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APPROVAL LETTER



ANDA 89-~557

APR 2Q -

Mikart, Inc.

Attention: Ms. Cerie B. McDonald
2090 Marietta Blvd., N.W.
Atlanta, GA 30318

Dear Ms. McDonald:

Please refer to your abbreviated new drug application dated
September 15, 1986, submitted pursuant to Section 505(3j) of the
Federal Food, Drug, and Cosmetic Act for Hydrocodone Bitartrate
and Acetaminophen Elixir, 5 mg/500 mg per 15 mL.

Reference is also made to your communications dated October 9,
1991, and January 14, January 22, January 27, March 9, and April
24, 1992. »

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. ' The Division of Bioequivalence has
determined that your 5 mg/500 mg per 15 mL Elixir will have the
same therapeutic effect the listed drug (Vicodin Tablets
manufactured by Knoll Pharmaceutical Company).

Any significant change in the conditions outlined in this
abbreviated application requires an approved supplemental
application before the change may be made, except for changes
made in conformance with other provisions of Section 314.70 of
the Regulations.

Postmarketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80 and 314.81 of the
Regulations.

‘This administration should be advised of any change in the
marketing status of this drug. ’

For Initial Campaigns: We request that you submit, in duplicate,
any proposed advertising or promotional copy which you intend to
~use in your immediate advertising or promotional campaigns.
Please submit all proposed materials in draft or mock-up forn,
not final print. Submit both copies together with a copy of the
proposed or final printed labeling to the Division of Drug
Marketing, Advertising and Communications (HFD-240). Please do
not use Form FD-2253 (Transmittal of Advertisements and
Promotional Labellng for Drugs for Human Use) for this initial
submission.



For Subsequent Campaigns: We call your attention to Section
314.81(b) (3) of the Regulations which requires that materials for
any subsequent advertising or promotional campaign, at the time
of their initial use, be submitted to our Division of Drug
Marketing, Advertising and Communications (HFD-240) with a
completed Form FD-2253.

ccC:

Roger L. Williams, M.

Director

Office of Generic Drugs

Center for Drug Evaluation and Research

ANDA # 89-557

DUP/Division File

HFD-82 (if w/d, AP, or R/F letter)
HFC-130 JAllen .
HFD-638/KShah . sY5 +4-%™"

HFD-637/FFang/LTang/4~22-92 q’?‘ _ >8/f?-
HFD-637 /JMastronardy/date drafted §3/9M /%%L)

R/D initialed by FFang
LCT/4-22-92/89557N03.LLT <:§3 4%28%72
F/T by typist/date
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HYDROCODONE* BITARTRATE

AND ACETAMINOPHEN ELIXIR 111
5 mg/500 mg per 15 mL
DESCRIPTION:
Hydrocodone” Bitartrate and Acetaminophen Elixir contains:
PprSmL Per 15mL
Hydrocodone" Bitartrale ....................... - Ld7 mg - 5mg
'WARNING: May be habit forming) S
Acetaminophen . . 167 mg 500mg
Aleohol. ........ 7% 7%

Also contains citric acid anhydrous, ethyi maltol, glycerin, glycol, ylp purified water,
saccharin sodium, sorbitol solution, sucrose. with D&C Yellow #10 and FD&C Biue ¥1 as coloring and natural and arlificial
flavoring.

Hydrocodone bilartrate is an opioid analgesic and antitussive which occurs as line, white crystals or as a crystalline powder. It
is affected by light. The chemical name is: 4.5 a-epoxy-3-melhoxy-17-methylmorphinan-6-one tartrate {1:1) hydrate {2:5). lis

i lows:
structura is as follows: CH,

COOH
'

CagHoNO3s CeHgOg* 2112H,0  MW. 49450

R

i 4" isa piate, licylat igesic and antipyrelic which ocr.j‘ursia; a white,
odorless, crystalline powder possessing a slightly bitter tasle. its structure is as follows: . -

HO NHCOCH,

CgHgNO,  M.W. 15116

CLIKICAL PHARMACOLOGY: »
Hydrocodone is a semisynthetic narcotic analgesic and antitussive with multiple actions qualitatively similar to those of co-
deine. Most of these involve the vous system and h muscle. The precise mechanism of action of hydrecodone

and other opiates is not known, although il is believed to refale o the existence of opiate receptors in the central nervous
system. In addition to analgesia, narcotics may prod il changes in mpod and mental clouding.
Radicimmunoassay techniques have recently been developed for the analysis o hydrocodone in human p!asma. Aftera 10mg
oral dose of hydrocodone bitartrate, a mean peak serum drug level of 23.6 ng/mL and an elimination half-iife of 3.8 hours were
found.

The analgesic action of acetaminophen involves peripheral and central i but the specific nismis as yel unde-
termined. Antipyretic activity is mediated through ic heal ing centers. A inhibils g
din T ic doses of i have negligible effects on the or respiratory systems,

however, toxic doses may cause circulatory failure and rapid, shallow breathing. Acetaminophen is rapidly and almost com-
pletely absorbed from the gastrointestinat tracl. producing maximum serum concentrations within 30 minules to one hour.
The piasma half-life in adults and children ranges from 0.90 hours to 3.25 hours with an average of approximately 2 hours. The
drug distributes uniformly in most body fluids and is approximately 25% protein bound. Acetaminophen is conjugated in the
liver. with less than 3% of the dose excreted unchanged in 24 hours. The primary metabolic pathway is conjugation to sulfate
and glucuronide by-products. A minor oxidalive pathway forms cysteine and mercapluric acid. These compounds are subse-
quently excreted by the kidneys into the urine.
INDICATIONS AND USAGE:
Faor the relief of moderate to moderately severe pain.
CONTRAINDICATIONS:

itivity to i or hy

WARNINGS:

Respiratory Depression:

Athighd orin itive patients, hy 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 irregu-
lar and periodic breathing.

Head injury and increased Intracranial Pressure:

The respiratory depressant effects of narcotics and their capacily to elevate cerebrospinal fiuid pressure may be markedly
exaggerated in the presence of head injury, other i ial lesions or a isting increase in i ial pressure. Fur-
thermore, narcotics produce adverse reactions which may ebscure the clinical course of patients with head injuries.

Acute Abdominat Conditions:

The administzation of narcotics may ob the diagnosis or clinical course of patients with acute abdominal conditions.
PRECAUTIONS:

Special Risk Patients:

As with any narcotic analgesic agent, Hydrocodone Bitartrate and Acetaminophen Elixir should be used with caution in elderly
or debilitated patients and thase wilh severe impairment of hepatic or renal function, hypothyroidism, Addison’s disease,
prostalic hypertrophy or urethral siricture. The usual precautions should be observed and the possibility of respiratory de-
pression shou!d be keptin mind.

information for Patients:

Hydracadone Bitartrate and Acetaminophen Elixir. like all narcotics, may impair the mental and/or physicat abilities required

for the per of tasks such as driving a car or operating machinery: patients should be cautioned

accordingly.

Cough Reflex: )

Hydrocodone suppresses the cough reflex; as with all narcotics, caution should be exercised when Hydrocodone Bitartrate

and i Elixiris used ively and in patients with pulmonary disease.

Drug Interactions: )

Patients iving other narcotic agents. or other CNS depressants (including alcohol)
i with | Bitartrate and Elixir may exhibil an additive CNS depression. When com-

bined therapy is contemplated, the dose of one or both agents should be reduced.

The use of MAO inhibitors or tricyclic antidap: with hy p may increase the effect of either the

antidepressant or hydrocodone.

The use of anticholinergics with may produce paralytic ileus.

Usage in Pregnancy:

Teratogenic Effects: Pregnancy Category C. Hydrocodone has been shown to be teratogenic in hamsters when given in dases
700 times the human dose. There are no adequate and well-conlrolied studies in pregnant women. Hydrocodone Bitartrate
and Acetaminophen Elixir should be used during pregnancy only if the potential benefit justifies the potential risk to the letus.
Nonteratogenic Etfects: Babies born to mothers who have been taking opioids regularly prior to delivery will be physically

The wi signs include irritability and ive crying. iremars, hyperactive reflexes. increased respira-
tory rate, increased stools, sneezing, yawning, vemiting, and fever. The intensity of the syndrome does not always correlate
with the duration ol maternal opioid use or dose. There is no consensus on the best method of managing withdrawal. Chlorpro-
mazing 0.7 1o 1 mg/kg qbh, and paregoric 2 to 4 drops/kg g4h, have been used to treal withdrawal symptoms in infants. The
durationof thérapy is 4 to 28 days. with the dosage decreased as tolerated.

Labor and Delivery: .
As with all narcotics, administration of Hydrocodone Bitartrate and Acetaminophen Elixir to the mother shortly before defivery
may resull in some degree of respiralory depression in the newborn, especially if higher doses are used.

Nursing Mothers:

Itis not known whether this drug is excreted in human mil

. Because many drugs are excreted in human milk and because of

the potential for serious adverse reactions in nursing infants from ¢ Bi and Elixir, a deci-
sion should be made whether to di inue nursing or to di: the drug, taking into account the importance of the drug
1o the mother.

Pedintric Use:

Satetyand i in children have notbeen

ADVERSE REACTIONS: .

The most frequently observed adverse reactions include lightheadedness. dizziness, sedation, nausea and vomiting. These
effects seem tobe more i in ythanin y patit and some of Ihese adverse reactions may be
alleviated it the patient lies down.

Other adverse reactions include:

Central Nervous System: -

Drowsiness, mental clouding, lethargy, impairment of mental and physical performance, anxiety, fear, dysphoria, psychic
dependence. mood changes.

Gastrointestinel System:

The antii i iazines are useful in supp: ing the nausea and vomiting which may occur (see above); however,
some tazil i seem {o be anti; ic and to increase the amount of narcotic required to produce pain
telis!, while other phenothiazines reduce the amount of narcotic required to produce a given leve! of analgesia. Protonged
administration of Hydrocodone Bilarirate and A i Elixir may produce ipati

Genitourinary System:

Urateral spasm, spasm of vesical sphinclers and urinary retention have been reported.

Respiratory Depression:

Hydrocodane bitartrate may produce dose-refated respiratory depression by acting directly on the brain stem respiratory
center. Hydrocodone also affects the center that controls respiratory thythm, and may produce irreqular and periodic breath-
ing. If significant respiratory depression accurs, it may be antagonized by the use of naloxone hydrochioride. Apply other
supportive measures when indicated. :

DRUG ABUSE AND DEPENDENCE:

y Bitartrate and Elixir is subject to the Federal Controlled Substances Act (Schedule ).
Psychi physical and tolerance may develop upon repeated administration of narcotics; therefore,
Bitartrate and A i Elixir should be prescribed and administered with caulion. However, psychic

dapendence is unlikely to develop when Hydrocodone Bitartrate and Acetaminophen Elixir is used for a short time for the
treatment of pain.

Physical dependence, the condition in which continued administration of the drug is required to prevent the appearance of a
withdrawal syndrome, assumes clinically significant proportions only after several weeks of conlinued narcotic use, allhough
some mild degree of physical dependence may develop after a few days of narcotic therapy. Tolerance, in which increasingly
farge doses are required in order o pMduce the same degree of analgesia, is manifested initially by a shorlened duration of
anaigesic effect, and subsequenlly by decreases in the intensity of analgesia. The rate of development of tolerance varies
among patients.

OVERDOSAGE:

Acetaminophen:

Signs and in acule i ge, d ially falal hepatic necrosis is the most
serious adverse etfect. Renal wbular necrosis, ic coma, and ia may al .

in adults, hepatic toxicity has rarely been reported with acute overdoses of less than 10 grams and fatalities with less than 15
grams. importantly, young children seem to be more resistant than aduits to the ic effect of an i

overdose. Despile ihis, the measures outlined below should be initiated in any adult or child suspected of having ingested an
acetaminophen overdose.

Early following a ic overdose may include: nausea, vomiting, diaphoresis and general mal-
aisa. Clinical and laboratory evidence of hepatic toxicily may not be apparent until 48 to 72 hours post-ingestion.

Treatment: The stomach shou!d be emptied promptly by lavage or by induction of emesis with syrup of ipecac. Patients’ esti-
mates of the quantity of a drug ingested are notoriously unreliable. Therefore, if an i overdose is a
serum acelaminophen assay should be obtained as early as possible, but no sooner than four hours following ingestion. Liver
function studies should be obtained initially and repeated at 24-hour intervals.

The antidote, N- ine. should be as aarly as possible, preferably within 16 hours of the overdose inges-
tion for optimal results, but in any case, within 24 hours. Following recovery. there are no residual, structural or funclionat
hepatic abnormalities.

Hydracodone:

S§igns and Symptoms: Serious overdose with is ized by respiratory depression (a decrease in respira-
tory rate and/or tidal volume, Cheyne-Stokes irati Y is), extreme gressing to stupor or coma,
skeletal muscie flaccidity. cotd and ¢l y skin, and i y ia and ion. In severe ge. apnea,

circulatory collapse, cardiac arrest and death may occur.

Treatment: Primary attention should be given to the reestablishment of adequate respiratory exchange through provision of a
patent airway and the institution of assisted or ilation. The narcotic ist naloxone is a specific antidote

against respiratory depression which may result from ge or unusual to narcotics, including
TFheredore, an appropriate dose of naloxone hydrochioride {see package insert) should be administered, preferably by the
i route, and si ly with efforts at respiratory resuscilation. Since the duration of action of hydrocodone

may exceed that of the antagonist, the patient should be kept under continued surveillance and repeated doses of the antago-
nist should be administered as needed to maintain adequate respiration.

An ist should not be in the absence of clinically significant respiratory or cardiovascutar depression.
Oxygen, i fluids, Pl ther supportive should be asindicated.

Gastric emptying may be useful in removing unabsorbed drug.

DOSAGE AND ADMINISTRATION:

Dosage should be adjusted accarding to the severity of the pain and the response of the patient. However, it should be keptin
mind that tohy develop with conti use andthat the inci of untoward effects is dose related.
The usual adult dosage is one or two tablespoonluls every four 1o six hours as needed for pain. The total 24 hour dose should
not exceed 6 1ablespoonfuls.

HOW SUPPLIED:

Hy Bitartrate and i Elixir is & green, tropica! fruil punch flavored fiquid containing 5 mg hydroco-
done* bitarirate (* WARNING: May be habit forming), and 500 mg acetaminophen per 15 mL, with 7% alcohol. ftis supglied in
containers of 4 fl 02 (118 mL), NDC 50474-808-04 and in containers of 16 fl 0z {473 mL), NDC 50474-908-16.

$Starage: Store at controlled room temperature 15-30°C (59~86°F).

Dispense in atight, light-resistant container with a child-resistant closure.

CAUTION: Federal faw prohibits dispensing without prescription.

A Schedule Il Narcotic.

