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ANDA 81-051/S-006

Mikart, Incorporated
Attention: Cerie B. McDonald
1750 Chattahoochee Avenue, N.W.
Atlanta, Georgia 30318-2112
JUN 8 1995

Dear Madam:

Reference is made to your supplemental new drug application dated
March 10, 1995, submitted pursuant to Section 314.70(c) (Special
Supplement - Changes Being Effected) of the Regulations,
regarding your abbreviated new drug application for

Lortab® Elixir (Hydrocodone Bitartrate and Acetaminophen Elixir)
7.5 mg/500 mg per 15 mL.

The supplemental application provides for revised package insert
labeling reflecting the addition of the gallon container size.

We have completed our review of this supplemental application and
it is approved. Our letter of August 28, 1992, detailed the
conditions relating to the approval of this abbreviated
application.

However, at the time of next printing, revise your package insert
labeling as follows: :

OVERDOSAGE, Acetaminophen, third paragraph:

Insert a comma after "adults".
In addition, include the following revisions that were previously
discussed in the March 10, 1995 telephone conversation between
Anisa Dhalla of Mikart, Incorporated and Adolph Vezza of the FDA:

1. DRUG ABUSE AND DEPENDENCE |

Abuse and Dependence, second paragraph, second line-
Delete the comma after "“weeks".

2. PRECAUTIONS

Pediatric Use - Replace "children" with "pediatric
patients".

These minor editorial changes may be submitted in an annual
report, provided they are described in full. [See 21 CFR 314.81
(b) (iii)]



The material submitted is being retained in our files.

Sincerely,

gl e/

Yana Ruth!Mille

Acting Director, Division of
Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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“LORTAB® ELIXIR of 05/

' : " 'HYDROCODONE* BI'I'AII'I'RATE AND AI:ETAMIIDPHEII EI.I)(IH
; 5 mg/500 mg per 1

'Warnlng. May be habit I'nrlnlng.
DESCRIPTIOR

f bitartrate and i is supplied in liquid form for -oral administration,
I I | | I | Hydrocodone bitartrate is an opioid analgesic and antitussive and eccurs as fine, white crystals or as a crys-

Aalfine powder. It is affected by light. The chemical name is 4,5a-epoxy-3-methoxy-17-methylmorphinan-6-one
Hartrate (1:1) hydrate (2:5). It has the following structural formula:

CHO
. . CigHagNOgeCqHE0G2/H,0 MW = 494.50 - - B
Acetamlnnplhenh 4‘-Rydroxyacetthda a s}mhlly bitter, white, odorless, crystalline powder, is a non-oplate, non-sallcylate analgesm and

i ) CH;,CONH—OOH

MW =151, 16

Lortdb Elixir contains: e . Per 5 rnL Per 15 mL

Hydrocedone Bitarirate . I P M ..... 8 % ..... 25 mg 75 mg . -
Warning: May be habit tom'lina

Acetaminophen . . .. ........... . . 167 mg 500 mn

Alcohol g % - 7%

In addition the liquid conlalns lhe Tollowing inactive ingredients: cltric acld anhydrous, ethyl m 1, propylene glycol,
propylparaben, purifled water, saccharin sodium, sorbitol solution, sucrose with Dg g colpring and nat-
ural and artificlal ffavoring.

i Gl.llll:ll. P

is a i narcollc Igesil i
lhese involve the central mervous system and smoolh muscle T
known, although it is believed to relate to the existence of opiate
may produce drowsiness, changes in mood and mental clouding.

{ codeme Most. of
&6 hydrocodone and other opiates is not
us system, In addition to analgesia, narcotics

The analgesic action of acetaminophien Involves peripheral influsnces, hut the specific ism Is as yet ic activity

is mediated through heat centers. i doses of

Igavehrlleghglb!e effects on the urdmvascular or respiratory systems; however toxic doses may cause cuculalory rallure and rapid, shallow
reathing

Pharmacakinetics: The hehawor of the. Individual components is described below.

