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CITIZEN lPETlTlON, 

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 
elixir containing 10 mg hydrocodone bitartratel650 mg acetaminophen per 30 
mL. I 

B. Statement of Grou,nds 

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 Therap,eutic 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 rnay 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 Watson,10 mg/650 
mg (ANDA 40-094). See Orange Book, page 3-5, at Exhibit A. To the best of 
petitioner’s knowledge, applicable US. patents with respect to the drug 
substances, hydrocodone bitattrate 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 geriatric population and 
other situations where a liquid dosage would be preferred. 

The proposed product’s dosage form is the same as several other types of 
approved opioid analgesic drugs which are available,in liquid form. For instance, 
Dilaudid (hydromorphone hydrochloride), NDA 19891 (Orange Book at 3-l 82); 
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/650 mg per 30 mL. The 
proposed product contains the same active ingrediehts, at the same strength and 
route of administration, and would be labeled with the same conditions of use as 
the listed lOmg/650 mg tablets [See Exhibits C (Side-By-Side comparison of 
Watson insert and proposed insert) and D (Side-By-Side comparison of Watson 
labeling and proposed labeling)] and packaged in an appropriate container- 
closure system (a Exhibit E). 

Based on the foregoing, Petitioner believes that an elixir dosage form of 
hydrocodone bitartrate and acetaminophen IO mg/650 mg per 30 mL warrants a 
finding of ANDA suitability and that the commissioner should grant permission for 
the filing of an ANDA for a hydrocodone bitattrate and acetaminophen elixir in the 
strength of lOmg/650 mg per 30 mL. 1 

C. Environmental ImDact 

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 lmpac$ 

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



I 
E. Certification I 

I 
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: c ~.72?9Ovn&?J 
Kaye B. McDonald 

201 Delaware Street 
Greenville, SC 29605 

(864) 277-7282 Ext. 230 

Enclosures: 

A. Orange Book, page 3-5. 

B. Orange Book, pages 3-4 and 3-182. 
/ 

C. Side-By-Side comparison of Watson package insert 
(December 1997) and proposed insert. 

D. Side-By-Side comparison of Watson and labeling and 
proposed labeling for hydrocodone bitartrate and 
acetaminophen IO mg/650 mg per 30 mL elixir. 

E. Description of container and closure system for hydrocodone 
bitartrate and acetaminophen IO mg/650 mg per 30 mL 
elixir. 
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PRESCRIPTION DRUG T LIST 3-5 

ACETAMINOPHEN; HYDROCODONE BITARTRATE ACETAMINOPHEN; HYDROCODONE BITARTRATE 

TABLET: ORAL TABLET: ORAL 
HYDROCODONE BITARTRATE AND ACETAMINOPNEN VICODJN ES 

AA VINTAGE PHARMS 650MG;lOMG N40143 001 AA + KNOLL PHARM I__- 
FEB 22, 1996 - 

AA 

AA : WATSON LABS - 
:. 

: :“>.:; AA . 

750MG;7.5MG -- 

500MG;2.5MG 

N40157 001 
APR 12, 1996 

N40123 003 
MAR 04; 1996 

N81079 001 
AUG 30, 1991 

N40122 001. 
MAR 04, 1996 

NE9883 001 
DEC 01, 1988 

N40123 004 
MAR 04, 1996 

N81080 001 
AUG 30, 1991 

N40148 002 
FEB 14, 1997 

N40094 001 
SEP 29, 1995 

N40123 001 
MAR 04, 1996 

N40094 002 
SEP 29, 1995 

N40123 002 
MAR 04, 1996 

N401.22 002 
MAR 04, 1996 

N81083 001 
AUG 30, 1991 

NE9696 001 
ARR -2-l., -198s 

VICODIN HP 
AA KNOLL PHARM -_ 

500MG;2 5MG --A-.-- 

500MG;5MG 
ACETAMINOPHEN; OXYCODONE 

INE 

5OoMG; 5MG 

500MG;7.5MG -- 

500MG;7.5MG -- 

500MG; 1OMG ' 

