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ANDA 81-051/S5-001

Mikart, Inc.
Attention: Cerie B. McDonald
1750 Chattahoochee Avenue, N.W.

"Atlanta, GA 30318

Lslbillisnllienadlalaklid ‘ JAN 2 9 [997
Dear Madam:

This is in reference to your supplemental new drug application
dated August 3, 1994, submitted pursuant to 21 CFR 314.70
regarding your abbreviated new drug application for Lortab®
Elixir (Hydrocodone Bitartrate and Acetaminophen Elixir)

7.5 mg/500 mg per 15 mL. '

Reference is also made to your amendment dated November 4, 1996.

The supplemental application provides for revised container
labels (30 mL and 473 mL) and revised package insert labeling
reflecting major changes throughout the text of the insert.

We have completed the review of this supplemental application and
it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81. '

The material submitted is being retained in our files.

AL 7;27%/97

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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LIHITAB®
Elixir

7.5 my/500 mg por 15 mL
*Warning: May bo habit
ferming.

BESCRIPTION: Lt
Hydrocodone bitarrate: and aces-

‘aminophen Is supplied in fiquid

form for oral administratiol

C1gHy NO3#C Hg05221/,H,0
MW, 494,50

Acetaminophen, 4'-hydroxyacet-
anilide, -a slightly bitter, white,
odorless, crystalline powder, is a
‘non-opiate, non-salicylate anal-
gesic and antipyretic. it has the
following- structural formuta:

coon— e

CgHgND, . MW.1s107
Lortab Elixir contains:
er . Per
Smt 15mL
Hydrocadone -

Bitartrate . 25 mg 7.5 mg
{Waming: M!y be habit forming)
Acetaminophen 167 mg 500 mg

Aleohel . ....... % %

In addition the liquid contains the
following inactive ingredients: ¢itric
acid anhydrous, ethyl maltol, glyc-
erin, - methylparaben, propylens
glycol, propyiparaben, purfied vater,

sucrose, wilh D&C Yeliow #10 and
FD&C Yellow £ a5 coloring and
ratural and artificial flavoring.
CLINICAL PHARMACOLOGY:
Hydrocadone is a semisynthetic nar-
cotic analgesic and antitussive: with
multiple actions qualitativefy: simi-
lar to these of codeine. Most of these
invalve the central nervous System
and smogth muscle, The precise
mechanism of action of hydrocodang
and other. opiates is not known,
although # is believed to relate to
the existence of opiate receptors in
the central nervous system. In addi-
tion to analgesia, narcolics may
produce drowsiness, changes in
mood-and mental clouding.

The analgesic action of acetamin-
ophen invalves peripheral influences,
but the specific mechanism is as
yet undetermined. Antipyretic activ-
ity is mediated through hypothalamic
heat regulating -centers.- Acetamin-
ophen inhibits prostagiandin syn-
thetase. Therapeutic doses of acet-
aminophen have negligible effects
on the cardiovascular or respiratory
systems; however, toxic doses may
cause circulatory failure and rapid,
shallow breathing.
Pharmacokinetics: The behav-
ior of the individual components
is described below.

- Following a 10 mg
oral dose of hydiocodone admin-
islered to five adult male subjects,
g me;n pgﬁ concentration was

§ +52 ng/miMadimum serum
levels were achidved at 1.3 £ 0.3
hours and thehdii-lite was deler-
mined to be 3.8 +:0.3 hours.
Hydrocodone axplblls a-complex
pattem of metabolism including 0-
demethylation, N-demethytation and
6-keto reduction lo-the corre-
sponding B—a— and &ﬁ—hydmxy—
metabolites.

See OVERDOSAGE for toxicity
information. =,

Acetaminophen: Aoe!zmmopheu is
rapidiy absorbed from the gastroin-
testina! tract and is distributed
throughout most body tissues, The
plasma half-iife is 1.25 to 3 hours,
but may be increased by liver
damage and following overdosage.
Elimination of acetaminophen is
principally by liver metabolism
(conjugation) and subsequent renal

_excretion of metabolites. Approx-
~-imately 85% of ar oral dose ap-

pears in the. urine within 24 hours
ot administration, most as the
glucuronide con]ugale with small
amounts of other con]uuates and
unchanged drug. .
See OVERDOSA!
information.