Hydrocodone: Following 2 10 mg oral dose of hydrocodone administered to five adult male subjects, the mean peak concentration was 23.6
+ 5.2 ng/mL. Maximum serum levels were achieved at 1.3 + 0.3 hours and the half-life was determined to be 3.8 = 0.3 hours. Hydrocodone
exhibits a complex pattern of including -0-demethy , N-demethylation and 6-keto reduction to the carresponding 6-a- and
6-B-hydroxymelabolites.

See QVERDOSAGE (or toxicily information.

Acataminophen: Acelaminophen is rapidly absorbed from’he gastrointestinal Iract and is distributed throughoul most body llssues The plasma
hail-life is 1.25 to 3 hours, but may be increased by liver damage and following of by
liver and renal excretion of metaboliles. Approximately 85% of an oral dose appears in lhe urine within
24 hours of inistrati mosl as lhe g with small amounts of other conjugates and unchanged drug.

See OVERDOSAGE (or toxicily intormation.

INDICATIONS AKD USAGE
Lortab Elixir is indicated for the reliel of moderate to moderalely severe pain.

CONTRAINDICATIONS
This product should not be administered to palients who have previously exhibited ilivity to hy or
WARNINGS
Respiratory Depressien: At high doses or in sensitive paients, hydrocodone may led respiratory depression by acting
l'gwhol ry thythm, and may produce irreg-

ular and periodic breathing.

Head Injury and L, The respirat lepressant effects of narcotics and their capacity to elevate cere-
brospinal fluid pressure may be markedly exaggerated in the presence of head injury, other intracranial fesions or a preexisting increase in
intracranial pressure. Furthermore, narcolics produce adverse reactions which may obscure the clinical course of patients with head injuries.
Acute Abdomlma! Conditlons: The administration of narcotics may obscure the diagnosis or clinical course of pahents with acute abdom-
inal conditions.

directly on the brain stem respiratory center. Hydrocodone also ahecmﬂnm tha

PRECAUTIONS

Genaral: Special Risk Patients: As with any narcotic analgesic agent, Lortab Elixir should be-used with caution in elderly or debilitated
patients, and those with severe impairment of hepatic or renal function, hypolhyroidism, Addison's disease, prostatic hypertrophy or urethral
stricture. The usual precautions should be observed and the possibility of respiratory depression should be kept in mind.
Cough Reflex: Hydrocodone suppresses the cough rellex; as with all narcotics, caulion should be exercised when Lortatr Elixir is used post-
operatively and in patients with pulmonary disease.
Information for Patieats: Hydrocodone, like all narcotics, may impair mental andlor physma
potentially hazardous tasks such as driving a car or operating machinery; patienls sh

i pduct, and should be

Alcohol and other CNS depressants may produce an additive CNS degs
; RN .-
RIS‘SE( 4 .- [9/prescribed, andeglp
momlored with serial liver andfor renal
function tests.

avoided.
Hydrocodone may be habit-forming. Patients should lake the dru
more frequently than prescribed.

Drug imteractions: Patlerls receiving narcotics, antihistamines, {a3§l] Otics, antianxiety agents, or other CNS depressants (including
alcohol) concomitantly with hydrocodone bilarirate and acetaminophen elixir may exhibit an additive CNS depression. When' combined therapy
is contemplated, the dose of one or both agents should be reduced.

the performance of

Laboratery Tests: In patients with severe hepatic or renal dise]

: The use of MAC inhi or tiicyclic anti with hy ions may increase the effect of either the antidepressant or
hydrocodone. - . - . . o X .,
Drug/t Test may produce false-positive test results for urinary S-hydroxyindofeacetic acid.

[ of Fertifity: No adequale studies have been conducted in animals to determine whether
hydrocodone or acetaminophen have a potential far or of fertility.




Proguanicy: . e . . - .
Teralogenic Effects: Pregnancy Category C: There are no adequate and well-controlled studies in pregnant women. Lortdd Elixir should be
used during pregaancy only if the polential benefit justifies the potential risk to the fetus.”