650MG;7.5MG -- 

650MG;7.5MG -~ 

650MG;lOMG/ -- 

65OMG;ZOMG -- 

75OMG;7.5MG -_I 

7SOMG;7.5MG -~ 

5OOMG; 5MG -- 

500MG;5MG -- 

5OOMG;lOMG -- 

325MG; 5MG 

325MG;lOMG / 

500MG;5~~ 

N87722 001 
JUL 09, 1982 

N40100 001 
JAN 26, 1996 

N40099 001 
JUN 25, 1997 

N40148 001 
FEB 14, 1997 

N8RQ5l.t 001 
JAN 07, 1983 

750MG;7 5MG -A 

660MG; l.OMG -- 

CAPSULE: ORAL 
OXYCODONE AND ACETAMINOPHEN 

AA HALSEY 500MG; 5MG - -- 

ACETAMINOPHEN: OXYCODONE HYDROCHLORIDE 

CAPSULE; ORAL 
OXYCODONE AND ACETAMINOPHEN 

AA AMIDE PHARM SOOMG; 5MG - __I- 

AA MALLINCKRODT 500MG;SMG - -- 

AA VINTAGE PHARMS - SOOMd; 5MG -- 

AA WATSON LABS 5OOMG; 5MG &' *' - -- 

ROXTLOX 
AA ROXANE -- 

TYLOX 
AA + JOHNSON RW~ -_ 

50OMG;5MG 

SOLUTION; ORAL 
.ROXICET 

ROXANE 325MG/5ML;sMG/5ML 

TABLET: ORAl, 
OXYCkT 

AA MALLINCKRODT - 325MG;5MG -- 

OXYCODONK AND ACETAMINOE'HEN 
AA DURAMED - 325MG;sMG -- 

NE9736 001 
DEC 09, 1988 

N40117 001 
SEP 23, 1996 

N40219 001 
JAN 22, 

N40199 

998 

301 
DEC 30, 1998 

N40257 001 
AUG 04, 1998 

N40106 001 
JUL 30, 1996 

N40234 001 
OCT 30, 1997 

N40061 001 
JUL 03, 1995 

N&790 OOl 
DEC 12, 1984 

NE9351 
DEC 03, 

001 
986 

N87463 001 
DEC 07, 1983 

N40272 001 
JUN 30, 1998 



Exhibit 5 



PRESCRIPTION DRUG PRODUCT LIST 

.:. ” ACETAMINOPHEN; HYDROCODONE BITARTRAW 

. . . :: 

I 

>: ELIXIR; ORAL 
_Lv--.-.--_..HY~ROCODONE EdWUWRA~ AND ACETAXKNOPHEN 
--R:----. .' :.;-: _,,, .s: AA -1 + MIKART SOOMG/15MT.:7.5MG/15~ 

MALLINCKRODT 

500MG; %G -- 

66OMG;lOMG -- 

500MG; !iMG -- 

5MG 500MG; 

AND ACETAMINOPHE~ 
SOOMG; 5MG -- 

5OOMG;7.fiMG 

65OMG;7.5= 

65OMG;lOMG 

75OMG;7.5MG 

400MG;5MG 

40OMG;7.5MG 

40OMG;lOMG ' 

SOOMG; 5MG 
Q 

-- 

ACETAMINoPHEN; HYDROCODONE BITARTRATE 

HYDROCO 

/NE1051 001 AA EON 
AUG 28, 1992 - 

~81226 001 AA HXLSEY 

TABLET; 0RA.L 
DONE BITARTRATE AND ACETAMINOPBEN 

75OMG;7.5MG 

5OOMG; 5MG -- 

65OMG;7.5MG -- 

65OMG;lOMG -- 

75oMG;7.5MG -- 

5oOMG; 5MG 

3-4 

OCT 21, 1992 - 
N89557 001 AA 

- APR 29, 1992 
~40182 001 AA 

- MAR 13, 1998 
AA - 

AA MALLINcKRoDT 
- NE9160 001 

APR 23, 1987 AA - 

N40084 003 AA 
- JUL 29, 1996 
AA 
- NE9725 001 

SEP 30, 1987 AA + MIKART - 

N87757 001 AA 
- MAY 03, 1902 
AA 
- ~R7677 001 

MA-Y 03; 1982.--- AA + - 

~40281 001 AA i- 
- SEP 30, 1990 

N402OO 001 AA -C 
-- SEP 30, 1998 ' 

