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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 flmg under an
abbreviated new drug application (ANDA).

A. Action Requestéd
£ } |

Petitioner requests that the Commissioner of Foocf and Drugs make a
determination that an abbreviated new drug appllcatlon (ANDA) is suitable for

elixir containing 10 mg hydrocodone bltartrate/650 mg acetaminophen per 30
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 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 U.S. patents with respect to the drug
substances, hydrocodone bitartrate and acetamlnophen have expired.
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The proposed drug product differs from the listed drué 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 3-182),
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/650 mg per 30 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 10mg/650 mg tablets [See Exhibits C (Slde By-Side comparison of
Watson insert and proposed insert) and D (Slde By-Side comparison of Watson
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 bitartrate and acetaminophen 10 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 bitartrate and acetaminophen elixir in the
strength of 10mg/650 mg per 30 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)(1). :

D. Economic Impaet

Information under this section will be submitted if requested by the Commissioner
following review of this Petition.
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E. Certification .
|
The undersigned certifies that, to the best knowledbe 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: %,4 . W%Om w4
s 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 We@tson package insert
(December 1997) and proposed insert.

D. Side-By-Side comparison of Wétson and labeling and
proposed labeling for hydrocodone bitartrate and
acetaminophen 10 mg/650 mg per 30 mL elixir.

E. Description of container and closure system for hydrocodone
bitartrate and acetaminophen 10 mg/650 mg per 30 mL
elixir.
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ACETAMINOPHEN; HYDROCODONE BITARTRATE

TABLET; ORAL

HYDROCODONE BITARTRATE AND ACETAMINOPHEN

VINTAGE PHARMS 650MG; 10MG
 750MG;7.5M
WATSON LABS 500MG; 2. 5MG
500MG: 2. 5MG
500MG; 5MG
500MG; 5Mg
500MG: 7. 55
500MG: 7. 5MG
500MG; 10MG ~
650MG; 7. 5
650MG; 7. 5MG
650MG; 10MG
650MG; 10m5
750M5; 7. 5

150MG; 7.5MG

ENITH GOLDLINE 500MG; 5MG
:MALLINCKRODT S500MG; SMG
e 500MG; 10MG

325MG; 5MG

325MG; 10MG ¢

KNOLL PHARM 500MG; 5MG

PRESCRIPTION DRUG °

N40143 001
FEB 22, 1996
N40157 001
APR 12, 1996
N40123 003
MAR 04, 1996
N81079 001
AUG 30, 1991
N40122 001
MAR 04, 1996
N89883 001
DEC 01, 1988
N40123 004
MAR 04, 1996
N81080 001
ADG 30, 1991
N40148 002
FEB 14, 19397
N40094 001
SEP 28, 1995
N40123 001
MAR 04, 1996
N40094 002
SEP 28, 1995
N40123 002
MAR 04, 1996
N40122 002
MAR 04, 1996
N81083 001
AUG 30, 1991
N89696 001

TRPR 21, 1988

N87722 001
JUL 09, 1982
N40100 001
JAN 26, 1996
N40099 001
JUN 25, 1997

N40148 001
FEB 14, 1997

N88058 001
JAN 07, 1983

BUCT LIST 3-5

)

ACETAMINOPHEN; HYDROCODONE BITARTRATE

TABLET; ORAL
VICODIN ES
AA + KNOLL PHARM T50MG; 7.5MG
VICODIN HP

AA KNOLL PHARM 660MG; 10MG

ACETAMINOPHEN; OXYCODONE

CAPSULE; ORAL
OXYCODONE AND ACETAMINOPHEN
AA HALSEY 500MG; SMG

ACETAMINOPHEN; OXYCODONE HYDROCHLORIDE

CAPSULE; ORAL
OXYCODONE AND ACETAMINOPHEN

AR AMIDE PHARM 500MG; 5MG

AR MALLINCKRODT 500MG; 5MG

AA VINTAGE PHARMS 500MG? 5MG

AA WATSON LABS 500MG; 5MG-~
ROXTTLOX

AR ROXANE 500MG; 5MG
TYLOX B

AR+ JOHNSON RW 500MG; 5MG

SOLUTION; ORAL
- ROXICET

ROXANE 325MG/5ML; 5MG/5ML

TABLET; ORAL
OXYCET
AR MALLINCKRODT 325MG; 5MG
OXYCODONF, AND ACETAMINOPHEN
AR DURAMED 325MG; 5MG

)