Nonleratogenic Effects: Babies born to mothers who have been taking opioids regularlz prior to delivery will be physically dependent. The

withdrawal signs include irritability and excessive' crying, tremors, b reflexas, p y fale, stools, sneezing,
yawning, vomiting and fevar. The inlensity ol the syndrome does not always correlate with the duration of maternal opioid use or dose. There
is 0o consensus on the best method of managing withdrawal. .

Laber and Dellvery: As with all narcotics, administration of this praduct to the mother shortly before delivery may result in some degree
of respiratary depression in the newborn, especially if higher doses are used.

Harsing Mothers: Acetaminophen is excreted in breast milk in small amounts, but the significance of its effects on' nursing Infants is not
known. It is not known whether hydracodone is excreted in human milk. Because many drugs are excreted in human milk and because of
the polential for serious adverse reactions in nursing Infants from hydrocodone and acelaminophen, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the impertanca of the drug to the mother.

Pedlatric Use: Salety and effectiveness in children have not been established.

ADVERSE REACTIONS

The rgiost frequently reported adverse reactions are light-headedness, dizziness, sedation, r!ause§ and 'vofnih'nn. These effects seem to be more
in an il y patients, and some of these adverse feactions may be aileviated if the patient lies down.

psychic dependence, mood changes. *
Gastrofatestinal System: Prolonged administration of Lortab i ir'may pibtiuca constipation. .
Genltoarinary System: Ureteral spasm, spasm of vesical ;3‘“ and urinary retention have beén reported with opiates.
bitartrate may prodtce dog—related resp_iralury depression by acting directly on brain stem respi-

Other adverse reactions -Include: - . N
Contral Nervous System: Drowsiness, mental cloudi\_‘cg, lethargy, impairmept of I@n} physical performance, anxiely, fear, dysphorla,

fatory centers (see OVERDOSAGE).
Bermateloglcal: Skin rash, prurltus_. _ oo R I L i
The followlng adverse drug events may be borne in"mind as potential effects of acetamln_opheri: 'aner‘gIt_:"reacunns; fash, thiombocytopenla,

agranulocytosis.
e

Patential effects of high dosage are listed in the OVERDOSAGE section. .
DRUG ABYSE AND DEPEND)
?) 4 g}re;}a&adﬁunistmllnn of narcotics;
syehic/dep¥ndence is unfikely to develop when

Coutrolied Substance: Lortab Etixir (Hydrocoﬁﬁne' Bitarlrate and Acet
Schedule Il controlled substance. .= ~ °
Abuse and Depemdeace: Psychlc dependence, physicat depc’
therefore, : this ‘product should be prescribed and administsrel

Bl pain. o VS
Physical dependence, the condition in which confinued administrths druyls required to prevent the appearance of a withdrawal syn-
drome, assumes clinically significant proportions only afler severhl g0l continued narcotic use, although some mild degree of physical
dependence may develop after 2 lew days of narcotic therapy. Tolerance, “in which increasingly farge doses are fequired In order to produce

'

4 .
L) is classiftled as a

hydrocodone bitartrate and acelaminophen elixir is used for a

the same degree of analgesia, is initially by a_ duration of analgesic effect, and by in the inten-
sity of analgesia. The rate of development of tolerance varies among patients.
OVERDOSASE

Following an acule overdosage, toxicity may result from hydrocodbne or acetaminophen.
Slgns and Symptoms:

: Serious averdose with b by respiratory d ion (a decrease in resp y rate and/or tidal volume,
Cheyne-Stokes resplrati is) extreme l p ing to stupor or coma, skeletal muscle flaccidity, cold and" lammy skin,
and ia and In severe apnea, ci y collapse, cardiac arrest and death may occur.
Acetamingphen: In i ge: di ially fatal hepatic necrosis is the most serious adverse effect. Renal
tubular necrosis, ycemic coma and ytopenia may also occur.
Early following a it ic overdose may include: nausea, vomiting, diaphoresis and general malaise. Clinical and

laboratory evidence of hepatic toxicily may not be apparent until 48 to 72 hours post-ingestion.
In adults, hepatic toxicily has rarely been reported with acute overdoses of less than 10 %ams. of fatalities with less than 15 grams.