This product shi
istered to patients who-have pr
ously exhibiled hypersensitivity fo
hydrocodone or acetaminophen.
WARNIMES: ~ . . :
lluqlmnrynapmsdu. Almgh
doses of in sensitive patients, hydra-
codone may produce dose-related
respiratory depression by acling
directly on the bizin stem respiratory
cenler. Hydrocodone also affects
the center that gontrols respiratory
thythm, and may produce imegular
and periogic kyeathing.
Head Ii and locreased
intracra Pressare: The
i [essant effects of
narcotics and their capacity to
elevate cf pinal fluid pres-
sure may edly exaggerated
in the pm af head injury,
other in ial lesions of a
preexisting increase in intracranial
pressure. imore, narcolics
produce adweTE® reactions which
may obscurettrg clinical course of
patients with head injuries.
Acute Abdominal Conditions:
The adminislration o narcotics may
obscure the diagnosis or clinical
course of patients with acute ab-
dominal condilions.
PRECAUTIONS:

Gesoral:

: Special Risk Patlents:
As with any narcolic analgesic
agent, Lortab Etixir should be used
with caution in elderly or debiti-
{ated pafients, and those with severe
impairment of hepatic or renal func-
tion, hypothyroidism, Addison's
disease, prostalic hypertrophy or
urethral stricture. The usual precau-
tions should be observed and the
- possibility of respiratory depres-
sion should be kept in mind.

: Hydrocodone sup-
presses the cough reflex; as with
all narcotics, caution should be
exercised when Lortab Elixir is used
postoperatively and in patients with
puimonary disease.
Information for Patlents:
Hydrocodone, like all narcoti
may impair mental and/for physi-
cal abililies required for the perfor-
mance of potentially hazardous
tasks such as driving a car or oper-
ating machinery; patients should
be cautioned accordingly.
Alcohol and other GNS depres-
sants may produce an additive CNS
depression, when taken with thiis
combination product, and should
be avoided.

. aphen have a potental for carciny

Hydmcudone may be habit-form-
ing. Patients should take the drug
only for as long as it is preseribed,
in the amounts prescribed, and no
more frequently than prescribed.
Laboratory Tests: -In patients
with severe hepatic or renal disease,
effects of therapy should be moni-
tored with serial liver and/or renal
function tests.

Brag Interactlons: Patients

Dermatelegical: Skin rash,
pruritis

The following adverse drug evants
may be boms.in mind as poten-
tial effects of acelaminophen: aller-
gic reactions, rash, thrombocy-
topenia, agranulocytosis.

Potential effects of high dosage are
listed In the OVERDOSAGE section.
DAUG "ABUSE AND BEPEN-
BENCE: :

feceiving narcotics,
anupsychoucﬂnuanxlety agenls,
of other CN! ssants (includ-
ing aicoho! omitantly with
hydrocodon rirate and acet-
aminophen elixir may exhibit an
additive C| pression. When
combined is conternplated,
{he dose or both auen(s
should be

The use

sant or hydrocodone. .

Dreg/Lahoratary Test Inter-
actions: Acetaminophen may pro-
duce false-positive test results for
urinary 5-hydroxyindeleacelic acid:

Carcinogenesis, Mutagenesis,
impalment of Fertility: No
adequate studies have been con-
ducted in animals to-determine
whelher hydrocodons or acelamin-

genesls, mutagenesis, or impairy
ment of ferility.