N89736 001

DEC 09,

N40117 001

SEP 23,

N40219 001

JAN 22,

1988

1996

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,

N88790 001

DEC 12,

1995

1984

N89351 001

DEC 03,

1986

NB87463 001

DEC 07,

1983

N40272 001

JUN 30,

1998
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ACETAMINOPHEN; HYDROCODONE BITARTRATE

- ELIXIR; OCRAL

PRESCRIPTION DRUG PRODUCT LIST

HYDROCODONE, BITARTRATE AND ACETAMINOPHEN

AR+ MIRART

PHARM ASSOC

' TABLET; ORAL
ANEXSIA
MALLINCKRODT

‘ANEXSTA 10/660
MALLINCKRODT

. MALLINCKRODT

SO0MG/16MT.; 1. 5MG/ 15ML

ANEXSIA 7.5/650

500MG/15ML; 5MG/15ML
500MG/15M%; 5MG/15ML

S00MG/15ML; 7.5MG/15ML

500MG; SMG
660MG; 10MG
650MG; 7. SMG
500MG; SMG

S500MG; SMG

AND ACETAMINOPHEN

EON

500MG; SMG
500MG; 7. 5MG
650MG; 7. 5MG
£50MG; 10MG
J50MG;7.5MG
400MG; SMG
400MG; 7.5MG
400MG; 10MG

500MG; 5SMG

&

v/ N81051 001
AUG 28, 1992
NB81226 001
ocT 27, 1992
NBO557 001
APR 29, 1992
N40182 001
MAR 13, 1998

N89160 001
APR 23, 1987

N40084 003
JUL 29, 1996

N89725 001
SEp 30, 1987

N87757 001
MAY 03, 1982

N87677 001

-~ MAY 03, 1982

N40281 001
SEP 30, 1998
N40280 001
SEP 30, 1998
N40280 002

_SEP 30, 1998

N40280 003
SEP 30, 1998
N40281 002
SEP 30, 1998
N40288 001
NOov 27, 1998
N40288 002
Nov 27, 1998
N40288 003
NOV 27, 1998
N40149 001
JAN 27, 1997

ACETAMINOPHEN; HYDROCODONE BITARTRATE

AA

BEEEEER R

TABLET; ORAL
HYDROCODONE BITARTRATE AND ACETAMINOPHEN

-+

BERTEE

3-4

EON

HALSEY

MALLINCKRODT

MIKART

PEACHTREE
ucB

VINTAGE PHARMS

I50MG; 7. SMG
S00MG; 5MG
650MG; 7. 5MG
650MG; 10MG
J50MG; 7. 5MG
500MG; SMG
500MG; 7. SMG
500MG; 10MG
JI50MG; 7. 5MG
500MG; 2. 5m
500MG; 5MG
500MG; 5MG
500MG; 7. 5MG
650MG; 7. SMG
530MG; 1.0MG
200MG; 10MG
650MG; 7. SMG
500MG; 2. 5MG
S00MG; 5MG
200MG; SMG
200MG; 7. SMG

650MG; 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
N89697 001

JAN 28, 1992
- —NGIEGG 001

AUG 25, 1989
N89689 001
JUN 29, 1988
N81223 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 o001
FEB 22, 1996
N40155 001
APR 14, 1997