Manufactured for:
RUSS PHARMACEUTICALS, INC.
8irmingham, AL 35216
Manufactured by:
MIKART, INC.
Atlarda, GA 30318
Rev. 2791 Code 539A00

MAR 9 1992
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Lot No.:
Exp. Date:

PHARMACIST: Dispense in a tight, light:ti Sistant container with a child-resist-

ant closure. o

STORAGE: Store at controlled room temperature 15-30°C (59-86°F),

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

MIKART, INC.
Atlanta, GA 30318

MAR 91392

Aned



PHARMACIST: Dispense in a
tight, light-resistant con-
tainer with a child-resistant
closure.

STORAGE: Store at con-
trolled room temperature 15—
30°C (59-86°F).

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

Exp. Date:

Manufactured by:
MIKART, INC.
Atlanta, GA 30318

PHARMACIST: Dispense in a
tight, light-resistant con-
tainer with a child-resistant

USUAL DOSAGE: The usual
adult dosage is one or two ta-
blespoonfuls every four to six
hours as needed for pain.

Ut
NDC 50474-908-04 O

HYDROCODONE" The total 24 hour dose should
BITARTRATE AND not exceed 8 tablespoonfuls.
ACETAMINOPHEN .

ELIXIR See package insert for full in-
formation.
5 mg/500 mg per 15 mL
) Par Per
Contains: S5mL 15mL

o 0GP
oL ézﬁéil:estza’;glformz;g APR 2 9 ‘3 I

inophen ... 167mg 500 mg
I P 7% 7%

CAUTION: Federal iaw prohibits

dispensing without prescription. Manufactured for:

RUSS PHARMACEUTICALS, INC.
Birmingham, AL 35216

Rev. 02/90 Code 539A04

CONTENTS: 4fl oz
(118 mL)

USUAL DOSAGE: The usual
adult dosage is one or two ta-
blespoonfuls ever§ four to six
hours as needed for pain.

@

NDC 50474-908-04

slosure. HYDROCODONE* The total 24 hour dose should
STORAGE: Store at con- BITARTRATE AND not exceed 8 tablespoontuls.
trotied room temperature 15- ACETAMINOPHEN See . tor full in-
package insert for furl i
30°C (59-86°F). ELIXIR formation.
WARNING: Keep this and all 5 mg/500 mg per 1smL
medications out of the reach
of children. Par Per
Contains: smL  15mL
Hydrocodone smg i
oI ’r’:? SWAR ﬁm; ?abll Iormm'gé e
Acelammupﬁen i3 "I ? ﬂ oo
Alcohol &~
LotNo.: CAUTION: Federallaw protibis
. : dispensing without prescription. Manufactured for:
£ Dete RUSS PHARMACEUTICAL:. INC.
Manufactured by: . Birmingham, AL 3521
MIKART, INC. CONTENTS: 4floz Cod 539A04

Atlanta, GA 30318

PHARMACIST: Dispense in a
tight; light-resistant con-
tainer with a child-resistant
closure.

STORAGE: Store at con-
trolled room temperature 15—
30°C (59-86°F).

i
:1veAd' Flﬁ'\kvglfgjtfg'
of C!IlE e %“é

Lot No.:
Exp. Date:

Manufactured by:
MIKART, INC.
Atlanta, GA 30318

Lot No.:
Exp. Date:
Manufactured by:

MIKART, INC.
Atianta, GA 30318

(118 mL) Rev. 02190

USUAL DOSAGE: The usua!
adult dosage is one or two ta-
blespoonfuls every four to six
hours as needed for pain.

Il
NDC 50474-908-04 O

HYDROCODONE* The total 24 hour dose should
BITARTRATE AND not exceed 8 tablespoonfuls.
ACETAMINOPHEN

See package insert for tull in-
IXIR formation.

g per 15mL

Por  YPEH™
smL 15mL

Bitartrate...... 1.67mg 5mg
{*WARNING: May be habit forming)
Acetaminophen . 157 mg 500 mg

Aleohol...........

CAUTION: Federal law prohibits

dispensing without prescription. Manufactured for:

RUSS PHARMACEUTICALS; INC.
Birmingham, AL 35216

Rev. 02/30 Code 539A04

CONTENTS: 4floz
(s mL)

ror

. ref
Contains: SmL 1SmL
Hydrocodone*
Bitartrate...... 1.67mg 5my
- vhe 9
( WAR_NING: lay be habit forming)
Acetaminophen . .. 167 mg 500mg
Alcohol........... 7% 7%

MAR

CAUTION: Federal law prohibits

dlspensmgwnhoulprescnpnon Manufactured f;
ured for:

RUSS PHARMACEUTICALS, INC.
Birmingham, AL 35216

Rev. 02/90 Code 539A04

CONTENTS: 4l oz
(118 mL)

9 1392



PROFESSIONAL SAMPLE

store al controlled raom
temperature 15-30°C {59

86°F).
WARNING: Keg this an
o

Lot
Exp. Date:
Manufactured by
MIKARY, INC.

Atlanta, GA 30318

PROFESSIONAL SAMPLE

Store at controlled room
1emperature 15-30°C (59-
86°F).

WARNING:
medicalion)
of children)

LotNo.:
Exp. Date:

Manutactured by:
MIKART, IRC.
Atlanta, GA 30318

PROFESS\ONALSAMPLE
Store at controlled room
temperalure 15-30°C (59~
86°F).

WARNING: Keep this and all
ut of the reach

Manufactured by:
MIKART, INC.
Atfanta, GA 30318

PROFESSIONAL SAMPLE
Store a1 controlled room
temperature 15-30°C (59-
86°F).

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

LotNo.:
Exp. Date:
Manufaclured by:

MIKART, INC.
Attanta, GA 30318

JSUAL DOSAGE: The

@ usual adult dosage is one
NDC 50‘7"9“'0‘ of 0 lablpspoon(uls
- HYDROCODONE' every four 10 SiX hours as

NEEEITERY

RN
A:ﬂaminophen
Alcohol -
CAUTION: Fedarallaw
Gispensing without re

CONTENTS: 11
{30 mi)

NDC 50474-908-01
HYDROCODONE*

BITARTRATE AN
ACETA ROP

scription.

.67 Mg i

e habit torming}

167 mp 50!
7%

needed for pain, The total
24 hour dose shoutd not
* exceedalablespoonluls.

See package insert tor full
inkﬁma'ﬁn.g \992

Manutactored for:
RUSS P“ARMN:EIJIICALS. NC.
girmingham. AL 3521

D

3

er
mL
™’

rohibits

o Rev. 02192 Code 539A01

USUAL DOSAGE: The
usual adult dosage is one
or two tablespoonfuls
avery four 10 six hours as
needed for pain. The total
24 hour dose should not
exceed 8 tabtespoontfuls.

See package insert for tull

58002

0 mg
7%

Alcohol .- - Manufactured for:
CAUTION: e_o:na.nawprqmpits RUSS PHARMACEUTICALS, IRC.
o irmingham, AL 35216
COMNTENTS: 1floz
(30mL) Rev. 0292 Code 539A61
USUAL DOSAGE: The

G

NDC 50474-908-01
HYDROCODONE',
BITARTRATE AND'
ACETAMINOPHEN

usual adult dosage is one
or 1iwo tablespoontuls
every four 10 six hours as
needed for pain. The total
24 hWour dose should not
exceed 8 tablespoonfuls.

See package insert for full
information.

29 1992

. Manufactured for:
CAUTION: Federal taw prohibits RUSS PHARMACEUT ICALS, INC.
P withou! fo irmingham, AL 35216

L pr
CONTENTS:1floz
(30mL)

NDC 50474-908-01

Rev. 02/82 Code 539401

USUAL DOSAGE: The
usual adult dosage is one
or two tablespoonfuls

HYDROCODONE® every four to six hours as
BITARTRATE AND needed for pain. The totat
ACETAMINOPHEN 24 hour dose should not
ELIXIR exceed 8 tablespoonfuls.
5 mg/500 mg pe;' 15 mL See package insert for full
P b A
Contains: soL B information.
Hydrocodone”
Bilartrate ... 167mg 5my
(“WRANING: May be habil forming}
Acetaminophen ... 167 mg 500 mg
Acohol ... LR 7% Manufactured for:

CAUTION: Federal law prohibits
Gispensing withoul prescription.

CONTENTS: 1{loz
(30mL)

-~

RUSS PHARMACEUTICALS, INC.
Birmingham, AL 35216

Rev. 02192 Code 539401

0004

R 9892
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- | REVIEW OF PROFESSIONAL LABELING ,
_ MAR 30 Jogp
Original Amendment ) _
FPL. - Container Labels and Package Insert Labeling
DATE OF REVIEW: March 23, 1992
AADA #: 89-557

NAME OF FIRM: Mlkart Inc.

NAME OF DRUG: Generlc: Hydrocodone B1tartrate and _
' Acetaminophen Ellxer, 5 mg/500 mg
per 15 mL

DATE OF SUBMISSION: March 9, 1992

COMMENTS :

Container: ~Satisfactory in FPL for 1 fl oz‘(prOfessional
sample) 4 fl oz, pint and

i Insert: Satisfactory in FPL

RECOMMENDATIONS :
™ For the Record:

% o . A. This review is based on the labeling guidance
rev1sed August, 1987 w1th mlnor modlflcatlon..

B. The use of the name “Lortab" is stlllju
Mikart proposes not to use it however, 8
thelr dlstrlbutor, Russ Pharmaceutlcals m

I : However, if a N/A letter is 1ssS
R ' ' our objectlon to the use of "Lor ab“
dlstrlbutor (per KJ March 23 1992)

K Shah
| P 9‘/
HFD-638 'S»mMQ&ﬁL®aﬁQw ‘ "

- : RSP aq - o
KShah/JPhillips 7 o
hab 3/25/92 '
89557REV

review




The components and composition of (Hydrocodone Bitartrate S
mg/5 mL and Acetaminophen 500 mg/15 mL) are stated as follows:

ACTIVE INGREDIENTS

QUANTITY PER

Quantity per 15

100% in mg or mL
Acetaminophen USP e 500.0 mg
Hydrocodone Bitartrate USP § e 5.0 mg
EXCIPIENT
Alcohol USP/ — _ ————
Saccharin Sodium USP i e—
Sucrose NF st
Citric Acid USP Anhydrous e ©———
Ethyl Maltol G, T
Methylparaben NF ' wommsane. B
Propylparaben NF st i
Propylene Glycol USP essmanesar, i
Glycerin USP v , i B
Sorbitol Solution  wwemees. o R —
FD&C Blue #1 — AR R
e %&r‘;ﬁ;@.,; I m— AR TR
Purified Water USP e ooy
100% 15 mL
The - 7 of the act "' - ~
listed as follows:
Ll
/
I3
!
§
|
i
]
]
;
!
i
I

L

Composition & NDS
89557COM.LLT

APPEARS THIS WAY
ON ORIGINAL

mL

are




REVIEW OF PROFESSIONAIL LABELING
Original Amendment

DRAFT - Package Insert

DATE OF REVIEW: March 21, 1991

ANDA #:

89-557

NAME OF FIRM: Mikart, Inc.

NAME OF DRUG: Generic: Hydrocodone Bitartrate and

Acetaminophen Elixer, 5 mg/500 mg
per 15 mL

DATE OF SUBMISSION: February 12, 1991

COMMENTS:
Insert: Satisfactory in draft
However, before preparing final printed labeling
please make the following minor editorial change:
ADVERSE REACTIONS, Respiratory Depression
Line 1- lower case "b" in birtartrate.
RECOMMENDATIONS:

1. Inform the firm of the above comments.

2. Request the firm prepare and submit final printed
insert labeling. We await the submission of final
printed container labels.

3. We await the firms response concerning the prbposed
distributor proprietary name, Lortab Elixir.

4. Chemist:

See review dated February 18, 1991, for comments on
the draft 1 gallon container label.

5. FOR THE RECORD

A. Russ Pharmaceuticals is the primary
distributor of this product.

oA

K.Shah

fcj/b/



REVIEW OF PROFESSIONAL LABELING
Original Amendment
DRAFT - Container Label
DATE OF REVIEW: February 18, 1991
ANDA #: 89-557
NAME OF FIRM: Mikart, Inc.
NAME OF DRUG: Generic: Hydrocodone Bitartrate and
Acetaminophen Elixir, 5 mg/500 mg

per 15 mL.

DATE OF SUBMISSION: January 17, 1991

COMMENTS:
Container: Satisfactory in draft for
However, we encourage you to include an
asterisk after hydrocodone in the
established name as requested in item 1.
II. B. of our letter dated December 19,
1989.
RECOMMENDATIONS:
1. Inform the firm of the above comments.
2. Request the firm revise their Q*j"‘“ﬁ container
labels, then prepare and submit final printed
labels. ,
e
z%fﬁut;lle
cc: ‘
HFD-638 agq\
YMille "™ 7
np/2-22-1991
89557

Review



REVIEW OF PROFESSIONAL LABELING
Orig. Amendment

DRAFT - Container Labels, Package Insert Labeling

DATE OF REVIEW: 5/3/90

ANDA #:

89-557 NAME OF FIRM: Mikart, Inc.

NAME OF DRUG:

Generic: Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL.

DATE OF SUBMISSIOMN: 2/14/90

COMMENTS:
1.

General Comments

A. We note that you have agreed to withdraw the proprietary name,
Lortab Elixir. However, you have now indicated that you wish to
retain the right for the name in question to be used by a
distributor of this product. We do not find this acceptable.

We are opposed to the use of this proprietary name by any firm
for the reasons stated in our letters dated June 17, 1987 and
July 21, 1988. We have contacted the Office of Compliance
concerning the use of a proprietary name which has previously
been deemed objectionable. We must again ask you to commit that
this name will not be used by your firm or by any of your
distributors for this product.

B. We recognize your commitment that Russ Pharmaceuticals, Inc.
will be the primary distributor for this product. )<é '

. W
Container Labels - Satisfactory in draft for 30 mL, 4_f1 0z, and 1 \yéﬁSY\\
pint. I ﬁ(§§§Nﬁ§}g%ﬁw~ gﬁ§§%§> | ‘&Si |
- IEAONI VAN
A. However, we encourage you to include an asterisk after , AT
hydrocodone in the established name as reque ad in item 1.IL.B. o
in our letter dated December 19, 1989. - BT
, ol , . '
B. We note that you have not submitted a revised === container
label. Do you still intend to use this package size for
e @S YOU originally indicated?  We await your response.




-2 -

3. Insert Labeling - Not Satisfactory
i

Y

A.  WARNINGS ] | N
:b§fﬂpgy

Paragraph 3, line 2 - ...diagnosis or (rather'than 411 3§ gx'\
{ =1J$p ‘
AR\

VAR L\

clinical...