N40200 002 AA PEACHTREE 
- SEP 30, 1998 

N402RO 003 AA UCB 
- SEP 30, 1998 

N40201 002 AA VINTAGE PHARMS 
- SEP 30, 1998 

N40288 001 AA 
- NOV 27, 1998 

N40288 002 AA 
- NOV 27, 1998 

N40288 003 AA 
- NOV 27, 1998 

N40149 001 $J 
JAN 27, 1997 

5OOMG;7.5MG 

5OOMG;lOMG 

75OMG;7.5MG -- 

5OOMG;2.5MG 

5MG 5OOMG; 

5ooMG; 5MG -- 

%OMG-7.5MG -A.--'- 

65OMG;7.5MG -- 

650MG;lOMG -- 

50OMG;lOMG 

65OMG;7.5MG 

5OOMG;5MG -- 

SOOMG; ~MG -- 

5oOMG;7.5MG 

65OMG;7.5MG -- 

N40149 002 
JAN 27, 1997 

N40236 001 
SEP 25, 1997 

N40240 002 
NOV 26, 1997 

N40240 001 
NOV 26, 1997 

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 
AUG 25, 1989 

N89271 001 
JUL 16, 1986 

NE9697 001 
JAN 28, 1992 

_ NO9699 -00-l 
AUG 25, 1989 

NE9689 001 
JUN 29, 1988 

Nt31223 001 
MAY 29, 1992 

N40210 001 
AUG 13, 1997 

N40134 001 
NOV 21, 1996 

N40144 002 
APR 25, 1997 

NE9831 001 
SEP 07, 1988 

N89971 001 
DEC 02, 1988 

N40144 001 
FEB 22, 1996 

N40155 001 
APR 14, 1997 



PRESCRIPTION DRUG P-RODUCT LIST 

HYDROCORTISONE SODIUM SUCCINATE 

INJECTABLE; INJECTION 
SOLU-CORTEF 

AT? + PHARMACIA AND UPJOHN EQ 500MG BASE/VIAL 
E + EQ IGM BASE/VIAL 

HYDROCORTISONE VALERATE 
.'. : ,,.. CREAM; TOPICAL '> 
" '; HYDROCORTISONE VATAERATE 
'_' AB COPLEY PHARM . ..J.. - 

0.2% 
..i,:<: ;. , ..:-.I; TAR0 0.2% .<'... -: .::.. 55 
: Ii, T ',; -:;:i 
7 i'yj;; - WESTCORT 
-. , :‘,,. ,, g + WESTWOOD SQUIBB 0.2% 

of .‘i,,“i-- 
:,;‘z&&T; ORAL 
-. &; RESERPINE AND HYDROFLUMETHIA 

BP .>';‘:' ,, PAR PHARM 50MG; 

L SALUTENSIN 
BP *C ROBERTS LABS 50MG; 

,ZIDE 
0.125MG 

0.125MG 
SALVTENSIN-DEMI 

ROBERTS LABS. 25MG;O.l25MG ,b 

HYDROMORPHONE HYDROCHLORIDE 

INJECTABLE; INJECTION 
DTLAUDID-HP 

NO9866 003 AI? + KNOLL PHARM 
NO9866 004 - 

+ 

HYDROMORPHONE RCL 
Al? ---- ABBOTT - 

N74489 001 
AUG 12, 1998 

N75042 001 
AIJG 25, 1998 

N17950 001 

AI? - 

AA - 

STERIS 

SOLIJTION; ORAL 
DnAuDxD 

+ KNOLL PHARM 

FIYDROMORPI1ONFi HCL 
AA ROXANE - 

N75043 001 
AUG 25, 1998 TABLET; ORAL 

DILAUDID 
N18726 001 AB + KNOLL PHARM 

AUG 08, 1983 - 
HYDROMORPHONE HCL 

AR ROXANE - 

HYDROXOCOBALAMIN 
N83383 001 

INJECTABLE; INJECTION 
N88850 001 HYDROXOCOBALAMIN 

MAY 31, 1985 . + STERIS 

N11949 001 
HYDROXYAMPHETAMINE HYDROBROMIDE 

lOMG/ML 

250MG/VIAL 

lOMG/ML 

lOMG/ML 

5MG/5ML 

SMG/!%L 

8MG . 