;j) ' PRESCRIPTION DRUGVPRODUCT‘LIST

HYDROCCRTISONE SODIUM SUCCINATE

INJECTABLE; INJECTION

SOLU—CORTEF
+ PHARMACIA AND UPJOHN EQ 500MG BASE/VIAL
+ FQ 1GM BASE/VIAL

Il

HYDROCORTISONE VALERATE

CREAM; TOPICAL
HYDROCORTISONE VALERATE

&

I

COPLEY PHARM 0.2%
TARO 0.2%
WESTCORT
+ WESTWOOD SQUIBB 0.2%

'AB

‘.. OINTMENT; TOPICAL
HYDROCORTISONE VALERATE
TARO 0.2%

- WESTCORT '
+ WESTWOOD SQUIEB 0.2%

HYDROFLUMETHIAZIDE

ABLET; ORAL
- DYUCARDIN
“WYETH AYERST 50MG

. PAR PHARM 50MG
+ _ROBERTS LABS 50MG

OFLUMETHIAZIDE; RESERPINE

'ABLET; ORAL
RESERPINE AND HYDROFLUMETHIAZIDE
BP PAR PHARM SOMG; 0.125MG

SALUTENSIN

S50MG;0.125MG

BP "+  ROBERTS LABS
SALUTENSIN-DEMI
ROBERTS LABS .

25MG;0.125MG %

N09866 003
N09866 004

N74489 001
AUG 12, 1998
N75042 001
AUG 25, 1998

N17950 001

N75043 001
AUG 25, 1998

N18726 001
AUG 08, 1983

N83383 001

N88850 001
MAY 31, 1985

N11949 001

N88907 001
SEP 20, 1985

N12359 003

N12359 004

3-182

HYDROMORPHONE HYDROCHLORIDE

INJECTABLE; INJECTION
DILAUDID-HP
AP + KNOLL PHARM 10MG /ML
+ 250MG/VIAL
HYDROMORPHONE HCL
AP ABBOTT 10MG/ML
AP STERIS 10MG /ML,
SOLUTION; ORAL
DILAUDID
AR + KNOLL PHARM 5MG/5ML
HYDROMORPHONE HCI,
AR ROXANE 5MG/SML
TABLET; ORAL
DILAOUDID
AB + KNOLL PHARM 8MG
HYDROMORPHONE HCL
AR ROXANE 8MG
-HYDROXOCOBALAMIN
INJECTABLE; INJECTION
HYDROXOCOBALAMIN
+ STERIS 1MG/ML

HYDROXYAMPHETAMINE HYDROBROMIDE

SOLUTION/DROPS; OPHTHALMIC
PAREDRINE
+ PHARMICS 1

o

e C g e
R RTINS I T AT
¥ i Gaes )i

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

N85998 001

N0O0004 004
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" inhibits prostaglancin synthetase.
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HYDROCODONE BITARTRATE AND
ACETAMINOPHEN ELIXIR, USP

DESCRIPTION

Hydrocadone Bitartrate And Acetaminophen Elixir, for ore!
adminisiration, contains  hydrocodone  bitartrate  and
acetzminophen in the following strengths per 30.mL:

Hydrccadone Bitartrate, USP 10 mg
Aceizminophen, USP EE0 mg

in addition, the elixir contasins the following inactive
ingredients: Alcchol, 7%, Methyiparaben, Sodium
Saccharin, Sucrosa, Propylene Giyeol, Giycerin, Serbitcl
Solution, and Mixed Fruit Fiavor.

Hydrecodore bitartrate is 2n opioid ana icesice
and cocurs as fing, white crysieis or e

cied by light. The chemical n
cxy-17-methyimorghinan-8-cne t.: rale

[

tis &

z It has the foilowing structurai formula:
Acatzmincghen, 4'-hycroxyacstanilice, & sigl bittar
white, cdoriess cryskc.h e powder, is a non-opig nen-

sizie enaicesic and antipyratic.
i fermula:

it has the fcilowing

n »
ol

CLINICAL PHEARMACOLOGY

Hycrecodene is a semisynthetic opioid angi
antitussive with multicie actions qualitatively simiiar
of godeine.  Mcost of these invoive the centrzl nerveu
system end smcoth muscie. The precise mech
actden of hydroccdone and other opiztes is not .b.vr
zlthough it is believed to relate to the existencs of cozi
recepters in the central nervous system. In acditicn
znalgesia, opicics may produce drowsiness, changes in
mood and mental clouding.
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Tne znalgesic action of acetaminophen invoives peripnera:
irfluencas, but the specific mechanism is as yet
undetermined.  Antipyretic activity is mediated through
hypothalamic heat regulating sensors. Acetamincphen
Therzpeutic doses cof
zcetzmincohen have negligible effects on the carciovascu dar
cr respiratery svstems; hcwever, toxic doses may cause
circulatory failure and rapid, shallow brezthing.