You have submitted a draft container label for a 30 mL package \\§L,
size yet this size does not appear in this section. Please
comment. We cannot request final printed labeling until this
issue is resolved. -

A
B. HOW SUPPLIED !

RECOMMENDATIONS: ' f
1. Inform the firm of the above comments. /

2. Request the firm revise their package insert labeling, then prepare
and submit final printed labels and draft insert labeling for our
review and comment.

3. Chemist
4

Please be aware that the firm has now submitted a draft container
label for a 30 mL package size. They have also dropped the N
container label. (See the comment B under container labels).

SRR

. ana Mille )
i Xy
HFD-638 | | - N " F\A

cc:
YMille/TPoux .
ms: 5/4/90 (4505m)

V ;//‘;, /. P
(s

I



REVIFYW OF PROFESSIONAL LABELING
Orig. Amendment
DRAFT - Container Labels, Package Insert Labeling
DATE OF REVIEW: 9-28-89
ANDA #: 89-557 NAME OF FIRM: Mikart, Inc.

NAME OF DRUG: Generic: Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL

DATE OF SUBMISSION: 8-28-89

COMMENTS:
1. General Comments ¢
A. We recognize your withdrawal of the proprietary name, Lortab
Elixir, and consider it to be a cormitment that this
proprietary name will not be used by your firm or by any of
your distributors for this product. P
B. In reviewing the application we were unable to find a

statement from you indicating that Russ pharmaceuticals, Inc.
will be the sole distributor of this product. We do not,
generally, review or approve distributor labels or labeling.
However, if you commit to Russ Pharmaceuticals being the sole
distributor an exception can be made. "

We will provide comment on the labels and 1abelin§asince the
comments apply without consideration for the distributor.

2. Container Labels - Mot Satisfactory

A. Include a prominent expression of product strength directly
beneath the established name.

5 mg/500 mg per 15 mL

B. We encourage the inclusion of an asterisk(*) after
"Hydroccdone" in the established name and before the warning
in the contents statement.

c. You indicated in your submission dated April 17, 1989 that the
=——  package size is not a marketed package size but is
intended for - ————. Under the circumstances this
package size should not be included in the insert labeling,
however, if you should change your mind and decide to market e

- ; containers the HOW SUPPLIED section of the insert must

be revised.




Page 2.

i

\
He would also like to remind you of the need to:
1. provide packaging and labeling supplements
2. address all the issues raised in 21 CFR
201.150(a)(2).

prior to repackaging this product in an unapproved package
size.

Package Insert - Mot Satisfactory

A. DESCRIPTION
Penultimate Paragraph - The final word should be "which®
(rather than 0.

B. CLINICAL PHARMACOLOGY
Paragraph 2, lines 3 and 4 - The numeral and unit of
measurement should appear on the same line if at all possible.

c. PRECAUTIONS ' .
1. Paragraph 2 - Line 4 should end in a semicolon(;) rather
2. ggiggiaph 8, Tine 8 - 0.7 (rather than

D. ADVERSE REACTIONS
Final Paragraph, sentence 1 - Delete ~ ~

E..  DRUG ABUSE AND DEPENDENCE
Paragraphr], line 2 - Substances (plural)

RECOMMENDATIONS:

1. Inform

the firm of the above comments.

2. Request the firm revise their labels and labeling, then prepare and

submit

draft copy for our review and comment. We can not request

final printed labels or labeling until the issue discussed in item B
under General Comments is resolved. g

f

jz-10!71?i R
cc: YMille/TPoux/sb/18/

8386A pg:

Jare Wil

hiﬂi&/ ana Mille -

12-13 /REY. OF PROF. LBL.



REVIEW OF PROFESSIONAL LABELING

Orig. Amendment; DRAFT-Package Insert Labeling
DATE OF REVIEW: November 8, 1988

ANDA #: 89-557 NAME OF FIRM: Mikart, Inc

NAME OF DRUG: Trade: LORTAB ELIXIR

Generic: Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL

DATE OF SUBMISSION: September 13, 1988
COMMENTS:

1. General Comment:

A. We await your submission of another proprietary name for
this product.

B. Please explain the use of the — package size. Is it
to be a marketed package size? If so, it should then be
1isted in the insert and container labels should be
submitted. Is it intended for use as a bulk container? If
so, why is it needed? It is our understanding that there

are no longer any plans to package this product in unit
dose cups.

2. Package Insert Labeling .
R ks
The text of the package insert labeting)with ‘the exception of
items 1. A and B (above). We can not request final printed
labels or labeling until these issues are resolved.

RECOMMENDATIONS:

1. Inform the firm of the above comments.

cc: /ngqygei%)<ij552/ ?zfift;;le |

HFD-238

YMI1le/TPoux/je/11-8-88 ' -
rpl

8076A/pg 1

B R T

¢
i)
1
s
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REVIEW OF PROFESSIONAL LABELING
Orig. Amendment
Container Labels
Package Insert Labeling
DATE OF REVIEW: 5/23/88
ANDA #: 89-557 NAME OF FIRM: Mikart, Inc.
NAME OF DRUG: Trade: LORTAB ELIXIR
Generic: Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL.
DATE OF SUBMISSION: 2/5/88 and 3/3/88
" COMME NTS:
1. General Comments
We have considered your comments éoncerning the use of the root word
Lortab, which includes "tab" as a part of the proprietary name for a
1liquid dosage form. We submitted your comments to the. FDA Labeling and
Nomenclature Committee and asked for their recommendations. They were in
complete agreement with our initial comment that it is inappropriate to
include "tab" as part of the name of a liquid preparation. Please suggest
another name.
2. A. 1 Pint Container Labels - Not Satisfactory
See comment 1.
B. Bulk Container Label - Not Satisfactory
See comment 1.
3. Package Insert Labeling - Not Satisfactory
A. See comment 1.
B.  ADVERSE REACTIONS
Final Paragraph - Sentence 1 should read:
.<.the brain stem respiratory center.

C.  OVERDOSAGE

Acetaminophen - Divide paragraph 2 into two paragraphs. The second
paragraph begins with "Early symptoms."
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RECOMMENDATIONS :
1. Inform the firm of the above comments.
2. Request the firm revise their labels and laBeling, then prepare and submit
draft copy for our review and comment.
3. FOR THE RECORD
For comments on the proprietary name seé:réview dated 5/23/88 for ANDA
89-759. o
4. Chemist
- L
Is the "written agreement" submitted in response to labeling comment 1.E./ *44™
acceptable? gﬁZﬁH%&”’
Lunit et
. : M ’%OL‘
. j ana Mille
29 @u% q‘/((ﬂ . ‘ /W(%
cc: 5 27 £
pDup A

YMille/TPoux/gp/5/24/88
1269 P. 12-13

APPEARS THIS WAY
ON ORIGINAL



--DATE OF SUBMISSION: January 30, 1987 |

-, Unit Dose'?'Satisfactory

REVIEW OF PROFESSIONAL LABELING

Orig. Amendment; Unit Dose, Carton and Container Labels,
Package Insert Labeling/DRAFT

DATE OF REVIEW: February 26, 1987

ANDA/NDA#: 89-557 - NAME. OF FIRM: Russ'Pharmaceuticals, Inc.

NAME OF DRUG: Trade: LORTAB ELIXIR
Generic: Hydrocodone Bltartrate and Acetamlnophen
(5. mg/SOO mg per 15 mL) o :

EﬂZZEQIiézngnegzr | RS OWA)t ;éﬁ(D‘“

We have considered your comments relatlng to LURTAB ELIXIRﬁand have the

: followrng remarAS'

1) “You state that LORTAB is a trade name used to: 1dent1fy the llne of
‘products distributed by Russ Pharmaceuticals® nborpora_ d, |
not make. spe01f10 comment whether: ifferent: drug entities are
involved, or whether we are only‘talklng about hydrocodone bltartrate :
and acetamlnophen. : : . . S T

2) Your Justlflcatlon on using LORTAB ELIXIR as a: trade name: is not
compelling. While you state that" there_have been no reports- of
problems associated with this proprietary. name, ‘we-cannot evaluate S

: } - this claim since we do not know the marketlng hlstory of LORTAB

ELIXIR, or any other LORTAB product.

3) © Your claim that the prescrlbers of LORTAB products know th Lir
is immaterial. The Agency cannot b xpected to evalu

the Agency belleves precedent lS*a
Jde0151ons in this area of regulator
you -propose could be- vrewed as Agen
'proprletary name,. - -- ~ .

'iﬁllfgln summary, we belleve the propr:
. undesirable because-the :core.name
- form is not a-tablet. ’

However ‘see the General Comment concernlng the proprletary name.

Carton - Not. Satlsfactory

A. Usual Dosage - adult (spelllng)

‘B. See the General Comment concernlng the proprletary name,

J{i/ cehnnrﬁndﬁf_ 8. /éO%XZA,




Page —2 . : . ] ,
Cerdaines d&lkuﬁd 7
A Container Label - Satlsfactory

.

cta. 7.

s

7. dee comman
5 Bqlk Contalner Label - ~

Hemhléee the Gene}l Comment conceérning ther proprletary name.
& wndes Snmaxyif%

?l. ~ The flrm should supply ev1dence of a proposed "wrltten agr
~which will address all the issues raised in 21 TFR 201.150(a)

are especrally interested 1n the plan for transfer of labels“a d'
labellng to the repacker

(z Aopena
2¥ ,ékézzv;%&mr, 414€4z>

AL

H
A

— A PP U

2. We,do not- belleve the sentence followrng the Federal CAUTION

\ - statement: should appear on the label. This should instead be a par;@,
of the above cited wrltten agreement , ‘ :

O TUAAN A e 7 2] A Sy

| Ao

3. The approx1mate volume 1n mllllllters should be noted on the label .

:”t,ﬁ,:f‘The storage recommendatlons for the bulk contalner may well be moref
" restrictive than the marketed package labels. We also sugg‘
COﬂdlthﬂS of relatlve humldlty be noted : ﬁr

5. See the Ceneral Comment concernlng the proorletary name

b§~§' Insert - Not Satlsfactory
I TITLE: |

See the General Comment concernlng the proprletary name.

T

TS
Prav;

c@. How SUPPLIED

LA

1 The recommendatlons to the” pharmacrst on. the type of contalner to use b-

. for dlspen51ng ‘should appear ‘in a sectlon that is separate from the
) : - storage recommendatlons -ﬂ::._, SR _
w S . : ,

RECOMMENDATIONS: .-

, 2' :
untll the Bio: dat“'“as been found accept;
to reV1ew and: comment .
3. ‘Chemlst

'Has suff1c1ent quantltatlve 1nformatlon been submltted to determlne
whether this product 1s¢syrup, oral solutlon’ - '

B ) yana -Mille '
g _HFN-2382{ 313«7 - I o |

YMille/ Johnson/shd/3- 12-87

3333A/pg 5-6
A?\%« -




REVIEW OF PROFESSTIONAL LABELING

B

ANDA/DRAFT Uhlt Dose Carton Bulk Package and Container LaheIS' Packane Insert
Lahellnq .

DATE OF REVIEW: November 7, 1986

ANDA/NDA#: *89-557 : ' NAME OF 'FIRM: Russ Pharmaceutical

ey

NAME OF DRUG: Trade: ~ ===
‘ Generic: Hydrocodone Bltartrate and Acetaminophen 5 mg/500 mg
per 15 nL

""" ':JDATE OF’SUBMISSION-
. COMMENTS:

 Uﬁit Dose: - Not Sétiéfactory

£

Please comﬂent

B. We agree that the usp requires. that the amoun’
. labeled in terms of each 5 mL portien. of

. as a practlcal matter we will allow: this 1
'express the amount of drug in terms of the tot: :
5i qle un1t cont<"-” :

therefore we: sugqest,

! mL convalnA
etc.

N v ,You may delete the, ——

—~-statenent to conserve




+ Carton: . Not Satisfactory

'AQ',_Seevcomméntrﬂ-under Unit;Doée

~

B. . Whlle the expre551on of strenqth is requ1red to%hf
terms of active drug per 5.-mL, we recoqnl e
and need: to show the’ contentlp -1 &t
“adult: dose) Therefore, we propose-that fo towing s

~appear on labels and labellng whlch w1ll reflect hom S
' expre551ons'* . :

Hydrocodone Bltartrate
(WARNING--:»» -

.we;prefer‘Sihgle dose containey*{faﬁﬁgr;tia”

Gontainer: Not Satisfactory

A, Container Label

1. See comment A under Unit Dose
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2.  Acetaminophen, Sians and Symptoms, Paragraph 1, Line 3-
- - overdose (rather than «

C. HOW SUPPLIED

" Storage Recommendations-The symbol for degrees (9) is a
supercript not a ' :

REpOMMENDATIONS:
;‘Hi_wg?1hfg;mftheafirerfwabove,commenﬁs{:;;,.;_5_,L,_”hxti
2. ‘Request the firm revise their unit:dbéé, céftoh BﬂiklﬁéCKaqe and

container labels and package insert labeling, then prepare and submit
draft copy for our review and comment. = '

o Ba.. Chemist

.+ Please Téview the bilk package label.. We have made the comments .
" we feel are appropriate (see II under Container), Do you have

“anything to-add?

B. See comment E under unit-dose. If yoUr'feviéw reveals Russ
Pharmaceutical is not a repackager please let me know.

HFN-238 - ,
K.Johnson/Y.Mille/st/11-17-86

2917A Pg 3-5. ana Mille

B e L e i e

SN




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

89-557

CHEMISTRY REVIEW(S)



ANDA APPROVAL SUMMARY

;NDA ; 89-557

UG PRODUCT: Hydrocodone Bitartrate and Acetaminophen

FIRM: Mikart Inc.

DOSAGE FORM: Elixir

STRENGTH ; [5 mg/500 mg]/15 mL
CGMP _STATEMENT/EIR UPDATE STATUS:
Manufacturer-Finished Dosage Form:

- Mikart Inc. (2090 Marietta Boulevard, N.W. Atlanta, Ga 30318 (OK).
Final pre-approval EER pending (4/15/92).

Manufacturer-Active Ingredients:

f,— -~ — - - v —

o N

“Final pre-approval EER pendlng (4/16/92)~ v

Contract Laboratories:

1.

2.
Final pre-approvdl EER pending (4/15/92).

BIO STUDY:

Bio-waiver was granted on 11/18/86.

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):

Sample analyses for ~ ' 7
e are not applicable accordlng to DGD pOllCY and
‘guideline (because these drug substances are USP product).

Method validation and sample analysis for the flnlshed dosage
product were acceptable by — - . O 2-13~
92. ‘

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?:

stability protocol:
Stability protocol was shown on pages 194-196 of 6-15-88
amendment, 1-17-91 amendment and pages 1121-1128 of the 3-9-92
submission.

Expiration date:

24 months expiration date with 3 months challenge (40°C & 75%



R.H.) and 3 months room temperature stability data on invert
p051t10n for package sizes =——, 4 o0z, and 16 oz on lot E91210.