8MG 

lMG/ML 

SOLUTION/DROPS; OPHTHALMIC 
PAREDRINE 

+ PHARMICS 1% 

N88907 001 
SEP 20, 1985 

N12359 003 

N12359 004 

3-182 

N19034 001 
JAN 11, 1984 

N19034 002 
AUG 04, 1994 

N-74598 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 001 

NO0004 004 
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HYDROCODONE BITARTRATE AND 
ACETAMINOPHEN ELIXIR, US? 

DESCR1PTION 

Hydrocodone Bitartrate And Acetaminophen Eiixir, for orai 
administration, contains hydrocodone bitar,;ate and 
acereminophen in the following strengths per 30.mL: 

: 
Hydrocodone Biiartrate, US? 10 mg 
Aceraminoohen, US? 650 rnc 

in addition, the e!ixir contains the following inac!ive 
ingredients: Alcohol, 7%, Methyiparaben, Sodium 
Sacch$n, Sucrose, Propylene Gtycol, Giycerin, Sorbitc! 
SoILICon, and Mixed Fruit Flavor. 

Ace:aminc~ken, ~.‘-S,ydrox::aceraniiide, 2 siic5;rly b!::sr. 
wh::e. cdoriess. CrySTEiiitW POWdC, is a non-oeiare. ncs- 

_.. 

:.: -..“_, .y:; : _ ‘. ., 

I 

. 

‘. 
. 

. 

&&‘P .- anaigesic and antipyretic. It has the fc:lcwing 
5;::‘C:‘JrEi fcrmula: 

CL!NICAL PHARMACOLOGY 

:+yc:cca&, / -4--e is a semisynthetic opicid ana$esIc and 
an[i:cssive with rru!tipie ac:ions qualitttiVE!y SitiGik? tC ;f.CS? 

or ccseine. Mcs; of these invoive the centiai nerlcus 
s;cz77 and si;co:h musc:e. Tine precise mecnanism ci 
ac:jcn of hydroccdone and other opiates is not knc:.Jn. 
a!thou$ it is be!ie>,ec to re,at I-de to the existence or opiate 
recectors in the central nen/ous system. In additicn tc 
analg,esia, opioids may produce drowsiness. C%X~~S in 
mooo and mental ciouo~ng. 

me analgesic action of acetaminophen involves peripnerai 
imluences, but the specific mechanism is as yet 
undetermined. Antipyretic activity is mediated througn 
hypothalamic heat regulating sensors. Acetaminophen 
inhibits pros:ag!andin synthetase. Therapeutic dcses ci 
acsttmincphen have ne@igible effects on the carciovasc2iar 
cr resplrarcv systems; hcwever, toxic doses may cause 
circJ!atory failure and rapid, shallow breathing. 

Fharmacokinetics: The behavior of the individual 
ccmpcnenrs is cescriced beiow. 
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Hvdrocodone: Following a 10 mg oral dose of hydrocodone 
administered to five adult male subjec?s, the mean peak 
concentration was 23.6 i 5.2 ng/mL. Maximum serum ieve!s 
were achieved at 1.3 + 0.3 hours and the ha!f-life was 
determined to be 3.8 C 0.3 hours. Nydrocodone exhibits a 
complex pattern of me?abolism including 0-demethylation, 
N-deme!hylation and 6-keto reduction to the corresponding 
6- a- and 6-j3-hydroxymetaboiites. 

See OVERDOSAGE for toxicity information. 

