aminophen Eiixir may 
exhibit an additive CNS depression. When combined 
therapy is csnte.mplated, the dose of one or bo:h ager,ts 
shculd be reduced. 

Tiie use of MAO inhibitors or tricjc!ic antidepressants with 
hydrocodone preparations may increase the ekec! of either 
the antid2p:essant or hydrccodone. 

Drug/Laboratory Test Interac!ions: Acetaminophen may 
produce false-positive test results for urinary 5 
hydroxyindoleace!ic acid. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: 
No adequate s:udies have been conducted in animals to 
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de!ermine whe!her hydrocodone or acetaminophen have a 
potential for carcinogenesis, mutagenesis, or impairment of 
fenility. 

Pregnancy: 
Teratcgenic E.Sck Prepancy catezov C: There are no 
adequate and we!l-controlled studies in pregnant women. 
Hydrocodone Bitartrate and P.ce!aminophen E!ixir should be 
l~sed during pregnancy Only if the potential be.?eRt justifies 
the po!entiai risk to the fetus. 

Ncntera:ogenic E.Tec:s: babies born to mothers who have 
been taking opicids regularly prior to de!ivev wiil be 
physically de?er.dent. The withdrawal siqs inc!ude 
lrriiabliity azd excessive c?jing. trer,ors, hypeiaclve 
reflexes. increased respiratory rate, increased stools, 
sr;ee~!ng. ya.vning. vomiting, and fever. The intensity of the 
syncrcme ccec not aiways corre!a:e wirh the durat:on of 
maierna! OCICIC use or dose. There is no consensus on the 
bes: rce!hcc hf -anacinc wirhd:awal. 

Labor and De!ivery: As wirh ail opioids, admlr,is:ration of 
inns produc: :o the mC:W shor;ly beiore de!ive,n] ma;, recilt 
in some ce;:ee of ressirarory desress:on in the ne’.‘?born, 
escec ail:/ of hicnir dcses are user’. 

Nursing Mc~hers: Acstamnccrer is exc:e!ec IP bress: 
~liik In smai! a~.c~n!s. but the sicnKca.nce of its e%ec:s on 
nurs;r;c Manrs is nc: kno:vn. It is no: known wnerher 
nycrococc-e 1s exc:e:ec In human mlk. eecazse many 
crucs are exc:e!ec in human miik ant becanse of the 
porenCai for serious acverse reac:icns in nursina infants 
from hydrcczccne and acetamlncphen, a dec:sicn sic-lc be 
mace wile?.er to disc-mince nursing or to discontinue the 
drug, taking inlo accocnr the imponar.ce of the drug :o the 
morher. 

Pediatric Use: Safely and effec:iveness in peciatric 
paiients have not been establisP,ed. 

ADVERSE REACTIONS 

Tne most frequently repofied adverse reac:icns are 
lightheadecness. dizziness, sedation, nausea, ant vomltlng. 
These effec:s seem to be more promrnent in ambulatory 
than in nonambulatory patients, and some of these adverse 
reac!ions may be aileviated if the patient lies down. 

Ctner adverse reac:ions inc!ude: 

Central Nervous System: Drowsiness, mental clouding, 
IetharSy, iqairment of mental and physical performance, 
anxiety, fear, dysphoria, psychic dependence, mood 
ckanges. 



Gastrointestinal System: Prolonged administration of 
hydrocodone bitartrate and acetaminophen e!ixir may 
proouce consapation. 

Genitourinary System: Ureierai spasm, spasm of VeSiCal 

sphincters and urinary retention have been repc<ed with 
0pia:es. 

Respiratory Depression: Hydrocodone bita,-traie may 
produce dose-related respira:cry depression by ac!ing 
directly cn brain stem respiratory centers (see 
OVEZDOSAGE). 

Dermatological: Skin rash, pr’UitUS. 

Tne foilowinc adverse drug evev may be borne in mind as 
porenrial effec:s of acetamlnocken: allergic resc;icr,s. rash, 
thrcmooc;:tope.la. aqanulocjtcsz. 

Forez::al e?ec:s of h,cr. dcs2~e a:e 1is:ec in the 
OVE?DOS;GE sec:lon. 

DRUG AEUSE AND DEFENDENCE 

Controlled Substance: Eydrccsdcne 6i:x:a:e and 
Ace:ar;.mc~nec E.ixlr is classified as a Sczec3le III 
ccr.;rcIIec su”s;aGce 

Abuse and Dependence: Fsycnic desenderce. pnysicai 
decercence. xc toferxce ma;/ ceve’op upcn recealeti 
acmin~s;:a::cn of op~c;ds. therefore. this product stiould be 
prescr:bed ant acnims:erec ‘wi:h caot:on. i-!03tie\ier, psyc21c 
decesdence 1s uni:ke!y to ceve!op wr,en hycrcc~dcne 
bltarr:a;e ant ace!amlnocnen e!ixir is usec for a soon time 
for :rearment of qain. 