The batch size for lot E91210 is - ' The stability data were
shown on stability data section of the 3-9-92 submission.

LABELING:

Satisfactory per KShah reviewed on 3-27-92.

STERILIZATION VALIDATION (IF APPLICABLE):

NA
SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?):

Batch size: e P " source of

kg usP 1ot# 91142 and the s

- s R NS R

—~——-m~mmlot # 91040.
Mallinckrddt, Inc for DMF == was acceptable by Lucia Tang on 1-9-
92. Mallinckrodt, Inc for DMF # -—— was acceptable by on 4-17-92.

SIZE QF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE THEY
' MANUFACTURED VIA THE SAME PROCESS?):

The batch size for the stability batch (lot #E91210) is not the
same as bio-waiver batch (Lot K7372). Lot E91210 was manufactured
at the request of the FDA Atlanta District Office for the pre-
approval inspection for this application. Lot K7372 in original
submission was unacceptable.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?: :

The proposed production batch is (pages 657 of 3-9-92
submission) and has the same manufacturing process as the test
batch /

CHEMIST: Lucia C. Tang 13/,’,.,;-\-: Q,Z/_'-ﬂ DATE: 4-21-92 9‘/‘3/72'

SUPERVISOR: Florence Fang é cfbw]= DATE: 4/18{71

89557AAP.P/LTang/4-21-92
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12,

13.

15.

13,

19,

UIEFILD 1 " D GV AL AT D7) ﬁ /

NAME AND ADDRESS OF APPLICANT

Russ Pharmaceuticals, Inc.
P.0. Bax 20507
Birmingham, Alabama 35215

NAME OF DRUG 7.  NONPROPRIETARY MAME

Lortab Liquid Hydrocodnne Bitartrate 5 ma/15 nml
Acetaminophen 500 ma/l15 nl

PHARMACOLOGICAL CATEGORY 11, HOY DISPENSED /

Analnesic/Antitussive - Rx

RELATED IND/NDA/DMF (s)

DMF e (Mikart)

DMF .

DMF - -

DOSAGE FORM(s) 14, POTENCY
(Syrup/Elixir)? {5 mg/500 mal/15 nL

CHEMICAL NAME AND STRUCTURE

H-{4-hydroxyphenyl)acetamide and 4,5-Epoxy-3
nethoxy-17-methylmorphinan-5-one hemipentahydrate

COMMENTS

This product was petitioned for ANDA accentability status, and was
deternined accentable as an AHNDA application.

CONCLUSTIONS AND RECOMMENDATIONS

Mot Apnrovahla-apnlicant refers to — ‘ !

S This is unacceptable. The review
of the anpllcatlon will be deferred until this information is included in
the ANDA,

REVIEWER: . DATE COMPLETED:
BL11 Marnane |~ \W'J\\Mb
APPEARS THIS WAY

ON ORIGINAL



Redacted 5

Page(s) of trade
secret and /or
confidential
commercial

information



7L

CHEMIST'S REVIEW ANDA 89-557

3. NAME AND ADDRESS OF APPLICANT
Mikart, Inc.
2090 Marietta Blvd. N.W.
Atlanta, GA 30318

5. ORIGINAL
March 24, 1987

6. NAME OF DRUG 7.  NONPROPRIETARY NAME
Hydrocodone Bitartrate Lortab Elixir
and Acetaminophen

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
* PAnalgesic and Antitussive RX ‘

12. RELATED IND/NDA/DMF(S)
89-271, 89-689, 89-698
89-697, 89-699, 89-577

13. DOSAGE FORM(s) 14, POTENCY .
Tablets ' [5 mg/500 mg]/15 mL

Elixir or Liquid

17, COMMENTS

. Revise labeling information

Revise formulation because the content of Hydrocodone Bitartrate
Revise components and composition

Revise manufacturing process

Revise container/closure system

Revise stability data and stability protocol

O U1 WIN
. L I e 8

18. CONCLUSIONS AND RECOMMENDATIONS
Not Approvable

19, REVIEWER: DATE COMPLETED:
Lucia C. Tang 10-27-87
Oaeeer Vsl

APPEARS THIS way
OR OﬁiGENAL/
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CHEMIST'S REVIEW ANDA 89-557

NAME. AND ADDRESS OF APPLICANT
Mikart, Inc.

2090 Marletta Blvd. N.W.
Atlanta, GA 30318

5. ORIGINAL
March 24, 1987
6. NAME OF DRUG 7. NONPROPRIETARY NAME
Hydrocodone Bitartrate . Lortab Elixir
and Acetaminophen
10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Analgesic and Antitussive RX
12. RELATED IND/NDA/DMF(s) ‘
89-271, 89-689, 89-698
89-597, 89-599, 89-577
13. DOSAGE FORM(s) 14, POTENCY
Tablets [5 mg/500 mgl/15 mL
Elixir or Liquid
17. COMMENTS
1. Revise labeling information
2. Revise components and composition - \
_ 3k _Revise manufacturing process v w
'4r Revise stability data |
18. CONCLUSIONS AND RECOMMENDATIONS
Not Approvable
19. REVIEWER: DATE COMPLETED:
lLucia C. Tang 2-6-89 |
ODzeee—r— e
APPEARS THIS WAY

0N ORIGINAL

WA

732
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3. NAME AND ADDRESS OF APPLICANT
Mikart, Inc.
2090 Marietta Blvd. N.W,
Atlanta, GA 30318
5. ORIGINAL
March 24, 1987
6. NAME OF DRUG 7.  NONPROPRIETARY NAME
Hydrocodone Bitartrate Lortab Elixir
and Acetaminophen
10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
* Analgesic and Antitussive RX
12. RELATED IND/NDA/DMF(s)
89-271, 89-689, 89-698
89-597, 89-699, 89-577
13. DOSAGE FORM(s) l4. POTENCY
Tablets [5 mg/500 mgl/15 mL
Flixir or tiquid
17. COMMENTS
1. Revise labeling information —~
D T R Y R
" 3.  Revise components and composition
4, Revise manufacturing process
5. Revise container/closure system
6. Revise stability data and stability protocol
18. CONCLUSIONS AND RECOMMENDATIONS
Not Approvable
19. REVIEWER: DATE COMPLETED:
Lucia C. Tang 0527-8

CHEMIST'S REVIEW ANDA 89-557

/ ibed

Y
APPEARS THIS WA
0N ORIGINAL
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1. CHEMIST'S REVIEW NO. 6

2. ANDA #
89-557

3. NAME AND ADDRESS OF APPLICANT

Mikart, Inc.

2090 Marietta Blvd., N.W.
Atlanta, GA 30318

5. SUPPLEMENT(s)

March 24, 1987

6. TRADE NAME

Hydrocodone Bitartrate
and Acetaminophen

9. AMENDMENTS AND OTHER DATES:

Firm: 1. September 15, 1986 with original application from Russ.
2. Jan 30, 1987 with draft labeling.
3. June 11, 1987 with transfer ownship from Russ to Mikart
(effective date June 4, 1987).
4., - June 16, 1987 with Mikart's agreement for the processmg,
control or marketing of the ANDA.
5. Sept. 4, 1987 with Mikart's DMF authorization
6. July 11, 1987 with original application from Mikart
7. June 15, 1988 with information regarding stability and
container/closure system from Mikart
8. June 21, 1988 with amendment
9. Sept. 30, 1988 with amendment
10. Nov. 18, 1988 with transfer ownership
11. April 17, 1988 with. admendment
12. August 28, 1988 with draft labeling for deleting Lortab
Elixir name .
FDA: 1. Oct. 15, 1986 with acknowledgement to Russ
2. Nov. 18, 1986 with Biowaiver granted.
3. Dec. 23, 1986 with lst deficiency letter to Russ
4, June 17, 1987 with 2nd deficiency letter to Russ
5. Nov. 4, 1987 with 3rd deficiency letter to Mikart
6. Nov, 21, 1988 with 4th deficiency letter to Mikart
7. Feb. 14, 1988 with 5th deficiency letter to Mikart
10. PHARMACOLOGICAL CATEGORY 11. Rx or OIC

Analgesic and Antitussive RX



12,

13,

17.

18.

19.

CHEMIST'S REVIEW PAGE 2 -

RELATED IND/NDA/DMF(s)

89-271, 89-689, 89-698
89-697, 89-699, 89-577

DOSAGE FORM 14. POTENCY _
Elixir [5 mg/500 mgl/15 L
COMMENTS

1. Revise labeling information

2. Revise components and composition
3. Revise manufacturing process

4. Revise stability data

CONCLUSIONS AND RECOMMENDATIONS

Not Approvable

REVIEWER: DATE COMPLETED:

Lucia C. Tang 11-28-89

Yawrem— @ T 1%y

d\é@T "2/ '*/97

APPEARS THIS WAY
ON ORIGINAL
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A
CHEMIST'S REVIEW NO. 7 "/ [L4
ANDA
89-557

NAME

AND ADDRESS OF APPLICANT

Mikart, Inc.

2090

Marietta Blvd. N.W.

Atlanta, GA 30318

SUPPLEMENT (s)

NA

-TRADE NAME

Hydrocodone Bitartrate
and Acetaminophen

AMENDMENTS AND OTHER DATES:

Firm:
1.
2.
3.

September 15, 1986 with original application from Russ.
Jan 30, 1987 with draft labeling.
June 11, 1987 with transfer ownship from Russ to Mikart

(effective date June 4, 1987).

June 16, 1987 with Mikart's agreement for the processing,
control or marketing of the ANDA.

Sept. 4, 1987 with Mikart's DMF authorization

July 11, 1987 with original application from Mikart
June 15, 1988 with information regarding stability and
container/closure system from Mikart

June 21, 1988 with amendment

Sept. 30, 1988 with amendment

Nov. 18, 1988 with transfer ownership

April 17, 1988 with amendment _

August 28, 1988 with draft labeling for deleting Lortab
Elixir name

2-14-90 with amendment and draft labeling

8-24-90 with amendment

Oct. 15, 1986 with acknowledgement to Russ

Nov. 18, 1986 with Biowaiver granted.

Dec. 23, 1986 with 1st deficiency letter to Russ
June 17, 1987 with 2nd deficiency letter to Russ
Nov. 4, 1987 with 3rd deficiency letter to Mikart
Nov. 21, 1988 with 4th deficiency letter to Mikart
Feb. 14, 1988 with 5th deficiency letter to Mikart



10.

12.

13.

15.

17.

CHEMIST'S REVIEW PAGE 2 -

PHARMACOLOGICAL CATEGORY 11. RxX or OTC
Analgesic and Antitussive RX

RELATED IND/NDA/DMF(s)

89-577, 81-051

DOSAGE FORM 14. POTENCY
Elixir » [5 mg/500 mg]/15 mL

CHEMICAL, NAME AND STRUCTURE

Hydrocodone Bitartrate

4,5 x-Epoxy-methoxy-17-methylmophinan-6-one tartrate (1:1)
hydrate (2:5) ’

CAS # [34195-34-1; 6190-38-1]

Hydrocodone Bitartrate

coom
H—C—OH
HO—C—H
) CoOH

k -~ N\
CH,Z o 0

H N——CH,

230

Acetaminophen
4'-Hydroxyacetanilide
CAS # [103-90-2]

Acetaminophen

Ho-@-NHCOCH,

COMMENTS

1. Revise labeling information(see labeling issue letter)

.2. Revise stability stability protocol

3. The container/closure system in chemistry review are
correct. However the the container/closure system in
draft labeling submission dated 2-14-91 are incorrect
according to firm's conversation with L. Tang dated
January 16, 1991. Firm should provide correct labeling
information and clarify the container/closure system.

g



CHEMIST'S REVIEW PAGE 3 -

4. We acknowledge that the intended production batch of
~"has been withdrawn from the application. The proposed

production batcch size has been changed from —— to
e,

5. For finished product:

a. the certificate of analysis of the finished product
on page 41 of February 14, 1990 amendment is
imcomplete. The sources of the active ingredients,
the product description and packaging lot # must be
included.

b. Subnmit the certificates of analysis of the finished
product from each of packaging lot ( e.g., each of
container/closure system).

6. For stability protocol:

a. All future accelerated stability studies, the
conditions are to be 40°c for 1liquid, syrup and
injection. For room temperature stability studies,
actual temperature and humidity must be monitored
and reported.

b. All sizes of the container/closure system must be
included in stability studies.

c. Since you have agreed that a supplement will be
subritted for rework processes, the general
stability protocol for reworked batches submitted
in the original application should be deleted.

7. For stability data:

We note that the stability data for one oz was submitted
in your amendment dated February 14, 1990. However, no
information for the container/closure system was provided
in the original submission. Please withdraw or delete.

8. We cannot locate your environmental impact statement from
Mikart. The environmental impact analysis submitted on
page 181 of original submission is from Russ
Pharmaceutical, Inc. Please submit the current
environmental impact from Mikart, Inc.

CONCILLUSTONS AND RECOMMENDATIONS

Not Approvable




CHEMIST'S REVIEW PAGE 4 -

19. REVIEWER: DATE COMPLETED:
Lucia C. Tang 1-14-91
ool e = — %_3/7/

APPEARS THIS WAY
ON ORIGINAL
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CHEMIST'S REVIEW NO.

ANDA

89-557

NAME

AND ADDRESS OF APPLICANT

Mikart, Inc.

2090

Marietta Blvd. N.W.

Atlanta, GA 30318

SUPPLEMENT (s)

NA

TRADE NAME

Hydrocodone Bitartrate
and Acetaminophen v

AMENDMENTS AND OTHER DATES:

Firm:
1.
2.
3.

September 15, 1986 with original application from Russ.
Jan 30, 1987 with draft labeling.

June 11, 1987 with transfer ownership from Russ to
Mikart (effective date June 4, 1987).

June 16, 1987 with Mikart's agreement for the
processing, control or marketing of the ANDA.

Sept. 4, 1987 with Mikart's DMF authorization

July 11, 1987 with original application from Mikart
June 15, 1988 with information regarding stability and
container/closure system from Mikart

June 21, 1988 with amendment

Sept. 30, 1988 with amendment

Nov. 18, 1988 with transfer ownership

April 17, 1988 with amendment

August 28, 1988 with draft labeling for deleting Lortab
Elixir name

2-14-90 with amendment and draft labeling

8-24-90 with amendment

2-12-91 with responding 6th deficiency letter (current)
8-19-91 with contract lab (current)

Oct. 15, 1986 with acknowledgement to Russ

Nov. 18, 1986 with Bio-waiver granted.

Dec. 23, 1986 with 1st deficiency letter to Russ
June ‘17, 1987 with 2nd deficiency letter to Russ
Nov. 4, 1987 with 3rd deficiency letter to Mikart
Nov. 21, 1988 with 4th deficiency letter to Mikart



10.