Acetaminoohen: Acetaminophen is rapid!; absorbed from 
the gastrointestinal tract and is distributed throughout most 
body tissues. The plasma half-life is 1.25 to 3 hours, but 
may be increased by liver damage and foilowing 
overdosage. Eiimination of acetaminophen is principally by 
liver metabolism (conjugation) and subsequent renal 
excretion of metabolites. Approximateiv 85% of an oral dose 
appears in the urine within 24 hours o? administration, mcs: 
as the glucaronide conjugate. with small amoums of other 
conjugates and unchanged drug. 

See overccsece fcr toxicity information. 

INDlCATlONS AND USAGE 

Eydrccodone and aces ‘-minophen e!ixir is indicated for the 
reiief of moderate to modera!e!y severe pain. 

CONTFL4lNDlCATlONS 

This prcdcc: should not be administered to patients whc 
have previousiy ex,nrbited hypersensitivit\/ to hydrccodone. 
acetamlncohen, or any other ccmponent of this prcdud. 

WARNINGS 

Respiratory Depression: At high doses or in sensitive 
patients hydrocodone may produce dose-re!ated respiratory 
depression by acting directly on the brain stem respiratory 
center. Hydrocodone also affects the center that controis 
respiratory rhythm, and may produce irregular and periodic 
breathing. 

Head injury and Increased Intracranial Pressure: Tile 
respiratory depressant effec+s of opioids and their capacity to 
e!evate cerebrospinai fluid pressure may be markedly 
exaggerated in the presence of head injury, other intracranial 
lesions, or a pre-existing increase in intracranial pressure. 
Furthermore, opioids produce adverse reactions which may 
obscure the clinical course of patients with head injuries. 

Acute abdominal Conditions: The 
opioids may obscure the diagnosis or 
patients with acute abdominal conditions. 

administration of 
c!inical course of 

. 
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PRECAUTIONS 

..’ 

, 

General: Soecial Fiisk Patients: As with any opioid 
analgesic acent, Hydrocodone Bitartrate and 
Acetaminophen Eiixir should be used with caution in e!deriy 
or debilitated patients, and those with severe impairment of 
hepatic or renal function, hypothyroidism, Addison’s disease, 
prostarjc hype!Tophy, or urethral stricture. The, .,sua! 
precautions should be observed and the possibiilry 01 
respiratory deqession should be kept in mind: ’ 

woh Reflex: Hydrocodone suppresses the cough reffex; 
as with a!l opioids, caution should be exercised when 
Hydrocodone Eitartrate and Acetaminophen Elixir is used 
postopera$~eiy and in patients with pulmonav disease. 

information for Patients: Hydroccdone. liice ail opioids, 
ma’/ impair mer,:a! andior physicai abiiities required for the 
pe,Gorxar;ce of po~~rtiaily hazardous :asks SUC:I as driving a 
car or ocera:inc mac5ine7yy; patients should be cautioned 

,. 
aczorcxc!:.‘. 

Alcohol ax cker CNS depressants may produce an 
additive CNS depression, when taken with this ccmbina:ion 
prcduc:, and should be avoided. 

Hyd:cccdcRe m-,y be habit-fornir,c. Patients skculd take 
:he drcc o:;y for as lcnc as it is prescrioed. in the amounrs 
presaribec. ard no more irecuen;ly than presc:i’cec. 

Labora:ory Tests: In pat&is with severe he?aric or renti 
disease, e%c:s of theraoy si;ould be monitorec wit5 ser!a: 
liver and/or ;er.ai func::on tes:s. 

Orua Interac”Ons: .L Pader,ts receiving os2ids. 
an:ihistamir,es. anticsyc5ctics. antianxiety ace%, or other 
CNS desressanrs ‘(inciuding aicohol) concomitantly wiih 
Eydiocodcne Bitarirate and Acetaminophen Eiixir may 
exhibit an additive CNS depression. When combined 
therapy is conremplared. the dose of one or both acer,ts 
should be reduced. 

l-he use of MAO inhibitors or tricyclic antidepressanis with 

hydrocodcr,e preparations may increase the effect of either 
the antidepressant or hydrocodone. 