Fhyscal deoezdence, the condition in which continued 
adminIstration of the drug is rec;ulred to pre:en: the 
aopearance of a withdrawai syr,drome, assumes c!inically 
significant prcpcrtions only after several weeks of csntinued 

j 
oprcid use, although some mild degrees of physical L 
depender.ce may deve!op after a few days of oplcid therapy. 
Tolerance, in which increasingiy large doses are required in 
order to produce the same degree of analgesia. is 
mar,lfes:ed initia!ly by shortened duration of analgesic eifec!, 
and subsequently by decreases in the inrensit;l of the 
analgesia. The rate of deve!opment of tolerance varies 
amoq patier.!s. 

I OVEZDOSAGE 

’ FolloLving an acute overiosage. toxicity may result from ’ 
hydrocodone or acetaminophen. 

I : Signs and Symptoms: 
! 
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Hvdrccodone: Serious overdose with hydrocodone is 
charac!enzed by respiratonj depression (a decrease in 
respiratory rate and/or tidal volume, Cheyne-Stokes 
respiratlofl, cyanosis), extreme somnolence progressing to 
stupor or coma, ske!etal muscle flaccidity, cold and c!ammy 
skin, ar,d sometimes bradycardia and hypotenson. In 
severe overdose, apnea, crrculatory collapse, cardiac arrest, 
and death may occur. 

Ace!amnoohen: In acetaminophen overdosage: dose- 
dependent, potentially fatal heoatic necrosis is the mcs; 
serious adverse effect. Renal tubular necxs s, 
hycoglycemlc coma, and thrombcqtopenia may also occur. 

Early symptoms followlng a potentially hepatotoxic overccse 
ma’;/ inc!ude: nausea. vomliing, diaphoresis, and genera; 
ma.aise. ClinIcat and labcra:orj evidence of henatic tox;c% I .L, 
mav not be aooarent until 29 - 72 hours post-;nges:icn. 

In ac:its. lYe!Ia:.c :oxIc::y ‘ias rare!y been reccned svlrh acz:e 
overccse of less than 10 grams. or fatalities with less tha- 
15 grams. 

Trea:ment: A sirgie cr mtimtipie overdose ‘Nlth hycroccccr,e 
any acetaminoohen is a poten:ia.ly lethal polydrug overcosa, 
ar,c ccnsu!!a:icn >v.v;tn 2 reg!cnal poisor, ccr,:r51 center is 
recommencec. 

lmmerT=:e trear,mer.: nc:‘uces -.G. suzpor, of carcic-res31ra:cnJ 
fUGCIiO> xc measures to reiccs cruc absorpacn. Vcmj;;ig 
should be incnced me&a ricaily, or with syrup of ipecac, of 
the pa;ienr is a!ert (adecua:; phanjngeal ar,c lar]r.gee. 
re?exes). Crai acivarec charcoal (Iqkg) snouic fcrlc’.- 
gash emptying Tne first dcse sr,ould be acccmcanlec c:i 
an appropriate cathartic. If receated doses are user,. the 
cathanlc might be inc!udec with a!ternate doses as req!rec 
Hyporension IS usually hypovole.mc and should responc :o 
flUIdS. Vassopresscrs and ether supportive measures 
should be employed as ircicated. A cuffec endo-tracneal 
tube should be inse.rted be’cre gas:ric !avage of the 
unconscious par:ent ant, when necessary, to prcvrde 
assis:ed remration. 

Me!iculous attention should be given to maintalnrng 
adequate pulmonary ventiiaricn. In severe cases cl 
intoxication, peritoneal dialysis, cr preferably hemodialysis 
may be considered. If hype-prcthrombinemia occurs due to 
aceraminophen overdose, vitamin K should be admimstered 
intravenous:y. 

Naloxone. an opioid antagonist, can reverse respira!onj 
cepression and coma associated with ooiod overdcse. 
Natoxone hydrcchloride 0.J mg to 2 mg is given parenterally. 
Since the duraacn of ac:ion of hydrocodone may exceed that 
of the naioxcne, the pa!ient should be kept under continuous 
surveillance and repeated doses of the antagonist should be 



administered as needed to maintain adequate respiration. A 
opioid antagonist should not be administered in the absence 
of clinically significant respiratory or cardiovascular 

.:_ . . . . . . . . +.. depression. 

tf the dose of acetaminophen may have exceeded 140 
mg/kg, acetylcysteine should be administered as early as 
possible. Serum acetaminophen levels should be obtained, 
since levels four or more hours following ingestion help 
predict acetaminophen toxicity. Do not await acetaminophen 
assay results before initiating treatment. Hepatic enzymes 
should be obtained initially, and repeated at 24hour 
intervals. 

. . Methemoglobinemia over 30% should be treated with 

1 methylene blue by slow intravenous administration. 

The toxic dose for adults for acetaminophen is 10 g. 