Pharmacokinetics: The behavior of the incividual
cempenents is cescrited beiow.
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AN A Pfoduc,+

Hvdrocodone: Following a 10 mg oral dose of hydrocodone
sdministered to five adult male subjects, the mean pesk
concentration was 23.6 = 5.2 ng/mL. Maximum serum levels
were achieved at 1.2 £ 0.3 hours and the haif-life was
determined to be 3.8 £ 0.3 hours. Hydrocodone exhibits a
complex pattern of metabolism including O-demethylation,
N-demethylation and 6-keto reducticn to the corresponding
8- a- and 6-B-hydroxymetzsbolites.

See OVERDOSAGE for toxicity information,

Acetaminophen: Acetzminophen is rapidly absorbed from
the gastrointestinal tract and is distributed throughout most
body tissues. The piasma half-life is 1.258 to 3 hours, but
may be increased by liver damace and foilowing
overdosage. Eiiminztion of acetaminophen is principally by
liver metabolism (conjugation) and subsequent renal
excretion of metzbolites. Approximately 85% of an orz! dose
appears in the urine within 24 hours of adminisiraiion, most
as the glucurcnide corjuczie. with smell amounts of other
conjugates and unchanged drug.

Ses overcesace for toxicity information.

INDICATIONS AND USAGE

Hydrccodene and zcetaminophen elixir is indicated for the

reiief of moderzate to moderztely severe pzain.

CONTRAINDICATIONS

This product should not be adminisiered to patients whe
have previcusiy exhipited hypersensitivity to hydrccocone,
acetamincpher, or any other cemponent of this precduct.

WARNINGS

Respiratory Depression: Al high doses or in sensitive
patients, hydrocodone may produce dose-related respiratory
depression by acting directly on the brain stem respiratory
center. 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 czpacity to
elevate carebrospinal fluid pressure may be markedly
exaggeraied in the presence of head injury, other intracranial
lesions, or a pre-existing increase in intracranial pressure.
Furthermore, opicids produce adverse reactions which may
obscure the clinical course of patients with head injuries.

Acute ahdominal Conditions: The administration of
opioids may obscure the diagnosis or clinical course of
patients with acute sbdominal conditions.

Licded Prug

prnsmemnans: ,:n”c ang 1 m "ng aru) dcse of hydraccgone domimst

y 236 = 5.2 ng'mL Maam

+3s datarmingd 1o Se 1.
o}

to five acuit
serum e

G
hyﬂ'exvme':noum

:_atscrges from the gastrintesung! tract ang -
Tne masma nait-ite 15 1.25 10 3 nours, byt mav *
"G oversgsage. Elimunauon of acatammnoghen is oh
Ugation) and suZsaguent senal excretion of metabclites. Agprex
E*-, of an orq! dc.. socears in tfe unne witin 24 hours of admunisiancn. most 25

2 amaunts St Jiner CTNUQates ane unenangee drug.
infarmaticn.
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AnD & Predacet

PRECAUTIONS

General: Soecial Risk Patients: As with any oploid
anzlgesic acent, Hydrocodane Bitartrate and
Acetzminophen Eiixir should be used with caution in elderty
or debilitated patients, and those with severe impairment of
hepatic or renal function, hypothyroidism, Addison's disease,
prostatic hyperirophy, or urethral stricture.  The usual
precautions should be observed and the possibility of
respiratory depression should be kest in mind. *

Couch Reflex; Hydrocodene suppresses the cough reflex;
as with al opicids, caution should be exercisad when
Hydrocodone Eitartrate and Acetaminophen Elixir is used
postoperatively and in patients with pulmonary disezse.