12.

13.

15.

17.

2

7. Feb. 14, 1988 with 5th deficiency letter to Mikart
8. 2-4-91 with 6th deficiency letter to Mikart

PHARMACOLOGICAT, CATEGORY 11.  Rx or OTC

Analgesic and Antitussive RX
RELATED IND/NDA/DMF(s)
89-577, 81-051

DOSAGE FORM 14. POTENCY

Elixir [5 mg/500 mg]/15 mL

CHEMICAL NAME AND STRUCTURE
Hydrocodone Bitartrate

4,5 x-Epoxy-methoxy-17-methylmophinan-6-one tartrate (1:1)
hydrate (2:5)
CAS # [34195-34-1; 6190-38-1]

Acetaminophen

4'-Hydroxyacetanilide APPEARS THIS way

CAS # [103-90-2] ON ORIGINAL

COMMENTS

1) Revise labeling information (see labeling issue letter)
2) We await your response concerning the proposed

distributor proprietary name, Lortab Elixir.

3) We note you state the ———_ .container is not a
marketed package size; however, you have submitted
stability data for this package size. Please clarify.



4) We were informed on June 13, 1991 by Investigations
Branch at Atlanta District Office that a sample for the
finished product for this ANDA was not collected. We
understand you have committed to make a new batch to
support this application using new equipment and new
procedures.

5) You are to manufacture a batch of the drug product at
least —— of the regular commercial production batch
using the new equipment and new procedures. Please
submit the executed batch record, finished product
specifications and test data and 3-month accelerated
stability data.

6) Please indicate your intended production batch sizes.
Please submit blank batch records based on the new
manufacturing procedures and equipment.

7) We acknowledge that ~"—- - and
~have been deleted as contract
facilities from this application on your amendment
dated August 19, 1991. '

CONCILUSIONS AND RECOMMENDATIONS
Not Approvable

REVIEWER: DATE COMPLETED:

Lucia C. Tang 9-10-91

o 7//37,7\ /

d\dmr al s[4,
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CHEMIST'S REVIEW NO. 2 B

ANDA

89-557

NAME AND ADDRESS OF APPLICANT
Mikart, Inc.

2090 Marietta Blvd. N.W.
Atlanta, GA 30318

AF NUMBER

Vicodin from Knoll Pharmaceutical Company

SUPPLEMENT (s)

NA

TRADE NAME

Hydrocodone Bitartrate
and Acetaminophen

AMENDMENTS AND_OTHER DATES:

Firm:

1. September 15, 1986 with original application from Russ.

2. Jan 30, 1987 with draft labeling.

3. June 11, 1987 with transfer ownership from Russ to
Mikart (effective date June 4, 1987).

4. June 16, 1987 with Mikart's agreement for the

processing, control or marketing of the ANDA.
5. Sept. 4, 1987 with Mikart's DMF authorization
6. July 11, 1987 with original application from Mikart

7. June 15, 1988 with information regarding stability and

container/closure system from Mikart
8. June 21, 1988 with amendment
9. Sept. 30, 1988 with amendment
10. Nov. 18, 1988 with transfer ownership
11. April 17, 1988 with amendment

12. August 28, 1988 with draft labeling for deleting Lortab

Elixir name
13. 2-14-90 with amendment and draft labeling
14. 8-24-90 with amendment
15. 2-12-91 with responding 6th deficiency letter
16. 8-19-91 with contract lab
17. 10-9-91:NC
18. 1-22-92:NC
19. 1-27-92:NC :
20. 3-9-92: amendment.
21. 3-26-92:NC for "Lortab"

H-24-q2 WTJ withdaana va—ﬁo



10.

12.

13.

15.

FDA:

1. Oct. 15, 1986 with acknowledgement to Russ

2. Nov. 18, 1986 with Bio-waiver granted.

3. Dec. 23, 1986 with 1st deficiency letter to Russ
4. June 17, 1987 with 2nd deficiency letter to Russ

5. Nov. 4, 1987 with 3rd deficiency letter to Mikart
6. Nov. 21, 1988 with 4th deficiency letter to Mikart
7. Feb. 14, 1988 with 5th deficiency letter to Mikart
8. 2-4-91 with 6th deficiency letter to Mikart

9. 9-23-91 with 7th deficiency letter to Mikart

10. 2-13-92 with OK on method validation

11. 4-15-92 with pre-approval EER

PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Analgesic and Antitussive RX

RELATED IND/NDA/DMF (s)

89-577. 81-051
DMF  —

DMF ¢
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF
DMF

DOSAGE FORM 14. POTENCY

Elixir [5 mg/500 mg]/15 mL

CHEMICAL NAME AND STRUCTURE

Hydrocodone Bitartrate

4,5 x-Epoxy-methoxy-17-methylmophinan-6-one tartrate (1:1)

hydrate (2:5)
CAS # [34195-34-1; 6190-38-1]

Acetaminophen

CgHyNO,



17.

18.

19.

3

Acetamid, 4'-Hydroxyacetanilide
CAS # [103-90-2]

COMMENTS

1. The use of the name "Lortab"is still unresolved, Mikart
proposes not to use it however, they state their
distributor, Russ Pharmaceuticals, may use it. See
labeling comments (If this application is ready for
approval we will not comment any further about our

- objection per KJ 3-23-92).

2) We acknowledge that : - . and

- - -~ have been deleted as contract
facilities from this application on your amendment
dated August 19, 1991.

3) Lot E91210 was manufactured at the request of the FDA
Atlanta District Office for the pre-approval inspection
for this application. Lot K7372 in original submission
was unacceptable.

CONCLUSIONS AND RECOMMENDATIONS

Approval
REVIEWER: DATE COMPLETED:
Lucia C. Tang- 4-16-92

C:fﬁbéﬂt;» 4,_é=;éfz// 'f%‘g7?’L’ |

Ay fasfen

APPEARS THIS WAY
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CENTER FOR DRUG
EVALUATION AND

RESEARCH
APPLICATION NUMBER:
89-557

BIOEQUIVALENCE
- REVIEW(S)



1 1/ 12 / 8 6-

Hydrocodone Bitartrate/Acetaninophen Syrup Russ Pharmaceuticals, Inc.

Lortab Liquid, Birmingham, Alabana
5 mng/500 ng per 15 ml Syrup Subnission Date:
. ANDA #89-557 September 15, 1986

Reviewer: Beatrice Chen
Wang #8943e

Review of a Request for Waiver of
In Vivo Bioequivalence Study

The firm has submitted a request for waiver of an in vivo bioequivalence study

for its Hydrocodone Bitartrate/Acetaminophen 5 mg/500 ng per 15 ml Syrup. The
drug product is an oral liquid form with the following composition:

Lortab Liquid

Ingredient ' Per 15 nl
Acetaminophen USP : s—sssemssmsason 500 n
Hydrocodone bitartrate USP 5.0 ng*
Alcohol USP /s, —

" Saccharin Sodium USP —
SUCTOSE NF  oomessioanasrmmers -
Citric Acid USP Anhydrous s i
Ethyl Maltol casmees: S
‘Methylparaben NF —
Proplyparaben NF: e
Propylene Glycol usr
Glycerin USP oo

- Sorbitol Solution USP = s B
FD & C Blue #l ——
D & C Yellow #10 e,
Purified Water USP : e

* Hydrocodone Bitartrate used

Comments:

Fifteen ml of test syrup contains the same amount of active ingredients as
those in the tablet form of Viscodin which is coded "AAM™ in the "Approved Drug
Product with Therapeutic Equivalence Evaluations.™" According to the Waiver
Policy of the Division of Bioequivalence (May 5, 1986), the test syrup can be
waived of an in vivo bioequivalence study. The test syrup also satisfies CFR
320.22 (b)(5) in that it contains no inactive ingredient that is known to
significantly affect the absorption of the active ingredients. Therefore, the
waiver of in vivo bioequivalence study should be granted.



Recommendation:

The Division of Bioequivalence agrees that the information submitted by Russ
Pharmaceuticals, Inc. demonstrates that Hydrocodone Bitartrates/Acetaminophen
5 mg/500 mg per 15 ml syrup falls under 21 CFR Section 320.22 (b)(5) and the
Waiver Policy of the Division of Bioequivalence (May 5, 1986) of the
Bioequivalence Regulations. The waiver of in vivo bicequivalence study for
the combination syrup product, 5 mg/500 mg per 15 ml, is granted. From the
bioequivalence point of view, the firm has met the in vivo bioequivalence
requirements. Accordingly, an in vivo bioequivalence study does not need to
be undertaken.

eatrice-Chen, Ph.D.
Division of Bioequivalence

Review Branch III
'RD INITIALED BY RMHATRE /.
FT INITIALED BY RMHATRE V P~ abd ot M. Maal
~ “
BChen/ngo/#8943e/11/4/86 / ’/?C

cc:  ANDA 89-557 original, HFN-230(2), HFN-258 (BChen, Mhatre), HFN-200
(Hare), HFN-223 (Shah-F0I-2), drug file

APPEARS THIS WAY
ON ORIGINAL



; MAY 6 1992
Acetamﬁnobhen/Hydrocodone Bitartrate Mikart, Inc.
500 mgy5 mg per 15 mL, Elixir ‘ Atlanta, GA
ANDA #89-557 Submission Date:
Reviewer: F. Nouravarsani June 09, 1988

89557W. 688

Review of a Waiver Request

Mikart, Inc. has requested a waiver of bioavailability study
requirements for its Test Product, Lortab Elixir, Acetaminophen/
Hydrocodone Bitartrate, 500 mg/5 mg per 15 mL Elixir under CFR 21
320.22 (b)(5). The firm has an approved suitability citizen
petition for its Test product as a new dosage form

(Docket #84P-0391/CP, dated July 02, 1985).

The firm has reformulated the Test product to use 5.0 mg per 15 mL
of Hydrocodone Bitartrate instead of 5.556 mg per 15 mL. This
change was previously recommended by the agency. The formulation of
the Test product is summarized in attached Table 1.

Deficiency: None

Recommendation:

The Division of Bioequivalence agrees that the information
submitted by Mikart Inc. demonstrates +that Acetaminophen/
Hydrocodone Bitartrate, 500 mg/5 mg per 15 mL, Elixir falls under
CFR 21 section 320.22 (b)(5). The Division of Bioequivalence
recommends that the waiver of bioequivalence study requirements be
granted.

F- Nowranonbgre
Farahnaz Nouravarsani, Ph.D.
Division of Bioequivalence
Review Branch IIT

RD INITIALED RMHATRE
FT  INITIALED RMHATRE ;E%&éiﬂ" M. Mhali.

FNouravarsani/05-01-92/89557W. 688

CC: ANDA #89-557, HFD-630, HFD-604 (Hare), HFC-130 (JAllen),
HFD-658 (Mhatre, Nouravarsani), Drug File.



COMPOS I TION STATEMENT
LORTAB ELIXIR
June, 1988

Todle 1

The composition of Lortab Elixir as reformulated per FDA
recommendation is

ACTIVE INGREDIENTS Quantity per Quantity per 5 mL
100 % inmg or mL

Acetaminophen USP e 500.0 = mg
Hydrocodone Bitartrate USP e 5.0 mg
Alcoho! USP _ _ ' .. N—
(equivalent to S T

A1CONO!T o
EXCIPIENTS
Saccharin Sodium USP ————— B i S
Sucrose NF [T s
Citric Acid USP Anhydrous S ..
Ethy! Maltol — .
Methylparaben NF . B, | e,
Propylparaben NF T e i
Propylene Glycol USP g ———— e — .
Glycerin USP e —— SO
Sorbito! Solution =~ — e e
FD&C Blue #1 e, -
D&C Yel low #10 [ — e

i e % e
Purified Water USP _ T e
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a

R e LTy

89-557

NEW DRUGC APPLICATION OR SUPPLEMENT GATE ammaovaL LeTTER
q

4 -TO:

FROM:

! E Bureau of Draugs
Preee Relations Staff (HF1«0)

| Bureeu of Veterinary Medicine

3 ATTENTION
Forward originei of this form for publiceation

caly after approvai letter has bewen issued aad the date of-
cpprovel has been eatered above. . -

NOTICE OF APPROVAL

ssueo

Y §8€ OF APPLICATION CATEGOAY
SUPPLCMENT AGBSREVIATED SUPSL CUENT
CJ oncmac noa a YO MO a EJ OMGINAL MO A = TO AMOa gﬁ HUman Tlveveamany
TRADE NAME (or acver weaignetod name) AND ESTABLISHED OR NONPRORPRIETA RY NAME ¢({ any)OF 0/UG
Rvdrocodone Bitartrate and Acetaminophen Elixir, 5 mg/500 mg per 15 mlL
OOQSAGE FoARM . HOW OtSPENSED
Elixir K] m~x TJore

ACTIVE INGREDIENT(S) (a0 docliared an tedel. Liet oy tah -r > (e) art dncl
deciared an tabel.) ' ) .

(o), 4L’ de

Quantity per 15 ml in mg

~ ) e

Aéti_ve Ingredlents

Acetaminophen Usp, ————

m'g'
Hydrocodone Bitartrate USP

0
0 me

500,
5.0 mg

NAME OF APPLICANT (Inchaie Clcy ar Scace)

Mi90 " InEta Blvd., N.W. APPEARS THIS way
2090 Marietta Blvd., N.W.
AtlantaflgA 30318 ON ORIGINAL

PRINCIPAL INOICATION OR FHARMACOLOCICAL CATEGORY

Analgesic and Antitussive

COMPLETE FOR YETERINARY ONLY
ANIMAL SPECIES FOR WHICH ArPROVED
_ COMUPLETE FOR SUPPLEMENT OMLY L
CHANGE APPROVED TO PROVIOE Fam '
FORM PREPARED AY
fase Lucia C. Tang
’

e e = [ “f28/p2

NMaAamE

oM ARAAOVED ay

Florence Fang

oarvre

FORM FO 1442 (2775

PREVIOUS EDITION umav BGC USED UNT SUPPLY (S EXMAUSTED.