Pregeancy:

Teratogenic Effects: Freghancy
Category C: There are no adequate
and well-controlled studies in preg-
nant women. Lortab Elixir should
be used during pregnancy only if
the poténtial beriefit ]uslmes the
potential risk to the:fetus. -
Nonteratogenic Effects: Babies
born to mottiers-who have been
taking opioids faguiarly-prior. to
delivery will be physically depen:
dent. The wnndrawarsngns include
irritability and jexcess crymg
Iremors, hyperdefvg(
creased respi ryrale‘\r’l,creased
stoals, sneezm WIHAG, VoI
ing, and fever. ln(ens1
syndrome doe:
late with the i nnf gk
opioid use or Apser There-lsho
consensus ongthe-Best etfiod-of
managing withdrawat
Labor and Delfvery: As with
all narcotics, fininislration of this
product to the rshonly before
delivery may sult in.Some degree
of respirato

lurs!lg Woth
phen is excreled in breast milk in
small amounts, but the significance
of its effects on nursing infants is
nat known. It is not known whether
hydrocedone is excreled in human
mifk. Because many drugs are
excreled in human milk and
because of the potenlial for seri-
ous adverse reactions in nursing
infants from hydrocodone and
acetaminophen, a decision should
be made whether to discontinug
nursing or to discontinue the drug,
taking into account the importance
of the drug to the mother.
Pedlatric Use: Safety and effec-
tiveness in the pediatric popula-
tion have not been established.
ADVERSE REACTIONS:

The most frequently reported ad-
verse reactions are lightheaded-
ness, dizingss, sedation, nausea
and vomiting. These effects seem
to be more prominent in ambula-
tary than in non-ambulatory
patients, and some of these adverse
reactions may be alleviated if the
patient lies down.

Other adverse reactions include:
Coatral Nervous System:
Drowsiness, mental clouding, leth-
argy, impairment of meatal and
physical performance, anxiety, fear,

Loetah
Elixir (Hydrocodone Bilartrate and
Acetaminophen Elixr) is classified as
a Schedule Il controfled substarice.
Abuse and Dependence: Psy-
chic dependence, physical de-
pendence, and folerdnce may de-
velop upon rekeadmlmstm-
lior:mol nsgrcal refore, this
product uulmesmbed angd
administered WhM™saution. How-
gver, psychic dependence is
untikely to when hydro-
codone bitartrale ‘and acetamin-
ophen efixir NG for a short
time for the treatment of pain.
Physlcal , the condi-
. tion in which ued adminis-
tration of the, is required to
prevent the ap of a with-
drawal syndrome, assumes clini-
cally significant proportions only
after several weeks of continued

nascotic usé, afthough some mild-

degres of physical may
develop after a tew days of narcotic
therapy.- Tolerance, in which
increasingly large doses are re-
quired in.order to produce the same
degres of analgesia, is manifested
initialfy by a shortened duration:of

analgesic effect, and sub

by decreases in the mlm
analgesia. The fate of developeyent
of tolarance varies amang patierts:
OVERDOSA(

Following a
toxicity mayprest
codone or aubﬁm
Slun and $j

wrth hydrocadiine is- - ?m

by resplrat
crease in f ram aanr

tidal volume,

ration, cyangSis]. exbeﬁl“,somno-
fence progpeSsiag:
coma, skelefaFiu T

coid and clg mm
times hradywdla and,‘ﬁmren—
sion. In severg o rdosage, apnea,
circutatory bdllapse, Cardiac amest
and dealh fii@y vecur:
I indphen
overdosage™dose-defjendent, po-
tentially fatal hepalic neérosis is
the most serious adverse effect.
Renal_tubular necrosis, hypo-
glycemic coma, and thrombe-
cytopenia may also occur.
Early symptoms tollowing a poten-
tialy hepatotoxic overdose may in-
clude: nausea, vomiting, diaphor-
esis and general malaise. Clinical
and laboratory evidence of hepatic
toxicity may not be apparent until
48 to 72 hours post-ingestion.
In adults, hepatic toxicity has rarefy
been reporied with acule overdoses
of less than 10 grams, or fatali-
ties with fess than 15 grams.
Treatmenit: A single or multiple
overdose with hydrocodone and
acetaminophen is a potentially
fethal polydrug overdose, and con-
sultation wilh a regional poison
control center is recommended.
{mmediale treatment includes sup-
port of cardiorespiratory funclion
and measures to reduce drug ab-
sorption. Vomiting should be in-
duced mechanically, or with syrup
of ipecac, if the patient is alert
(adequate pharyngeaf and laryngeal
teflexes). Oral activated charcoal
(1 g/kg) should follow gastric
emplying. The first dose should
be accompanied by an appropriate
cathartic. “If repeated doses are
used, the cathartic might be included
with altemate doses as required.