Information for Patients: Hycdrocodene, like ail opioics,
may impeir mental and/or physicai zbilities required for the
periormance of potentiaily hazardous tasks such &s driving &
car or operzing machinery; patients should be ceutioned
accordingiy.

Alcohol and cother CNS degressants may produce an
zdditive CNS deprsssion, when taken with this combination
product, and should be avoided.

Rydreccdens mey te habit-forming. Patients should teke
r as long as it is prescriped, in the amounts
prescribed, end no more frequently than prescrited.

Laboratory Tests: In patients with severe hegztic or renal
disszse, efscis of therspy shoulé be menitored wilh seriz!
liver end/cr renal function tests.

Drug [nteractions: Fatients regeiving  agicids,
entinistamines, anticsychctics, antiznxiety agents, or other
CNS depressants (inciuding alcchol) concomitantly with
Hydrocodene Bitartrate and Acetaminophen Elixir may
exhibit an additive CNS depression. When combined
therapy is contemplated, the dose of one or bcth agents
should be reduced.

The use of MAQ inhibitors or tricyclic antidepressants with

hydrocodene preparations may incresse the effect of either

the antideprassant or hydrocodone,

Drug/Laberatory Test Interactions: Acetaminoghen may

sroduce  false-positive  test results  for  urinary 8-

hydroxyindclezcetic acid.

Carcinogenesis, Mutagenesis, Impairment of Fertility:
No adequate stucies have been conducted in animals to
determine whether hydrocodone or acetaminophen have a
potential for carcinogenesis, mutagenesis, or impairment of
fenility.

bagied ’DNS

PRESAUTIONS
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Pregnancy:

Teratogenic Effects: Pregnancy category C: There are no
acequate and well-controlled studies in pregnant women.
Hydrocedone Bitartrate and Acetaminophen Elixir should be
used during pregnancy only if the potential benefit justifies
the potential risk to the fetus.

Nenterstogenic Eifects: Bzbies born to mothers who have
been taking opioids regularly pricr to delivery will be
ohysically dependent. Trne withdrawal signs incluce
writability and  excessive crying, {remors, hyperactive
-eflexes, increzsed respirgtory rate, increzsed stools,
sneezing, yawning, vomiting, and fever. The intensity of the
syndrome dces not always correlate with the duraticn of
maternal opioic use or dose. There is no consensus on the
sest methed of manacing withdrawal.

Labor and Delivery: As with 2!l opioids, adminisiraticn of
his product to the mother shortly before delivery may resuit
in some degree of resgirsiery degression in the newbcern,

zspecially if higher desas are used.

Nursing Mothers: Acsizminoghen is excreted in breszsi
itk in smail ameunts, but the significance of its efecis on
wrsing infents is not known. It is not known whether
wdrocodeone is excreted in human milk. Beczuse many
irugs are excreted in humen milk and beczuse of the
retentizf for sericus adverse rezctions in nursing infanis
-om hydrceccodene end acsizminephen, g decision shouic be
-ede whether to discandnue nursing or to discontinue the
rrug, teking intc acccunt the impertance of the drug tc the
nother.

Fediatric Use: Sefety ard effectiveness in pedi
patients have not been estztiished.

ADVERSE REACTIONS

The most frequently recorted adverse rezctions are

- lighthezdedness, dizziness, sedation, nauses, and verniting.
These effects sesm to be more prominent in ambulatory

han in nonambulatory patients, and some of these adverse
rezctions may be aileviated if the patient lies down.

Cther adverse reactions include:
Central Nervous System: Drowsiness, mental clcuding,

eihargy, impairment of mental and physical performance,
anxiety, fear, dysphoria, psychic dependencs, mood

changes.

"o~ Gastrointestinal System: Frolonged adminisiration of

nydrocodone bitartrate and aceteminophen elixir may

. produce constipaticn.

n of this preguct to
decrassion in tha fe

ix in smal amount

whetmer ny S
of the oc
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Genitourinary System: Ureteral spasm, spasm of vesical
sphincters and urinary retention have been reported with
opiates.