DEPARTMENT OF HEALTH AND HUMAN SERVICES : .
PUBLIC HEALTH SERVICE REQUEST FOR CO!\!SULTATlON

FOOD AND DRUG ADMINISTRATION

5 (DivisionOffice} p HE A Z290] from:
o DRUG POVERTTSING VABELTANG | s/, oF GE,//AE/@IO ORYC- A 2%
- IND NO. DA.NO. TYPE OF DOCUMENT ] DATE OF OOCUMENT
3/3/87 §9-55 7
AME OF’ ORUG PRlQRlTY CONSIDERATION| CLASSIFICATION OF DRUG " JDESIRED COMPLETIOIN-I DATE
e odons BATfoceliningtfen et

dME OF FIRM

RUSS  FHBRMBCFUTIECAHLS

REASON FOR REQUEST

. GENERAL

| NEW PROTOCOL O preE-NDA MEETING {J respONSE TO DEFICIENCY LETTER
| PROGRESS REPORT [0 END OF PHASE 11 MEETING O rinac PRINTED LABELING
| NEW CORRESPONDENCE (0 resusmission {0 LABELING REVISION
| DRUG ADVERTISING ] SAFETY/EFFICACY (] oRIGINAL NEW CORRESPONDENCE
| ADVERSE REACTION REPORT O eparer NDA ; “U FORMULATIVE REVIEW
[ MANUFACTURING CHANGE/ADDITION L] conTROL SUPPLEMENT O3 oTHER (Specify below)

i MEETING PLANNED 8Y

{l. BIOMETRICS -
STATISTICAL EVALUATION BRANCH ’ STATISTICAL APPLICATION BRANCH

| TYPE AOR B NDA REVIEW O cHemisTRY

END OF PHASE It MEETING a PHARMACOLOGY

"CONTROLLED STUDIES D BIOPHARMACEUTICS ‘

PROTOCOL REVIEW O otHER

OTHER

. BIOPHARMACEUTICS

DISSOLUTION [J DEFICIENCY LETTER RESPONSE

B8IOAVAILABILITY STUDIES ~ a PROTOCOL— BIOPHARMACEUTICS i

PHASE tV STUDIES . D IN-VIVO WAIVER REQUEST

V. DRUG EXPERIENCE

F E iV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL a REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNQSES D SUMMARY OF ADVERSE EXPERIENCE

CASE REPORTS OF SPECIFIC REACTIONS(List below) 0 POISON RISK ANALYSIS

COMPARATIVE RISK ASSESSEMENT ON GENERIC DRUG GROuUP
V. SCIENTIFIC INVESTIGATIONS

0 cunicac O precuinicAaL

IMMENTS/SPECIAL INSTRUCTIONS(A trach additional sheets if necessary)

/wafﬂ?z
Thin e 1%4

bl e e

7 /wz/mww A

”?ch&

GNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
Uina_ 20 | O war O wano
GNA/URE OF RECEIVER SIGNATURE OF DELIVERER

)JRM FDA 3291 (7/83} . - ’ -
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MIKART. INC.

| NEW CORRESP.
PHARMACEUTICAL MANUFACTURERS

MIKART
April 24, 1992

o SRR FETY
Dr. Williams, M.D., Director R«E@%ﬁ:?g
Office of Generic Drugs
Center for Drug Evaluation and Research HAY 1 099
Food and Drug Administration
Metro Park North II (MPN II) GE
HFD-637, Room 132 - REE R
5600 Fishers Lane NERK
Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
(5 mg/300 mg per 15 mL)
Amendment to a pending application

Dear Dr. Williams:

As per our telephone conversations of this week with Chemistry
reviewer, Lucy Tang, attached please find the revised stability
protocol with the following changes: 1) requirements for humidity
in accelerated storage conditions have been deleted. 2) room
temperature conditions have been changed to specify 25-30°C.
Also, we are hereby withdrawing all references made with respect
to the ———— size packaging container in the labeling, packag-
ing components, and stability sections. Furthermore, we are
withdrawing any references made in the stability section to lot
number 910314E, packaged in the 16 oz container with the

Thank you for your continued cooperation in the review of this
application. Please feel free to contact us if you require any
additional information.

Sincerely,
g

f’:c.i‘ ;) g 7 fzaw(rd(

Cerie B. McDonald
Vice-President

CBM/cc

~5

QQN s

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510  FAX: 404-350-0432



, %) N
N
}E(( QS( i KiNG & SPALDING

f 1730 PENNSYLVANIA AVENUE, N'W.
e WASHINGTON, DC
20006-4706
[\ {
: &‘ : 202/737-0500

TELEGOPIER: 202/626-3737

191 PEACHTREE STREET 745 FIFTH AVENUE
ATLANTA, GEORGIA 30303-1763 NEW YORK, NY 10151

’ TELEPHONE: 404/572-4600 TELEPHONE: 212/758-8700

TELEX: 54-2017 KINGSPALD ATL March 26, 1992 TELECOPIER: 212/593-3673

TELEGOPIER: 404 /372-5100

By Messenger ~

Dr. Roger Williams, Director RECEIVED

Office of Generic Drugs (HFD-600)

Center for Drug Evaluation and Research .
Food and Drug Administration MAR 2 6 1992
7520 Standish Place, Room 286

Rockuilie, Mb. 20855 GENERIC DRUGS

Re: ANDA # 89-557: Lortab Elixir
REQUEST FOR MEETING

Dear Dr. Williams:

I am writing on behalf of Whitby Pharmaceuticals, on whose
behalf Mikart, Inc. has submitted the above referenced abbreviated
new drug application. Mikart is the contract manufacturer for
Whitby; Whitby’s is the only product that will be made under this
ANDA. (I am also counsel to Mikart.)

The application, so far -as we can tell, is ready for ap-

* proval. The preapproval inspection was conducted by Investigator
Robert Coleman from the Atlanta District Office on February 28,
1992. At the conclusicn of the inspection, he said he intended to
recommend approval.

The only outstanding issue is the name of the product,
"Lortab® Elixir."

‘In 1980, Russ Pharmaceuticals, which was purchased by Whitby
in 1989, created a line of hydrocodone bitartrate (HCB)/
acetaminophen (APAP) products named "Lortab®," which is a regis-
tered trademark. Currently there are three approved products:
"Lortab® 2.5/500," "Lortab® 5/500," and "Lortab® 7.5/500." Whitby
anticipates approval of a 10 mg HCB/500 mg APAP product imminently
which will be marketed as "Lortab® 10/500."



Dr. Roger Williams
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"Lortab®," in other words, is the name used for a line of
HCB/APAP products with different strengths of HCB in combination
with 500 mg APAP. The products are detailed in 48 of the fifty
states. '

"Lortab® Elixir 5/500," which is the subject of this letter,
is a 5 mg HCB/500 mg APAP per tablespoon combination. (Other ap-
plications are pending for "Lortab® Elixir 7.5/500" (ANDA 81-051)
and "Lortab® Syrup 5/500" (ANDA 98-759).)

Correspondence regarding this ANDA and the other liquid prod-
uct ANDAs from the Division of Generic Drugs objected to the use
of the proprietary name, "Lortab®," on a liguid product "because
the core name implies tablets, yet the dosage form is not a tab-
let."

We believe it is inappropriate to reference the tablet
dosage form in the proprietary name of a liquid product.
We believe that confusion will likely occur from pre-
scriptions and hospital orders when the description is
not precise as is often the case. Carried further, the
results of this name can be predicated to require need-
less confirmation communications between physician,
nurse and pharmacist and also result in medication er-
rors. Further, the Agency believes precedent is an im-
portant feature of consistent decisions in this area of
regulatory oversight. To permit the proposed name could
be viewed as Agency agreement with this type of propri-
etary name.

On March 9, 1992 Ms. Cerie McDonald of Mikart spoke with Mr.
Kent Johnson about the name issue and reported to Whitby that Mr.
Johnson remains adamantly opposed to use of the "Lortab®" name
with a liquid product.

Dr. Williams, this is difficult for us to comprehend.
1. The name of the product is not confusing.

The name of this product is "Lortab® Elixir," not "Lortab®."
I cannot imagine why a physician or pharmacist would look to one
syllable of the first word of a product’s two word proprietary
name to discern its dosage form, especially when the second word
in the proprietary name states the dosage form, "Elixir."



Dr. Roger Williams
March 26, 1992
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2. Medication errors will not occur.

Furthermore, a prescription, whether oral or written, in-
cludes not only the name of the drug, but also directions for use.
Lortab® Elixir’s directions for use are in terms of tablespoons-
ful, making perfectly clear that the product is a liquid and not a
tablet. Thus, even if a physician omitted "Blixir" in his or her
prescription, the direction to take one tablespoonful every four
hours would either result in Lortab® Elixir being dispensed or
trigger a request for clarification, thereby preventing a medica-
tion error. Having had to clarify a prescription once, a physi-
cian is unlikely to make the same mistake again. But that need
not be FDA’s concern, so long as a medication error will not oc-
cur.

The Food and Drug Administration has approved applications
for "Tylenol with Codeine"” as the identical proprietary name of
tablets, capsules, and an elixir. While Tylenol’s core name does
not imply tablets, the fact that the same name is used for all
three dosage forms suggests that the FDA, in approving applica-
tions for those products, determined that the identifying descrip-
tive information accompanying a prescription would be sufficient
to distinguish one dosage form from the other. The use of
"Elixir" as part of the proprietary name of the Whitby liquid
product makes an even greater distinction between the tablet and
liquid dosage forms than is done by the name, "Tylenol with Co-
deine."

Given the clarity of the proprietary name as a whole, we be-
lieve that the potential for confusion on the part of a prescrib-~
ing physician or dispensing pharmacist as to whether a prescrip-
tion calls for solid or liquid dosage form of Lortab® products is
so remote as to be nonexistent.

Our position is reinforced by the fact that the Drug Enforce-
ment Administration regulations in 21 C.F.R. Part 1306 governing
the prescribing, dispensing and labeling of Schedule III con-
trolled substances, including hydrocodone bitartrate in this for-
mulation (21 C.F.R. § 1308.13(e)(4)), provide ample safeguards
against the remote possibility of an imprecise or incomplete oral
or written communication of the prescription from the practitioner
to the pharmacist. For Schedule III drugs, however, that op-
portunity for confusion will, as a practical matter, rarely, if
ever, arise. Section 1306.21 provides in pertinent part that:
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A pharmacist may dispense directly a controlled sub-
stance listed in Schedule III ... only pursuant to ei-
ther a written prescription signed by the prescribing
individual practitioner or an oral prescription promptly
reduced to writing by the pharmacist.

21 C.F.R. § 1306.21 (emphasis added). The requirement of either
written prescriptions or prompt reduction of oral prescriptions to
writing by the pharmacist would, in our view, cause the pharmacist
to recognize immediately any gaps or imprecision in the prescrib-
ing information and to secure the necessary information. A medi-
cation error would not occur.

Furthermore, § 1306.24(a) provides that the label of the dis-
pensed drug must specify "directions for use and cautionary state-
ments, if any ... as required by law." (emphasis added) Like the
regulations set forth above, this provision obliges a pharmacist
confronted with an imprecise or incomplete prescription to clarify
or ascertain the intent of the prescribing practitioner. As a
result, a medication error would not occur.

Nonetheless, to assure itself that the name "Lortab® Elixir"
would not lead to prescribing or dispensing errors in hospital
non-prescription situations, we consulted with Michael R. Cohen,
assistant editor of Lippincott’s Hospital Pharmacy magazine and
editor of the Medication Error column. Mr. Cohen stated:

I have also considered the oral liquid name which you
propose, "Lortab Elixir." I can understand FDA's ini-
tial concerns. For aesthetic reasons, one would not
ordinarily want to associate the syllable "tab"” with an
oral liquid. However, my own personal opinion is that
it is a name extension of a product line and I do not
feel this will be confusing or misleading to users since
doses will need to be ordered by volume (ml, drams, tea-
spoonsful, etc.).

Because Mr. Cohen gave that opinion in January, 1988, I
talked with him by telephone on March 10, 1992 to see whether any
information had come to his attention since he wrote the letter
that would change his mind. He said that he stood by his opinion
and would be happy to talk with you about it.
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3. A precedent has already been set.

Finally, regarding the Division’s concern about setting a
precedent for approving a product with a name that may suggest a
different dosage form, two things must be said.

First, in light of everything stated above, I do not believe
that FDA's approval of this name would be a bad precedent.

Second, such a precedent has been set many times over by the
approval of USV Pharmaceuticals’ Agquasol A (vitamin A) for a cap-
sule (Armour Pharmaceuticals has an injection by the same name);
Reid Rowell’s "Aquatag" (benzthiazide) for a tablet; Wallace Labs’
"Aquatensen" (methyclothiazide) for a tablet; Perrigo’s "Cap-
Profen" (ibuprofen) for a tablet as well as a capsule, and Forest
Laboratories’ "Elixophyllin" {(theophylline), for capsules as well
as a liquid dosage form. (All of these products are listed by
proprietary name in APPROVED DRUG PRODUCTS, 10th Edition.)

Additionally, there are products that FDA has failed to take
enforcement action against, such as Abbott Pharmaceuticals’ use of
"Vita-Kaps" for two different tablets; Armor Pharmaceutical’s
"Aquasol" not only for oral solutions but also capsules; Upjohn's
"Unicaps" for both tablets and capsules; and Warner-Lambert'’s
"Sinutabs" for both tablets and capsules.

Dr. Williams, we respectfully request that the Office of Ge-
neric Drugs withdraw its objection to the name, "Lortab® Elixir,"
and approve the application. If the Office is not prepared to
withdraw the objection, we request a meeting with you and other
appropriate officials. This is an issue of great importance to
Whitby. The company hopes the matter can be resolved within the
Office of Generic Drugs.

Sincerel ours,

M%%

‘“Jess H. Stribling

Attachment

cc. Document Mail Cen¥eyp, Room 150
William Gottwald, "M.D., President
Whitby Pharmaceuticals
Ms. Cerie McDonaid
Mikart
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March 9, 1992 :
o% J

Dr. Williams, M.D., Director ND& Jﬁ‘? § « AMAE ag
Division of Generic Drugs !;! : 'MENDMEE{Q‘
Center for Drug Evaluation and Research

Metro Park North II (MPN II)

HFD 600

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir

(5 mg/500 mg per 15 mL)

Major amendment to a pending application
Dear Dr. Williams: .
Enclosed please find information submitted in support of a new batch of Hydrocodone Bitartrate and
Acetaminophen Elixir (5 mg/500 mg per 15 mL) manufactured at the request of the Food and Drug
Administration Atlanta District Office. The request by the Atlanta District Office was a result of the pre-
approval inspection for this application.

Copies of the method validation and finished product and stabiliy testing procedures were included as
part of a sample submission on January 27, 1992 and have therefore been omitted from this submission.

Thank you for your continued cooperation in the review of this application. Please feel free to contact us
if you require any additional information.

Sincerely,

éb/ﬁ/ﬁww

Cerie B. McDonald
. Vice President

| RECEIVED
CBM/cc
Enclosure MAR { 7 1992

.!ENERIC DRUGS

—

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510 FAX: 404-350-0432
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february 19, 1992

My, David Doleski
office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
Metro Park North II (MPN II)
~ HFD~600
5600 FPishers Lane
.~ Rockville, MD 20857

'Dear Mr. Doleski:

As per your request, the followin
which we are in the process ofF {25
based on recommendations from the Atlanta District Office.