3rugiLaboratory Test Interac?ions: Acetaminophen may i 
produce false-positive test results for urinav 5- ! 
hydroxyindoleace!ic acid. 

i 
Carcinogenesis, Mutagenesis, Impairment of Fertility: ; 
No adequate studies have been conducted in animals to 
determine whe?!!er hydrocodone or acetaminophen have a 
potential fcr carcinogenesis, mutagenesis, or impairment of 
fer,iiity. 
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Pregnancy: 
Ferzfogenic E,%z:s: Pregnancy category C: There are no 
adequate and we!!-controlled studies in pregnant women. 
t!ydrocodone Eitaitrate and Acetaminophen Eiixir should be 
used during precnancj only if the potential beneiit justifies 
the potential risk to the fetus. 

Ncnferdogenic E.;i;c:s: Eabies born to mothers who have 
been taking opioids regularly prior to de!ivery will be 
chysicaily dependent. Tne withdrawal $gris include 
miFit2bility and excessive crying, tremors, hyperac.ive 
-eRexes, increased respiratory rate, inc e sed :2 s o’dls t 
sneez’ing, yawning, vomiting, and fever. The intensity of thd 

syndrome dces not a!ways corre!ate with the duration of 
Tiarernai opioid use or dose. There is no consensus on the 
zest methcd of manacing withdrawa!. 

Labor and Delivery: A.5 with a!i opioids, administraricr: of 
5;s qrcduc: to the morher short:iy before de!ive?/ may resxit 
in siime degree of reszirarcrf depression in the nel.vbcrn, 
fsgeci2ily if hic.yer dcsts a.-~ 1sed. 

Uursing Mothers: Pce:~nlnophe.n is exc:e!ed in brees; .., 
;11r( I” small amcums. but the significance of its e?ec:s CT: 
:urs;ng ir.far,ts is ncr known. It is not known wi,e:her 
;ydrocodcne is exc:e!e< in human milk. because many 
;TJ~ are exc:e:ed in human milk and because of the 
:crentiai fcr serious ac*Ierse reactions in nursina infacts 
-om hydrcccdcne and xermincphen, a decision s\oz!d be 
xde whecre- tc dis cs,?:inue nursing or to disczntince the 
:rX takir,c ic:c acccu _. n: the impcrtance of the drug tc tke 
-0:::er. 

Fediatric Use: S2:‘e:i 2r.d etec:iveness in peCia:ric 
pa:ients have nor been eaiaciished. 

ADVEZSE REACTTONS 

The most frequently resorbed adverse reactions are 
ligntheadedness. dizziness. sedation, nausea, and vcmiting. 
Tnese e?eec:s see.m to be more prominent in ambu!ator] 
:::a” in nonambularo~ patients, and some of these adverse 
reactions may be ailevia?ed if the patient lies down. L 

3ther adverse reactions inc!ude: ! 

Central Nervous System: Grcwsiness, mental c!cuding, , 
e:harcy, impairment of mental and physical pe.<ormance, i 
anxiety, fear, dysphoria. psychic dependence. mood ) 
changes. 

.- C-astrointestinal System: Prolonged administration of ; 
nydrocodone bitarJate and acetaminophen e!ixir may 1 
::cduce consdpaticn. 

I ‘i 

:  . I  
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Gtnitourinary System: Ureterai spasm, spasm of vesical 
sphincters and urinary retention have been reported with 
opiates. 

Respiratory Depression: Hydrocodone bitartra:e may 
produce dose-re!ated respiratory depression by acting 
directly on brain stem respiratcrj centers (see 
OVE3DOSAGE). 

Dermatological: Skin rash, pruritus. 

The following adverse drug events may be borne in mind as 
potential effects of acetamlnophen: ailercic reactions, rash, _ 
thrombocytopenia, agranulocytosis. 

Fotentiai effects of high dcsage are listed in the 
OVEXlOSrlGE section. 

DRUG AEUSE AND DEPENDENCE 

Controlled Substance: Hydrocodone Eitanrare and 
*-=t-r-i-oc”e~ E;:xI: is ckssfied as a S&e?-!e 111 F.L.-.;,,l /I 
ccntroiled suhsta:nce. 