Respiratory Depression: Hydrocodone bitartrate may
produce dose-related respirstory depression by acting
directly on brain stem respiratory centers (se=
OVERDOSAGE].

Dermatological: Skin rash, pruritus.

The following adverse drug events may be borne in mind as
potential effects of acataminophen: allergic rezctions, rash,
thrombocytopenia, agranulocytosis.

Fotential effects of listed in the
OVERDOSAGE section.

high dcszge are

DRUG AEUSE AND DEFENDENCE
Controlled Substance:
Acetzmincshen  Eiixir s

controiled subsizncs.

Hydrocodone Bitarirate anc
izssified as & Schecule M

Abuse and Dependence: Fsychic dependence, physical

dependence, &nc lcierance may develop upon repes J

zc¢ministration of opicids; thersfore, this product shculd be

prescried and administared with caution. However, psychic

cenendence is unikely to dsvelop when hydrecodene

bitartraie and & mincphen elixir is usecd for a shen time
f

i depencenca, the condition in which continued
istraton of the drug is required to prevent the
: ce of 2 wiiidrawal syndrome, assumes ciinicaily
significant pregertions oniy after saveral weeks of ceontinued
opioi¢ use, sithouch some mid degrees of physical
denencdence may deveiop afler a few days of apioid therapy.
Tolerance, in which increasingly large doses are reguired in
order to procduce the same degree of analgesia, is
manifesiad initizlly by shortened duration of anaigesic effect,
and subsequently by decrezses in the intensity of the
znalgesia. The reie of develcpment of toierance varies
among patients.

OVERDOSAGE

Following an acute overdoszge, texicity may resuit from
hycrocodone or acetaminophen.

Signs and Symptoms:

Hvcrocodone:  Serious overdose with hydroccdone is
charzcterized by respiratory depression (a cecrease in
respiratory rate andlor tidal volume, Cheyne-Stokes

respiration, cyanosis), extreme somnolence progressing to |
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stupor or coma, skeletal muscle flaccidity, cold and clammy
skin, and sometimas bradycerdia and hypotension. In
savere cvercose, apnes, circulatory collapse, cardiac arrest,
and death may occur.

Acetzminophen: [n acetzminophen overdossge: dosa-
derendent, potentially fatal hepatic necrosis is the most
sericus adverse effect. Renal tubufar necrosis,
hypoglycemic coma, and thrombocytopenia may aiso occur.

Early sympioms foillowing @ potentially hepatotoxxc ove'dosa
may include: nausea, vomiting, dizphoresis, and geners
malaise. Ciinical and leboratory evidence of hepatic texicity
may not be apparent until 48 ~ 72 hours post-ingestion.

in aduits, heoatic toxicity has rarely been reported with acute
overdose of less than 10 grams, or fatslities with less than
18 grams.

Treatment: A single or muitiple overdose with hydrocodcne
and acetaminophen is a potentizlly lethal polydrug overdose
and conscitzdon with & regiong! poison control center is
reccmmenced.

immedizie treziment includes suppert of carcio-respiraiory
function anc meszsures to reduce drug absorption. Vomiting
shoul¢ te incucsd meachanically, or with syrup of ipecac, if
the patient is elert (sdeguste pharynges! and laryngest
refiexes). Oral aciivaizd charcoal (1g’ke) shouici feilow
gastric emgtying. The first dose should be accompanied by
an gpprogrieie cathert If repezted deses are used. the
catharic might te inciuded with aiternate deses as reguirec.
Hypotensicn is usuaily hypoveiemic and should res:onc ol
fluids. asscpreszors and other supporiive m ures
should be empioved as indicated. A cuffed enc"‘-\r:::*.e\
tube  should be inserted before gasiric lavage of the
uncanscious patient and, when necessary, o provice
essisted respiration.

«

l)

Meticulous attention should be given to maintaining
adequate pulmonzry ventilation. In severe cases of
intoxication, peritoneai dialysis, or preferably hemodiaiysis
may be considersd. If hypo-prothrombinemia occurs due to
acetaminophen overcose, vitamin K should be administerad
intravenously.