psychic
moed changes.
Gastroiatestinal System: Pro-
fonged administration of Lortab
Elixir may produce canstipation.
Gealtouriaary System: Ureteral
spasm, spasm of vesical sphinc-

is ustally hypovolemic
and should respond to fiuids.
Vasopressors and other supportive
measures should be employed as
indicated. -A cuffed endo-tracheat
tube should be inserted before
gastric lavage of the unconscious

ters and urinary retention have been patient and, when necessary, to
reported with opiates. provide assisted respiration.
Mettousatenion shoud e gien
drocodone bitartrate may pmduee 0 maintaining adequate pulmanary
dose-related respiratory’ depres- vertilation.. In severs cases ofintox-
sion by acting directfy on the brain feation, peritoneal dialysts, of prefer-
stem respiratory centers (see OVER- ably hemadialysis may be consid-
DOSAGE). ered.  If :hypoprothrombinemia
occurs due.to acelaminophen over-
dose, vitandin K should be admin-
istered intravenously.

Goe

8

Naloxone, a narcotic antagonist,

ally. Sincs the duration of actioh
ot trydrocodone may exceed that of
the naloxane, the patient shoutd be
. kept under continuous surveillance
" and repeated doses of the antago-
nist should be-administered as
needed to maintain adequate respi-
rtion. A narcolic anjagonist shoukd
not be administs absence

if the dose of acetamindphen may
have exceeded 1 g, acetyl-
cysteine should mlnlstered
as early as po; Serum
acetaminophen shauld be
ablained, sfnce levels four or more

hours followingCtmgestion help
predict acetamin loxiclty. Do
not-await acel phen. assay

results before initiatfg. reztmant.
Hepatic enzymes should be ob-
falned initially, and repnmd 3124—
tiour intervals.

codo

May ba ha it” Tmefing) an
acetaminophen 500 g per 15 mL.
with 7% alcohol. it is supplied
in containers of 1 pint (473 mL)
NDC 50474-909-16.

Storage: Store at controlled rooim
temperature 15°-30°C (59°-86°F).
Dispense in  tight, tight-resistant
container with a chlld-lesmtan(
closure.

CAUTION: Federal law prohibits
dispensing without prescription.
A Schedule CIIl Nareotic.

L’B Pharma

Manufactured For;
UCB PHARMA, INC.
Atlanta, GA 30080

Manufactured By:
MIKART, INC.
Atlanta, GA 30318

Revised 2/96
Code 540A00
P/N 2H12020E

NOV 04 13%



SAMPLE - Nt for sale, i N g1
WDC 50474 ES L BARES igsart for

Stors at controlied room  temperatu
15°-30°C (53°-86°F). ™ ! !

Lot No.: o
. Date: £ r
Eo. bate Contgisy | 15mL

aitr 75mg

Manufactured for W)

.
~SEie SR e O 1997

A .
Atang, GA 3018 o

)
[
o

USUAL DOSAGE: See package
NDC 50474-909-16 1 Pint (473 mL) insert for complete dosage

PHARMACIST: Dispense in a
tight, light-resistant container
with a chi]d-resistant closure.

Store at controlled room tem-
perature, 15-30°C (59-86°F).

WARNING: Keep this and all
medications out of the reach
of children.

JAN 29 1g97

L

3 50474-909-16

Lot No.:
Exp. Date:

Manufactured for

UCB Pharma, Inc.
Atlanta, GA 30080 ev. 7/96

by Mikart, Inc. " P/N 2G12015D
Atlanta, GA 30318 Code 540A16

-
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MIKART, INC.