Treatment: A single or multiple overdose with hydrecodone and acetaminaphien is
with a regionat poison control center is recommended.

jally lethal polydrug overdose, and consultation

Immediate trealment includes support of cardiorespiratory function and meﬁs to* reduce drug absorption. Vomiting should be induced
1§

mechanically, or with syrup of ipecac, if the patient is alert (adequale pha

might be included with alternate doses as required. Hypotensy
other supportive measures should be employed as indicated.

al-and laryngeal reflexes). Oral activated charcoal (1 gfkg)

sually hypovolemic and should respond to fluids. Vasopressors and
ed endo-lracheal tube should be inserted before gastric lavage of the

should fellow gastric emptying. The first dose should be accompﬁgd by an appropriate cathartic. If repeated doses are used, the cathartic

uncenscious patient and, when necessary, to provide assisted Yéspiration.

Meticulous aftention should be given to maintaining adequalipulmonary venlilation. In severe cases of infoxication, peritoneal dialysis,
ialysis may be i if hypop inemia occurs due to i

tered intravenously. .
Naloxene, 2 narcolic ist, can reverse respiratory ion and coma i with opioid overgqpe?
to 2 mg is given parenterally. Since the duration of action of hydrocodone may exceed that of the nleft]
continisous surveillance and repeated doses of the antagonist should be adminlstered as neédad ERNA
antagonlst should not be administered in the absence of clinically significant respiratory e 8
if the-dose of acetaminophen may have exceeded. 140 mg/kg, acelylcysteine shoulg.be
tevels should be obtained, since levels four or more hours following ingestigp
assay results before | ing freatment. Hepatic enzymes should be
Methemoglobinemia over 30% should be treated with methylepg
The toxic dose for adulls for acetaminophen is 10 g.

DOSAGE
Dosage should be adjusted according to severity of pain and &
hydrocedone can develop with conlinued use and that the incid
The usual adult dosage is ona tablespoonful every four to six hd
spoonfuls.

¥ lent. However, it should be kept in mind that tolerance
Q Oward effects is dose refated.

HOW SIPPLIED

Lortab Elixir { done Bitartrate and A

or

overdose, vitamin K should be adminis-

oxone hydrochloride 0.4 mg
atient should be kept under
te respiratfon. A narcotic

Serum acetaminophen
ot await acetaminophen

to

s as needed for pain. The total daily dosags should not ewd 6 table‘-.

Elixir, 7.5 fig/500 g per 15 'mL) Is a yellow-colored, trapical fruit punch flavored

liguid containing 7.5 mg hydrocodone* bitartrate (*Warning: May be labit forming) and 500 mg acetaminophen per 15 mt, with 7% alcohol.

it is supplied in containers of 1 pint (473 mL), NDC 50474-909-16 ind 1 gallon (3785 mL), NDC 50474-909-28.
Storage: Store at controlled room temperature 15-30°C (59-86°F). .
Dispense in a tight, light-resistant container with a child-resistant clisure,
CAUTION; Federal {aw prohibits dispensing without prescription.

A Schedule lll Narcotic. : .

WHITBY PHRARMICEUTICALS, INC.
Richmond; VA 23220

Manufadured. by:
MIKAR, INC.
Atlanta, 3A 30318°

Manulaiured for:

Rev. 11/94
PN 2H120206
Code 540A00
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ANDA 81-051/S-006

Mikart, Incorporated
Attention: Cerie B. McDonald
1750 Chattahoochee Avenue, N.W.
Atlanta, Georgia 30318-2112

JUN 8 1995

Dear Madam:

Reference is made to your supplemental new drug application dated
March 10, 1995, submitted pursuant to Section 314.70(c) (Special
Supplement - Changes Being Effected) of the Regulations,
regarding your abbreviated new drug application for

Lortab® Elixir (Hydrocodone Bitartrate and Acetaminophen Elixir)
7.5 mg/500 mg per 15 mL.