Abuse and Dependence: Fsychic dEpendenCe. pnysicai 

depenaence, 2nd tcierance may deve!op upor, reseated 
acminisfraticn of ccioids: the. -. r=iore, this product shculd be 
prescribed and administered with caution. However. psychic 
cepencence is or.:ike!y to del:e!oo when hydrccsdcne 
t;liaxra:; 2nd ~csram:.;nophen eiixir is used for a sncn time 
ior irea:menr of csin. 

IF~y~icsi de;endePce. 
,.. 

the concitlor, in which, ccndnued 
acmilr,is;ra:ion of the drug is recuired to prevent the 
a;cezrar.ce oi E wi:‘kad ‘-vaI svndrome assumes ciinicailv 
siqificanr prccc~icr,s oniy a;‘.e; 

‘. 
se~.eai weeks OT ccntinuec 

ocloid use, aithcach some mild degrees of physicat 
dependence may deveiop after a few days of opioid theracy. 
Tclerance, in which increasing!y large doses are required in 
order to produce th,e same degree of analgesia, is 
manifested initially by shonened duration of analgesic effect. 
and subsequently by decreases in the intensit:, of the 
analgesia. The rare of de-e!cpment of toierance Varies 
among patients. 

OVERDOSAGE 

Following an acute overdosage, toxicity may result from 
hydrocodone or acetaminophen. 

Signs and Symptoms: 
Hvdroccdone: Serious overdose with hydroccdone is 
characterized by respiratory depression (a decrease in 
respiratory rate and/or tidal volume, Cheyne-Stokes 
resoiraiion, cyanosis), extreme somnolence progressing t0 

, 

j 

: 
I 

/ 

/ 
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stupor or coma, ske!etal muscle flaccidity, cold and c!ammy 
skin, and sometimes bradycardia and hypotension. In 

. severe overcose. apne-, 2 circulatory collapse, cardiac arrest, 
and death may occur. 

Acetaninoci,en: In acetaminophen overdosage: dose- 
dependent, potentially fatal hepatic necrosis is the most 
sericus adverse effect. Renal tubular necrosis, 
hypoglycemic coma, and thromboqtopenia may aiso oct”r. 

Eariy symptoms foilowing a potentially hepatoioxic overdose 
may inc!ude: nausea, vomiting, diaphoresis, and general 
malaise. Clinical and laboratory evidence of hepatic toxicIF{ 
may not be apaarenr until 48 - 72 hours post-ingestion. 

In adults. heoatic toxiciiv has rare!y been reported with aC”te 
overdose of’less than i0 grams, br fata!ities with less than 
15 grams. 

.: 

Treatment: A sing!e or muitiple overdose wiih hydrococcne 
and aceiam,ioophen is a potentiatly ietha! poiydrug overdose. 
ar.d ccns;i;ation with a regicnai poison control center is 
recommencec. 

In,mediare trea:menr inc!udes supoort of cardio-resoiralori 
func:ion ant measures to reduce drug absorption. Vom~tir,g 
snouid be irducec mecna nicaily. or with syrup of ipecac. if 
the parien; is aiert (adeqluate pharyngeai and laryrgesi 
re?exesj. Orai ac:ivt:eti charcoa! (Iglkcj should fc!lc>.*i 
gastric emztylnc. The first dose should be accompamec by 
a!~. acorcor:a:e ca:?.a,5c. If reFea:ed dcses are used. the 
ccrhamc 5Yi~kI Se inc:aded with aiternare doses as requirec. 
HyFo~ensicn is usuaily hypovoierrSic and Sf'bOUid res-,cnc k 
fl,JidS. Vassc3resSo:s ard other silooortive meascres 
should be empioyed as indicated. A cuffed endo-trazhesi 
tube s~culd be insened before gastiit Iavage Cf 1P.e 
unconscious patienr and. wnen necessav,. to provice 
assisted respiration. 