PHARMACEUTICAL 'M-ANUFACTURERS

NDA SUPPL AMEN IDMENT

November 4, 1996 jLo’Ul

Mr. Douglas Sporn, Director _ | ﬁECEEVE@ |
Office of Generic Drugs :
Document Control Room aen tchf)
Center for Drug Evaluation and Research [NOV m v

o

Food and Drug Administration » o gm

Metro Park North I (MPN II) ;:ENER‘G DRLaS LAY
Room 150 o %it
7500 Standish Place \\\

Rockville, MD 20855-2773

Re:  ANDA 81-051 Hydrocodone Bitartrate and Acetaminophen Elixir
7.5 mg/500 mg per 15 mL
AMENDMENT TO SUPPLEMENTAL APPLICATION S-001

Dear Mr. Sporn:

Mikart has received your letter of June 8, 1995 regarding the above supplemental application. We
have made the requested revisions and are now submitting 12 copies of final printed container and
insert labeling, three of which are mounted. The nine other copies are included separately. Please
note that additional minor editorial changes have been made as directed in the Office’s letters for
other similar applications, in order to provide uniformity for the Lortab® product line.

With the submission of this information, there are no longer any outstanding deficiencies, and we
respectfully request that the supplemental application be approved. Thank you for your cooperation
in the review of this material.

Sin y,

A

u;_ .
Cerie B. McDonald
Executive Vice-President

CBM/sw

Enc.

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



ANDA 81-051/S-001

Mikart, Incorporated

Attention: Cerie B. McDonald

1750 Chattahoochee Avenue, N.W. JUN 8 1995
Atlanta, Georgia 30318-2112

Dear Madam:

Reference is made to your supplemental new drug application dated
August 3, 1994, submitted pursuant to Section 314.70 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 container
labels (30 mL and 473 mL) and revised package insert labeling
reflecting major changes throughout the text of the insert.

We have completed our review of this supplemental application and
it is approvable. However, before the supplemental application
may be approved, it is necessary that you revise the following:

1. CONTAINER LABELS

a. Delete the statement My et SR
S s e 1 that appears dlrectly
under the "USUAL DOSAGE" statement. This is
duplicate information that is stated in the "USUAL

DOSAGE" statement.

b. Increase the print size on the 30 mL container
label. It is blurred and very difficult to read.

2. INSERT

Please revise the insert labeling as directed in the
approval letter for Supplement-006.

Please prepare and submit final printed labels and labeling as an
amendment to this approved application.

The changes provided for in this supplemental application may not
be initiated until you have been notified in writing that the
supplemental application is approved.



ccC:

Sincerely,

- sy, ©- 395

Yana Ruth Mille

Acting Director, Division of

Labeling and Program Support

Office of Generic Drugs

Center for Drug Evaluation and Research

ANDA 81-051/S-001
HFD-613/AVezza/C21mmermann JPhillips (no cc:)

Dup/Division File / G ﬁ

HFD-600/RF [¢]as i -

Field Copy o zgf{‘bh )
6/5/95 81051.501

Approvable

APPEARS THS
ON ORIGINAL A



MIKART, INC.

PHARMACEUTICAL MANUFACTURERS

92 NOL rer wn. SL700 |
ansuers sor_Lapel NS, P’SV'SO

DAAFT

Mr. Douglas L. Sporn, Acting Director ule
Office of Generic Drégs Ff3J“ ‘ﬁﬁaqjahmﬁﬁf
'y
hrw"u

August 3, 1994

Document Control Room
Center for Drug Evaluation and Research

Food and Drug Administration gbfsa %h A%mou
Metro Park North II (MPN II) ' c:’
Room 150 : l vl

7500 Standish Place
Rockville, MD 20855-2773

Re: ANDA 81-051 Lortab Elixir (Hydrocodone Bitartrate and Aceta-
minophen Elixir 7.5 mg/500 mg per 15 mL)
Supplement to an approved application
Dear Mr. Sporn:
Mikart has received the Labeling Guidance, revised 12/93, con-
cerning the above application. As per your request dated Fe-
bruaury 24, 1994, the labellng has been revised in accordance
with this guidance. Four copies of draft labeling are attached.
If you need any additional information, please do not hesitate to

contact us. Thank you for your cooperation in the review of this
material.

Since ly,

Cerie B. McDonald
Executive Vice-President

CBM/is

Enc. | | - RECEIVED
A!;‘G 0 8 1994

GENERIC DRUGS

ORIGINAL 35

1750 CHATTAHOOCHEE AVENUE, N.W., ATLANTA, GEORGIA 30318-2112 PHONE: 404-351-4510 FAX: 404-350-043’
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