The supplemental application provides for revised package insert
labeling reflecting the addition of the gallon container size.

We have completed our review of this supplemental application and
it is approved. Our letter of August 28, 1992, detailed the
conditions relating to the approval of this abbreviated
application.

However, at the time of next printing, revise your package insert
labeling as follows:

OVERDOSAGE, Acetaminophen, third paragraph:

Insert a comma after "adults".
In addition, include the following revisions that were previously
discussed in the March 10, 1995 telephone conversation between
Anisa Dhalla of Mikart, Incorporated and Adolph Vezza of the FDA:

1. DRUG ABUSE AND DEPENDENCE |

Abuse and Dependence, second paragraph, second line-

Delete the after "weeks".

2. PRECAUTIONS
Pediatric Use - Replace " —— * with "pediatric
patients".

These minor editorial changes may be submitted in an annual
report, provided they are described in full. [See 21 CFR 314.81
(b) (111) ]



The material submitted is being retained in our files.

Sincerely,

- 'di"%'l' o e/

Yana Ruth Mille

Acting Director, Division of

Labeling and Program Support

Office of Generic Drugs

Center for Drug Evaluation and Research

N

cc: ANDA 81-051/5-006
Dup/Division File
HFD- 613/AVezzgéj71m rmann/JPhillive (no cc:)
4

HFD-600/RF o B

Field Copy 1 ﬁ§ !g;! \?ﬁgf‘ o
HFD-82 Ton I‘ <5
6/5/95 81051.S06

F/T by fmf

Approval Letter



MIKART, INC. PT appers ”)
PHARMACEUTICAL MA > /
NUFACTURERS @ - 7/’9};&“4“”@“

March 10, 1995

Mr. Douglas L. Sporn, Acting Director
Office of Generic Drugs

Document Control Room

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II (MPN II)

Room 150

7500 Standish Place

Rockville, MD 20855-2773

Re: ANDA 81-051 Lortab Elixir (Hydrocodone Bitartrate and Acetaminophen
Elixir 7.5 mg/500 mg per 15 mL)
Supplement to an approved application
CHANGES BEING EFFECTED ) ,&/xﬁi

3

Dear Mr. Sporn: . vyf
v

Mikart intends to introduce customer labeling in the gallon packaging size for

the above application. Since customer labeling has n§E~B€EE‘pTTﬁtéﬁ“prévious—

ly for this packaging size, Mikart has created the package insert adding this
packaging size and its corresponding NDC number following the 4/94 FDA Label-
ing Guidance for Hydrocodone Bitartrate and Acetaminophen.

This package insert will be used for the gallon packaging size effective March
20, 1995. As per the telephone conversation with Mr. Adolph Vezza on March
10, 1995, the following two corrections will be made at next reprint. The
comma in the insert "Drug Abuse and Dependence" section that was included

after the word "weeks" in the phrase "...

wosmsmer -« ." will be removed, and the word YSwewem<zs' will be changed to "pediat-
ric patients" in the insert "Precautions" section. The label for the gallon
packaging size was submitted in a supplement to the application dated January
25, 1995. Mikart has proposed a revised insert for the product based on the
new FDA Labeling Guidance in a supplement dated August 3, 1994. Three copies

of final printed labeling are attached. Nine additional copies are enclosed.

If you need any additional information, please do not hesitate to contact us.
Thank you. for your cooperation in the review of this material.

Sincerely,

N Uy ™ RECEIVE
b el Y ECEIVED

Cerie B. McDonald MAR [ 5 ]995

Executive Vice-President

caM/as - GENERIC DRUGS

Enc.

1750 CHATTAHOOCHEE AVENUE, N.W., ATLANTA, GEORGIA 30318-2112 PHONE: 404-351-4510 FAX: 404-350-0432