DOSAGE AND ADMINISTRATION 

Dosage should be adjusted according to severity of pain and 
response of the patient. However, it should be kept in mind 
that tolerance to hydrocodone can develop with continued 
use and that the incidence of untoward effects is dose 
related. 

The usual adult dosage is one tablespoonful (15 mL) every 
four to six hours as needed for pain. The total 24-hour dose 
should not exceed 6 tablespoons. 

HOW SUPPLIED 

Hydrocodone Bitartrate and Acetaminophen Elixir is a blue- 
colored, fruit flavored liquid containing 10 mg hydrocodone 
bitartrate, and 325 mg acetaminophen per IO mL, with 7% 
alcohol. It is supplied as follows: 

lOmg/325mg per 10 mL: 
16 oz. -Bottles NDC 0121-0720-16 
4 oz. Bottles NDC 0121-0720-04 

. . _ 15 mL Unit Dose Cups NDC 0121-0720-15 

Store &controlled room tempera&eT-25°C (68 - 77°F). 

Dispense in a tight, light-resistant container 

R, ONLY 

A Schedule Ill controlled substance 

PHARMACEUTICAL ASSOCIATES, INC. 
Greenville, SC 

Tne JSUBI adult dosage IS one tablet eve~~fw to SIX hours as needed far pain. Tllf I ‘al : 
dosage should no1 exceed 6 tablets. 

Eonles of 100 NDC 52544-539-U 
mm 0f 500 NDC 52544-539-E 

Rx Only 

WAiSON PHARMA 
A D~wsron nt ‘Slatson Laborarorles Inc. 
Corona CA 91720 

Realsed May 5 1 
13oi 

02/00 



Exhibit D 



FRONT OF LABEL: 

NIX 0121-020-16 

HE-DROCODONE BITARTRATE CIII 
AXD .~CET.L\lINOPHEN ELISIR 

XIGHT SIDE OF LABEL: 

LEFT SIDE OF LABEL: 



- Delivers 15 mL 
NDC 0121-0720-15 

Hydrocodone Bitartrate and CIII 
Acetaminophen Elixir 

Alcohol 7% 
Usual Dosage: See Package Insert for 
Complete Dosage Recommendations. 

(Lot No. and Exp. Date) 

R, ONLY 
FOR INSTITUTIONAL USE ONLY 
PHARMACEUTICAL ASSOCIATES, INC. 

GREENVILLE, SC 29605 

. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 
NDC 0121-0716-15 

HYDROCODONE BITARTRATE 
AND ACETAMINOPHEN ELIXIR 

Alcohol 7% 
Preservative: Methylparaben 0.15% 
pH Range: 4.0 - 5.0 

Usual Dosage: See Package Insert for 
Complete Dosage Recommendations. 

10 x 15 mL 
This unit-dose package is not child-resistant. 

Store at controlled room temperature, 
20’ - 25” C (68” - 77” F) 

R, ONLY 
FOR INSTITUTIONAL USE ONLY 
PHARMACEUTICAL ASSOCIATES, INC. 

GREENVILLE, SC 29605 



- 
FRONT OF LABEL: 

NDC 0121-0720-04 

HYDROCODONE BITARTRATE CIII 
AND ACETAMINOPHEN ELIXIR 

Hydrocodone bitartrate, USP 
(Warning: May be habit forming) 
Acetaminophen, USP 
Alcohol 7 % 
R, ONLY 

4floz(118mL) 

10mg 

325 mg 

PHARMACEUTICAL ASSOCIATES, INC. 
GREENVILLE, SC 29605 

RIGHT SIDE OF LABEL: 

USUAL DOSAGE: See package insert 
for complete prescribing information. 
Lot No. 
Exp. Date 

LEFT SIDE OF LABEL: 

Pharmacist: Dispense in a tight, light-resistant 
container as defined in the USP, with a 
child-resistant closure (as required). 
Store at controlled room temperature 
20” - 25” C (68” - 77” F) 
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Hydrocodone bitartrate and Acetaminophen Elixir (NDC 0121-0720-) has been 
packaged in the following container/closure systems: 

1. Bottle: 16 oz. Amber PET 28-400 container 
Cap: 28-400 White Fine Ribbed P/P Closure with P/RVTLF Liner 

2. Bottle: 16 oz. Amber PET 28-400 container 
Cap: 28-400 White Fine Ribbed Closure with SG-90 Liner 

3. Bottle: 16 oz. Brown HDPE BL-16 container 
Cap: 28-400 White Fine Ribbed P/P Closure with P/RVTLF Liner 

6. Bottle: 4 oz. Amber PET 24-400 container 
Cap: 24-400 White Clic-Lot with PlRVTLF Liner 

7. Unit Dose Cup: BP 15 HDPE Unit Dose Container made of Alathon resin. 
Lidding: Paper/Polyethylene/Aluminum Foil/Heat Seal by Tekni-Plex 

We intend to seek approval for all container / closure systems except the Unit 
Dose Cup BP 10. 
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