Meticulous attention should be given to maintaining 
adequate pulmonary ventilation. In severe cases of 
intoxication, peritoneei dialysis, or preferably hemodiaiysis 
may be considered. If hypo-prothrombinemia octtlrs due to 
acetaminophen overdose, vitamin K should be administered 
intravenously. 

Ndoxone. an opioid antagonist, can reverse respirator] 
depressicn and coma associated with opioid overdose. 
Naloxcne hydrocfiloride 0.4 mg to 2 mg is given parenteraiiy. ’ 
Since the duration of action of hydrocodone may exceed that : 
of the nalcxone, the patient should be kept under continuous 
surveillance and repeated doses of the antagonist should be 
administered as needed to maintain adequate respiration. A i 
opioid antagonist should not be administered in the absence ] 
of c!inicaiiy significant respiratory or cardiovascular 1 
depression, 



. . . 
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If the dose of acetaminophen may have exceeded 140 
mglkg, acetylcysteine should be administered as early as 
possible. Serum acetaminophen levels should be obtained, 
since le\/eis four or more hours following ingestion he!p 
predict acetaminophen toxicity. 00 not await acetaminophen 
assay results before initiating treatment. Hepatic enzymes 
should be obtained initially, and repeated at 24-hour 
intervals. 

Methemoglobinemia over 30% should be treated with 
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 kep: in mind 
thar toierance to hydrocodone can deve!op with continued 
use and that the incidence of untoward effects is dose 
re!ated. / 

The usual adult dosage is hvo tablespoonfuls (30 mL) every 
four to six hours as needed for pain. Tine tota! ?.$-hour dCSe 
should not exceeo 6 tablespoons. 

i-!OW SUPPLIED 

Hydrocodone Bitartrate and Acetaminophen Eiixir is a ciear, 
fruit flavored ticuid containing 10 mp hydrocodone biianra:e, 
and 650 mg acetammophen per 30 mL, with 74/a alcohoi. It 
is suop!ied as follows: 

lOmg/650 mg”per-30 mL:- 
1- - “. ‘_ ‘--- 

.: .a. 

Wa!sm LabormInes &vised Drcamber 15. 1%: 
Corona. w 91720 73100-l 

9 
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FRONT OF LABEL: 

mc Ol’l-071%16 

HYDROCODONE BITARTRATE CIII NDC 52544-503-01 

HYDROCODONE 
BITARTRATE and 
ACETAMINOPJ-GN c 

III 
TABLETS, USP 
10 mn/65C mg 

12592 
8-d ASD ACETAJUNOPHEN ELISlR 

100 TAllLETS 



Exhibit E 



15 mL Tray Label 

. . 

HYDRQCODONE 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 30 mL 
Thi.s 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. 

GREEhWLLE, SC 29605 



4 oz. Bottle Label 

b 

FRONT OF LABEL: 

N-DC 0121-0718-04 

HYDROCODONE BITARTRATE CIII 
AND ACETAMINOPHEN ELIXIR 

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

4floz(118mL) 

’ 
10mg 

650 mg 

PHARMACEUTICAL ASSOCIATES, INC. 
GREENVKLE, 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) 



16 OZ. Bottle 

* ’ FRONTOFLABEL: ‘* . / 

NDC 0121-0718-16 

HYDROCODONE BITARTRATE a11 
AND ACETAMINOPHEN ELIXIR 

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

16 fl oz (473 mL) 

* 
- 10mg 

650 mg 

PHARMACETJTICAL ASSOCIATES, INC. 
GREENVILLE, SC 29605 

RIGHT SIDE OF LAq*EL: 

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) 

j: .- 
/ 
I 
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Hydrocodone bitartrate and Acetaminophen Elixir (NDC;OlZl-0718-) has been 
packaged in the following container/closure systems: 

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

2. Bottle: 16 oz. Amber PET 28-400 container . 

Cap: 28-400 White Fine Ribbed qlosure with Sd-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. Bottie: 4 oz. Amber PET 24-400 container 
Cap: 24-400 White Clic-Lot with PlRVTLF Lin& 

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

We intend to seek approval for Q -II container I closure ‘systems except the Unit 

Dose Cup BP ?O. 

j 
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