Naloxcne, zn opiocid antzgonist, can reverse respiratory
depressicn and coma associated with opioid overdose.
Nasloxcne hydrochloride 0.4 mg to 2 mg is given parenteraily.
Since the duration of action of hydrocodene may exceed that
of the naicxone, the patient should be keot uncer continucus
surveillance and repeated doses of the antagonist should be
administered as needed to maintain adequate respiration. A
opioid antsgonist should not be administered in the absence
of cdlinically significant respiratory or carcdiovascular
depression,

}
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If the dose of acetamincphen may have exceeded 140
mafkg, 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 24-hour
intervals. )

Methemoglobinemia over 30% should be treated with
methylene blue by slow intravenous administration.

The toxic dase for adults for acetaminophenis 10 g.
DOSAGE AND ADMINISTRATION

Dosage should be adjusted zccording to severity of pain ard
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 aduit dosage is two tablespoonfuls (30 mi) every
four to six hours as nesded for pain. The total 24-hour dese
should not exceed 6 tablespoons.

HOW SUPPLIED

Hydrocodone Bitartrate and Acetaminophén Elixir is a ciear,
fruit flavored liguid containing 10 mg hydrocodone bitarrate,
and 850 mg acetzminophen per 30 mL, with 7% alcchol. |t

otz

is suppliec as follows:
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FRONT OF LABEL:

572001

NDC 0121-0718-16 . :
* HyprocopoE BiTarTRaTE  CIII “ Hil { ‘ NDC 52544-503-01 : 12592
AND ACETAMINOPHEN ELIXIR HYDROCODONE i ~
N BITARTRATE and i =
Qo /G mepersan ) ACETAMINGPHEN i im T
Eydrocodene bitarraze, USP 10 mz WATSON TABLETS, USP 3 'g_é f 2 g
(Warning: May be habit forming) mlozfmms’ N 10 mg/650 mg s E 22 1 <
inorchen. USP T € ! ! | ’ [ ‘I I £ach Tablet Containg: oy - T 2: 2 s :rf >
; [ iy (11 Hydrotodone Bitarteare USP L 10 mpyS g £¢ £ 8] ©
i {Werning: May be habil fermingl o 3 5= £ o~
y y " E ) Acetormnopnan, USP . ... ... ... 0L 65073 : g2 - k-{ wn .
-3 7 ‘ i Federcl ow prohiblrs 35 £g
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I i . : 2 3 o X
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15 mL Tray Label

NDC 0121-0718-30

EYDROCODONE 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

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




4 oz. Bottle Label

FRONT OF LABEL:
NDC 0121-0718-04

HYDROCODONE BITARTRATE CIII
AND ACETAMINOPHEN ELIXIR

10 mg /650 mg per30 mL)

Hydrocodone bitartrate, USP N 10 mg
(Warning: May be habit forming)
Acetaminophen, USP 650 mg
Alcohol 7 %
R, ONLY

4 floz (118 mL)

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)




16 oz. Bottle

FRONT OF LABEL:

NDC 0121-0718-16

HYDROCODONE BITARTRATE CIII
AND ACETAMINOPHEN ELIXIR

10 mg /650 mg per 30 mL

Hydrocodone bitartrate, USP _ - 10mg - +
(Warning: May be habit forming) ‘
Acetaminophen, USP 650 mg
Alcohol 7 %
R, ONLY
16 fl oz (473 mL)

<

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)




Hydrocodone bitartrate and Acetaminophen Elixir (NDC,

A
1
{

0121-0718-) 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 wit“h P/RVTLF Liner

Bottle: 16 oz. Amber PET 28-400 container  ‘ :
Cap: 28-400 White Fine Ribbed Closure with $G-90 Liner

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

Bottle: 4 oz. Amber PET 24-400 container |
Cap: 24-400 White Clic-Loc with P/RVTLE Liner

Unit Dose Cup: BP 15 HDPE Unit Dose Container made of Alathon resin.
Lidding: Paper/Palyethylene/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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