Hydrocodone Bitartrate and Acetaminophen Elixir

(5 mg/500 mg per 15 mL)

81-051 Hydrocodone Bitartrate and Acetaminophen Elixir
(7.5 mg/500 mg per 15 mh)

81-226 Hydrocodone Bitartrate and Acetaminophen Elixir

(5 mg/500 mg per 15 mL) e r——

L el

89450 Acet&minophen and c&deiné Phosphéte Elixir USP
81-118 Isoniazid Syrup USP
74-028 Amantadine Hydrochloride Syrup USP

JUEINEE s

We have submitted amendments to each of the listed applications
with the intended dates for submission of information on the new
batches.

Please feel free to contact us if you require any additional
information.

Singprely
Ao

Cerie B. McDonald
Vice~President

CBM/ad

2090 MARIETTA BOULEVARD, NW., ATLANTA, GEORGIA 30313 PHONE: 404-351-4510  FAX: 404-350-0432
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January 27, 1992 PMAA’ //-{:1’ M;M
Pl
o . D, % 2ol
Dr. Roger Williams, M.D., Director PJ*
Office of Generic Drugs . i2 {{bge,
Center for Drug Evaluation and Research ‘#£’2¢yvﬁf
Food and Drug Administration F e L
- Metro Park North II (MPN II) o e 2o
HFD-600 :
5600 Fishers Lane AHWVCGERESP

Rockville, MD 20857
Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir

5 mg/500 mg/15 mL
Sample submission

Dear Dr. Williams:

Mikart has submitted a sample of Hydrocodone Bitartrate and
Acetaminophen Elixir 5 mg/500 mg per 15 mL to the Atlanta Dis-
trict Office of the Food and Drug Administration. Attached
please find copies of the information submitted with the product
sample to the district office. Included are copies of the batch
record, method validation, and raw material results.

Thank you for your attention.

Sincerely,

4/% /oA

Cerie B. McDonald
Vice-President

CBM/cc

- BECEWVED
3 OaN 3 1 1992
M%7 GENERIC DRUGS

090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510 FAX: 404-350-0432
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January 22, 1992

Dr. Roger Williams, M.D., Director
Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II (MPN II)

HFD-600

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
(5 mg/15 mg per 15 mL)
Amendment to a pending appplication .

Dear Dr. Williams:

Mikart has been requested to manufacture a new ANDA batch of
Hydrocodone Bitartrate and Acetaminophen Elixir by the Atlanta
District Office of the Food and Drug Administration. This re-
quest was made as a result of the pre-approval inspection for
this application.

Mikart is currently in the process of manufacturing the new batch
and conducting accelerated and room temperature stability.
Information concerning the new batch, including the batch record
and 90 day accelerated stability data, will be submitted as soon
as it becomes available. We anticipate that this information
will be ready for submission in February, 1992.

Thank you for your continued cooperation in the review of this
application. Please feel free to contact us if you require any
additional information.

Sincerely,

N s/ /W,

Cerie B. McDonald
Vice-President

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 . PHONE: 404-351-4510  FAX: 404-350-043
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January 14, 1992

Dr. Roger Williams, M.D., Director

Office of Generic Drugs ,ﬁg@:GGRMﬁﬁﬂ
Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North II (MPN II)

HFD-600

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetamlnophen Elixir

5 mg/500 mg/15 mL

Amendment to a pending application.
Dear Dr. Williams:
As per Lucy Tang’'s telephone request enclosed please find a copy
of the certificate of analysis and a copy of the method valida-
tion for the new batch of Hydrocodone Bitartrate and Acetamino-

phen Elixir 5 mg/500 mg/15 mL. Should you require any additional
information do not hesitate to call.

incerely,
LiaAd.

Cerie B. McDonald
Vice-President

CBM/cc

cc: Lucy Tang

QRECFIVED

CINAL TiAN 2 2 1992
o  GERERIC UHUGS

vl

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 : PHONE: 404-351-4510 FAX: 404-350-0432
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October 9, 1991 v wﬁuAP”Jﬂv

Dr. Williams, M.D., Director
Division of Generic Drugs _
Attention: Document Control Room S
HFD-230, Room 17B-20

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL
Major amendment to an unapproved application
Dear Dr. Williams:
We have received your letter dated September 23, 1991 and we
would like to respond to the issues raised. We have employed the
outline of your letter to organize our response.
Please feel free to contact us if your require any additional

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

Cerie B. McDonald
Vice-President

CBM/ad

Enc.

- ORIGINAL

RECEIVED
0CT 16 1991
" eEngRic pAues

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510 FAX: 404-350-0432



ANDA 89-557

Mikart, Inc.

Attention: Ms. Cerie B. McDonald SEP 2 3 g
2090 Marietta Blvd., N.W.

Atlanta, GA 30318

Dear Ms. McDonald:

Please refer to your abbreviated new drug application dated
September 15, 1986, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for, drocodone Bitartrate
and Acetaminophen Elixir, 5 mg/500 mg pegagﬁ\mp.v/\

Reference is also made to your communications dated February 12,
1991 and August 19, 1991, .

The application is deficient and, therefore, not approvable under
Section 505 of the Act for the following reasons:

1.

It fails to provide adequate labeling information. In this
regard: '

Insert: Satisfactory in draft

However, before preparing final printed labeling
please make the following minor editorial change:

ADVERSE REACTIONS, Respiratory Depression
Line 1- lower case "b" in bitartrate.

Prepare and submit final printed insert labeling. We await
the submission of final printed container labels.

We await your response concerning the proposed dlstrlbutor
proprietary name, Lortab Elixir.

We note you state the — container is not a marketed
package size; however, you have submitted stability data for
this package size. Please clarify.

We were informed on June 13, 1991 by the Investigations
Branch at Atlanta District Office that a sample for the
finished product for this ANDA was not collected. We
understand you have committed to make a new batch to support
this application using new equipment and new procedures.

You are to manufacture a batch of the drug product at least



2

— of the regular commercial production batch using the new
equipment and new procedures. Please submit the executed
batch record, finished product specifications and test data
and 3-month accelerated stability data.

6. Please indicate your intended production batch sizes.
Please submit blank batch records based on the new
manufacturing procedures and equipment.

7. We acknowledge that : cand  seeeremmomsmmne
h - have been deleted as contract facilities from
this application on your amendment dated August 19, 1991.

The file is now closed. You are required to take an action
described under 21 CFR 314.120 which will either amend or
withdraw the application. Your amendment should respond to all
the deficiencies listed. A partial reply will not be considered
for review, nor will the review clock be reactivated until all
deficiencies have been addressed. The respomse to this letter
will be considered a major amendment and should be so designated
in your cover letter. If you have substantial disagreement with
our reasons for not approving this application, you may request
an opportunity for a hearing.

Michael G. Beatrice

Director ,

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

cc: Orig. ANDA 89-557
DUP/Division File
HFC-130 JAllen e})}jgjﬁ(
HFD-638 K. Shah £~ %
253:237 FFang/LTang/9/10/91 _ &z 54@?9/
HFD-637/PRickman/csoMWJﬁ“qh’ 7
R/D initiated by FFang é)d‘» ‘1/49/?,
Not Approvable - Major wT

LCT/9/10/91/89557N02 . LLT
Disk # 8
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August 19, 1991

Dr. Roger L. Williams, M.D., Director
Office of Generic Drugs

Center for Drug Evaluation and Research - o
Food and Drug Administration ' Cj(M(/ -
Metro Park North II (MPN II)

HFD-600

5600 Fishers Lane
Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
(5 mg/500 mg per 15 mL)
Dear Dr. Williams: '
In response to a June 19, 1991, letter from Carl Peck M.D. concern-

ing designated facilities for Abbreviated New Drug Applications, we
would like to update the list of designated facilities for this

application. A list of designated facilities for all operations
follows. This information replaces all previously submitted infor-
mation concerning designated facilities. Any changes which have
been made since the prev1ously submitted information are noted
below.

1. - -~ has been deleted as an optional test

facility for use in case of unforeseen circumstances.
2. § . has been deleted as an optional test

'fac111ty for use 1n case of unforeseen c1rcumstances.

3. 5 a previously designated for
N - 1 has been acqulred by
4. i, @ prev1ously de51gnated
USP, has been acquired by ~
5. R a previously des1gnated . s AR
= = has been acquired by - e .
6. : a previously des1gnated e for

has been acquired by

Please feel free to contact us if you require any additional
information.

Sincerely,

s Y,

Cerie B. McDonald
Vice-President

o WQ“\ |
gig{ad C " »\/W &0 1956

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510 FAX: 404-350-0432
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February 12, 1991

Dr. Williams, M.D., Director
Division of Generic Drugs
Attention: Document Control Room _
HFD-230, Room 17B-20 k@ﬁ G:{g’g ﬂ\“ﬂﬁ!'gn-ru
Food and Drug Administration umﬂ&neh
Center for Drugs and Biologics

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL
Amendment to an unapproved application

Dear Dr. Williams:

We have received your letter dated February 4, 1991 and we would
like to respond to the issues raised. We have employed the
outline of you letter to organize our response. Many of the
issues were previously addressed in our January 17, 1991 corre-
spondence in response to a phone request from reviewer, Lucy
Tang.

It is our understanding that all of the deficiencies with the
exception of the proprietary name have been resolved by this

letter. Thank you for your continued assistance in the review of
this application.

Si rely,
t,ﬁﬁJ(

Cerle B. MCDonald
Vice President

CBM/ad

Enc .

RECEIVED
FEB 2 1 199

GENERIC DRUGS

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510 FAX: 404-350-0432



ANDA 89-557

Mikart, Inc. '

Attention: Ms. Cerie B. McDonald
2090 Marietta Blvd., N.W.
Atlanta, GA 30318

Dear Ms. McDonald:

Please refer to your abbreviated new drug application dated
September 15, 1986, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for Hydrocodone Bitartrate
and Acetamlnophen Elixir 5 mg/500 mg per 15 mL.

Reference is also made to your communications dated February 14,
1990 and August 24, 1990. .

The application is deficient and, therefore, not approvable under
Section 505 of the Act for the following reasons:

1. It fails to provide adequate labeling information. 1In this
regard:
I. General Comments

A. We note that you have agreed to withdraw the
proprietary name, Lortab Elixir. However, you
have now indicated that you wish to retaln the
right for the name in question to be used by a
distributor of this product. We do not find this
acceptable. We are opposed to the use of this
proprietary name by any firm for the reasons
stated in our letters dated June 17, 1987 and July
21, 1988. We have contacted the Office of
Compllance concerning the use of a proprietary
name which has previously been deemed
objectionable. We must again ask you to commit
that this name will not be used by your firm or by
any of your distributors for this product.

B. ‘We recognize your commitment that Russ
Pharmaceuticals, Inc. will be the prlmary
dlstrlbutor for this product.



II. Container Labels- Satisfactory in draft for 30 mL, 4 fl
oz, and 1 pint.

A. However, we encourage you to include an asterisk
after hydrocodone in the established name as
requested in item 1.II.B. in our letter dated
December 19, 1989.

B. We note that you have not submitted a revised— .
container label. Do you still intend to
use this package size for repackaging as you
originally indicated? We await your response.

III. Insert Labeling - Not Satisfactory
A. Warnings

Paragraph 3, line 2 - ...diagnosis or (rather than
of) clinical...

B. HOW SUPPLIED

You have submitted a draft container label for a
30 mL package size yet this size does not appear
in this section. Please comment. We cannot
request final printed labeling until this issue is
resolved.

Revise your package insert labeling, then prepare and submit

final printed labels and draft insert labeling for our

- review and comment.

We acknowledge that the intended production batch of
has been withdrawn from the application. The proposed

production batch size has been changed from . to

s T

For the finished product:

a. the certificate of analysis of the finished product on

page 41 of February 14, 1990 amendment is incomplete.
The sources of the active ingredients, the product
description and packaging lot # must be included.

b. Submit the certificates of analysis of the finished
product for each of packaglng lot ( i.e., each of
container/closure system).



4. For stability protocol:

a. All future accelerated stability studies, the
conditions are to be 40°C for this dosage form. For
room temperature stability studies, actual temperature
and humidity must be monitored and reported.

b. All sizes of the container/closure system must be
included in stability studies.

C. Since you have agreed that a supplement will be
submitted for rework processes, the general stability
protocol for reworked batches submitted in the
original application should be deleted.

5. For stability data:

We note that the stability data for one oz was submitted in
your amendment dated February 14, 1990. However, no
information for the container/closure system was provided in
the application. Please clarify.

6. Please be advised that samples of the active and inactive
components, and the finished dasage form will be picked up
by FDA district/laboratory staff. Since the drug product is
not an article in the Usp, all analytical methods will be
validated.

7. We cannot locate your environmental impact statement from
Mikart. The environmental impact analysis submitted on page
181 of original submission is from Russ Pharmaceutical, Inc.
Please submit the current environmental 1mpact analys1s
statement from Mikart, Inc.

The file is now closed. You are required to take an action
described under 21 CFR 314.120 which will either amend or
withdraw the application. Your amendment should respond to all
the deficiencies listed. A partial reply will not be considered
for review, nor will the review clock be reactivated until all
deficiencies have been addressed. The response to this letter
will be considered a major amendment and should be so designated



in your cover letter. If you have substantial disagreement with
our reasons for not approving this application, you may request
an opportunity for a hearing.

Sincerely yours,

,Wﬁ\% 224 /5,

Acting Director

Division of Chemlstry I

Office of Generic Drugs

Center for Drug Evaluation and Research

ANDA 89-557

DUP
HFD-638 YMille

HFD-637FFang/LTang
Not Approvable - Major
LTang/89557N01 LLT/1-14-91

aZ— V235 d\é‘*f “”(
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PHARMACEUTICAL MANUFACTURERS

January 17, 1991

Dr. Williams, M.D., Director

Division of Generic Drugs

Attention: Document Control Room ﬁﬁA@
‘'HFD~230, Room 17B-20

Food and Drug Administration

Center for Drugs and Biologics

5600 Fishers Lane

Rockville, MD 20857

L E
a‘s...e ¥
F

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL
Amendment to an unapproved application

\‘ Dear Dr. Williams:

..In response to a January 16, 1990 phone call from reviewer, Lucy
Tang, enclosed please find the following requested information:

1. Labeling for the ~— package size which was inadvertently
omitted from our 02-14-90 correspondence.

2, Revised stability protocol in which references to storage
humidity and the section on reworked lots have been deleted.

Our 02-14-90 correspondence included labeling and stability
information for the 1 fl oz (30 mL) package size. Since the 1 fl
oz package size was withdrawn from this application in our
03-03-88 correspondence, this information is no longer relevant;
therefore, please withdraw all references to the 1 fl oz package
size from this application. We apologize for any confusion
which may have resulted from our oversight.

It is our understanding that all of the deficiencies with the
exception of the proprietary name have been resolved by this
letter. Thank you for your continued assistance in the review of
this application.

4
I

A M/(

erle B McDo ald

Vice President HEC@H«’QD

Sin rely,

CBM/ad JAN 18 o
L cc. Desk copy to Lucy Tang GENERIC DRUGS

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510 FAX: 404-350-0432
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MIKART. INC.

PHARMACEUTICAL MANUFACTURERS

MIKART |

August 24, 1990

Mr. Richard Terselic, Acting Director
Division of Generic Drugs

Attention: Document Control Room
HFD-230, Room 17B-20

Food and Drug Administration

Center For Drugs and Biologics

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL
Amendment to an unapproved application

Dear Mr. Terselic:

We would now like to respond to the only remaining issue in your
correspondence dated December 19, 1989 concerning the above
application.

We have employed the outline of the deficiency letter for our
response, which can be found on the following pages.

There are no remaining deficiencies in this application and we
request that approval be granted. Thank you for your prompt
attention and review of this amendment.

Sincerely,

ot G s

Cerie B. McDonald
Vice President
Mikart, Inc.

Enclosures

CBM/wlh - pEeCEn/ED

A3 30 190

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510  FAX: 404-350-0432



MIKART. INC.

o) PHARMACEUTICAL MANUFACTURERS
"MKART

February 14, 1990

Mr. Richard Terselic, Acting Director E@¥£W§§f
Division of Generic Drugs SRR
Attention: Document Control Room
HFD-230, Room 17B-20

Food and Drug Administration
Center for Drug and Biologics
5600 Fishers Lane

Rockville, MD 20857

N

Re: ANDA 89-557 Hydrocodone Bitartrate and Acetaminophen Elixir
5 mg/500 mg per 15 mL
Amendment to an unapproved application

Dear Mr. Terselic: .

We would like to acknowledge receipt on December 21, 1989, of
your deficiency letter dated December 19, 1989 concerning the
above application. Mikart, Inc. would now like to respond to
most of the issues in your correspondence.

We have employed the outline of the deficiency 1letter for our
response, which can be found on the follow1ng pages. Mikart will
respond separately to item 4 concerning complete batch records
and manufacturing process.

Thank you for your cooperation in the review of this amendment.

Slncerely,
Con 724/

Cerie B. McDonald
Vice President

Mikart, Inc. . RECE'VED
Enclosures’ FEB 2 1 1999
CBM/wlh GENERIC DRUGS

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510  FAX: 404-350-0432
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ANDA 89-557 C 19 jos0

Mikare, Ine,

Attenttion: Ms. 3. McDomald
2090 Harietta Blvd., H.¥.
Altanta, GA 36318

Dear Ms, Helionald:

Please refer to your abbreviated new drug spplication dated

September 15, 1986, submitted pursuant to Section 305(3) of the Federsl Food,
Drug, and Cosmetic Act for Hydrocodone Bitartrate and Acetsminophen Elixir

5 mg/560 mg per 15 of.,

Beference is also made to yowr
August 28, 1986,

comumications dated April 17, 1989 and

The application is defielent and therefore not approvable under Section 505 of
the Act for the following ressons:

1. 1t fails to provide adegquate labeling information, In this regard:
1. General Coaments

&, WHe recognize your withdrawsl of the pmi;ri&tﬁw name,
lortab Elixir and consider it to be a commitment that this.
proprietary name will not be wused by your ﬁm or by any of
your distributors for this produdt,

B, In reviewing the application we were unable to find &
statement from you indleating that Russ Pharmeceuticals,
Ing. will be the sole distributor of tins pméuct. We éa
not, generally, review or approve distributor labels or
labeiing. However, if you comsit to Ruse Pharmaceuticals
being the sole distributor, an exception can be made,

We will provide comment on the lé}:aalz and labeling since
the commente apply without emaidmtim for the
disrributor,

11. Container lLabels - Not Satisfactory

A. Include a prominent expression of produst strength directly
beneath the established name.

5 mg/500 mg per 15 ’z:L

B. Ve encourage the inclusion af aa ast@risk(*) aft&z:
edrocodone’ in the established name and hefore the
warning in the contents statement.



C. You indicsted im your submission dated April 17, 1989 that
the ——— package size is not a warketed package size
but is intended for repackaging., Under the civoumstances
this peckage size should not be included in the imsert
labeling, however. if you should change your mind and
decide to market — . containers the HOW SUPPLIED
section of the imgert wmust be revised.

We would also like to remind you of the need to a.d,JMwwM
e st ./szl cFigwl.lzz and. zl‘CFl( 20/.15‘0(4)/1)1
b - il e gy B ;‘x;g 3}«@?1@@1’3:3

111, Package Insert - Not Satlsfactory
A, DESCRIPTION

Penultimate Pavapraph - The final werd should be "which"
{rather than “—j.

B,

Pavagraph 2, lines 3 and 4 ~ The mumeral and wnit of
meapurement should appear on the same line if at zll
poseible,

£. PEBCAUTIONS ‘
1. ©Paragraph 2 - Line 4 shoyld end in & senicolon(;)
rather than a —
2, Parsgreph 8, line & « 0.7 (vather thep ——

AUVERSE BEACTIONS

T,

R

Final Paragraph, sentence 1 - Delete e

" Paragrsph 1, line 2 - s;;?aam (glm:gzl)“

| 1V. Bevise your labels and labeling, then prepare and submit drafe
e@,gﬁar our review and comment. Ve cannot request fimal
printed labels or labeling until the issue discussed in item B
wder General Comments is resolved. - '




be

3.

6

We acknowledge that lertab Elixir has been withdrawn as the
proprietary name for this product.

We note that the product nane has been changed from Lortab
Eli.zir to a generic name, Hydroeodone Bitartrate and

: : Lixd Submit the revised omponents and
mm;:ositim statement of the érug preduct and/or your stability
date veport.

1t fails to provide complete batech rvecords and wanufacturing
process, In this regard:

a8y

)

it
b

B
Ca

The equipment used for the emecuted batch of = (lot Yo
7372y is wot fully described, It appears that it is different
from that specified ia the batch record for your intemded
production batch of ==

1t is noted the packase glzes range from  —
¥hile you indicate ~™ls a production batch, it must be a
minimal size production batch. ,

Basad on the sbove consliderations, please execute a &t{:’h based
{use the same equipment} on the %zataéz vegoyd for sesees The
bateh size should be at lesst ~ Pleage submiﬁ
executed bateh resord, finished product test specifications and
data and 3-month sccelerated stability data,

fails to include e&%g1eﬁe atai‘ail:it:y data, In this ragard{";;

The aources of the active jmgredients, batch size and
manufacturing site must ke iﬁcludeé in the stability date raport.

Correct product nese should ba* ;;mvis:i@é*
Bevise the gtability data baset:i en the awﬁse couments.,

¥or finished Product:

A.

The certificates of analysis for the finished product on page 56
in your communication dated September 13, 1988 is incomplete.
the following mfematzm shﬁulé be inclnéeé

(1) Plesse indicate aamh size, the sources of active
ingredients, manufacturing procedure (e.g., research, piloet
or. production batch) for ea;:h lot in the eertifieate of
analysis, . ,



q-é_.a

(2) complete desgription of the drug product must be included. _
(3) Provide correct product nane,

Submlt the revised certificate of malysis for the finlshed
product based on the above comments,

The method validation for the finished product will be arvanged
SRR the receipt of the revised gertificate of analysis for the
finighed produet,

The file is now closed. You are required to take an sction described under
FR 314,120 which will either amend or withdraw the application, or if you

have substantial disagreement with our veasons for not approving

this

application, you mey requeat sn opportunity for a mmg

ﬁmmmiy youre,

&cting Director
Bivision of deneric i}mgs %7
Center for Drug Bvaluation and Regearch

YMi1le/FFang/LTang

bb/12-11-89
2734b/p. 1-4

NOT APPROVARLE “Inf 5/

d}d\T (.:2//'1‘/5»7

h,
L



MIKART. INC.

PHARMACEUTICAL MANUFACTURERS

August 28, 1989

Mr. Richard Terselic, Acting Director
Division of Generic Drugs

HFD-230, Room 17B-20

Food and Drug Administration

Center for Drugs and Biologics

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 Lortab Elixir
(Hydrocodone Bitartrate 5 mg/15 mL, Acetaminophen 500 mg/
15 mL, Alcohol 7%)
Amendment to an unapproved application.

Dear Mr. Terselic:

Mikart would like to amend the above application to withdraw the
proprietary name for this product, Lortab Elixir. The product
name will be changed to a generic name, Hydrocodone Bitartrate
and Acetaminophen Elixir. Enclosed is new labeling for the
product which has been revised to include the generic name. No
other changes have been made in the labeling. All future corre-
spondence will refer to the product by the generic name.

There are now no remaining deficiencies in this application and

we request that approval be granted. Thank you for your coopera-
tion in the review of this material.

Cerie B. McDonald,
Vice-President,
Mikart, Inc.

Enc.

CBM/ad

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



MIKART. INC.

PHARMACEUTICAL MANUFACTURERS

April 17, 1989

¢RI AMENDHENE

“ﬁi

g 1y

Marvin Seife, M.D., Director
Division of Generic Drugs
Attention: Document Control Room
HFD-230, Room 17B-20

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 for Lortab Elixir
(5 mg Hydrocodone Bitartrate, 500 mg Acetaminophen
and 7% Alcohol/15 mL)
Amendment to an unapproved application

Dear Dr. Seife:
We received your February 14, 1989 correspohdence concerning
the above application. We are responding to several parts of
that letter. Further information will be forthcoming
concerning the following points:

1.(1) A. & 1.(2) Proprietary Name issue
We will use the outline of your letter to organize our response.
Thank you for your cooperation in the review of this amendment.
Sincerely,

T A o

Cerie B. McDonald
Vice President
Mikart, Inc.

Enclosures

CBM/wlh

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



MIKART. INC.
PHARMACEUTICAL MANUFACTURERS

February 22,

-
L]
[us]
&

Marvin Seife, M.D.. Director
Division of Generig Drugs
Attention: Document Control Room
HFD-230, Raoom 17B-20

Food and Drug Administration
Center for Drugs andg Biologics
5600 F:ishers Lane
Rockvilie, MD 2085

~d

Re: ANDA 86-557, tortab Etixir (Hygdrocodons Bitartrate ang
Acetaminophen Elixir 5 mg/500 mg per 15 me)
Raw material sample submission

Dear Dr. Saijfe

w2 submitted the raw material sample and othar reguested items  on
0Z2-22-82 to the Food and Drug Administration Drug Monitoring Branch in
2. Leuis as directed in your 02-14-89% correspondence

rt
oy
im

wWe ave jncluging herewith a copy of the correspondsncse sent witn
CELAMIiNophen USSP, st sample from SRR S AR

Cerie 8. McDonaid
Vice President,
Mikart, ingc.

Enciosures . -

g

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 ‘ PHONE: 404-351-4510



ANDA 89-557

Mikart, Inc.

Attention: Hs. Cerie B, MHcDonald
2080 Marietta Blvd. N.¥.

Altanta, GA 30318

Dear Madam:

neference is made to your abbreviated new drug application submitted pursuant
to Section 505(j) of the Federal Food, Drug and Cosmetic Act for Hydrocodone

Bitartrate and Acetaminophen Elixir § mg/500 mg per 15 mb.

In order for our Vaboratery te ascertain that your bulk drug conforms to USP

{(if not USP, then appropriate) requirements, send the following materials to

the address below: .

Materials to be sent:

1. Acetamingphen USP -=e=e=™ - CHF § e

frug substance

wfﬁ"ﬁ T MBS

5 ey

| g
Ze A LertiTiCate ot Analysis {either yours or the » _ for

the 1ot sent,

3, Standards - Reference, Impurity, aad Internal - tend three times the
amount required by the usp. [If you do not send the standard and St.
Louis doesn't have it, the amalysis will be delayedl,

4, Coples of representative chromategrams and/or specira (4f applicable.)

5, Copy of the method of analysis if ghe drug substance is not

compendial. . - 7
6. A Haterial Safety Data Sheet {OSHA Form 174) or equivaient
information, T
- Address:

FDA/Division of Drug Analysis

pttention: Chief, Drug Monitoring Branch
1114 Harket Street, Room 1002

5t, touls, B0 63101



Page 2

These materials must be sent within 30 days of receipt of this letter, If you
cannot send these materials hy this date, please notify the Drug Honitoring
Branch by letter. If you fail to send the raquested materials, or properly
notify the Drug Monitoring Branch Chief of any delay, this submission should
be withdrawn., Send copies ef 811 cerrespondence regarding the samples
requested to the AHDA,

We recommend that you send the samples by registered mail/return receipt
requested, '

Stncerely yours,

I > (%X}
— Director
Dtvision of Generic Drugs
0ffice of Drug Standards
) Center for Drug Evaluation and Research

cc: o
HFD-230
HFD-237
LTang ore= jﬁ%/??
bb/2-8-89

1149D/Page 13-14
SAMPLE TO ST. LOUIS

)




ANDA 89-557

Hikart, Inc.

Attention: Ws. Cerie B. McDonald
2090 Marietta Blvd. N.M.

Altanta, GA 30318

Degr Ms, McDonald:

He acknowledge receipt of your communication dated June 11, 1987, submitted as
required by the provisions of Regulation 21 CFR 314.72(a) and Section 505(k)
of the Federal Food, Drug, and Cosmetic Act for Hydrocodone Bitartrate and
Acetaminophen EVixir 5 mg/500 mg per 15 mlb.

Reference is also made to vour communication dated FHovember 18, 1988,

Your letter details the Transfer of Ounership of ANDA, which provides for
Lortab Elixir (Hydrocodone Bitartrate and Acetaminophen Elixir § mg/500 mg per
15 mb) transfer from Russ Pharmaceuticals, Inc. to Hikart, Inc.

Pursuant to 21 CFR 314.72(b), the new owner shall advisé FDA about any change
in the conditions of the approved application,

The materié1 submitted is being retained as part of vour application.

Sincerely yours,

%ﬁ%@wﬁ [ ot

Harvin Seife, M.D. g
pirector e
Division of Generic Drugs

0ffice of Drug Standards

Center for Drug Evaluation and Research

v

cc:

HFD-230

HFD-237 -

LTang o=z ié%é%?
bb/2-8-89

1149D/Page

TRANSFER OF OWNERSHIP



ARDA 89-557

Mikart, Ine.

Attention: #Ms. B, HMcBonald
2090 Marietta Blvd., H.U
Altanta, GA 30318

Pear ﬁs.vEGSanaTd:

Please refer to your abbreviated new druyg application dated

September 15, 1986, submitted pursuant to Section 505(j) of the Federal Food,
Drug, and Cosmetic Act for Hydrocodone Bitartrate and Acetaminophen Elixir

5 mg/500 mg per 15 mi.

Reference is also made to your communications dated September 13, and 30, and
November 18, 1988,

The application is deficient and therefore not approvable under Section 505 of
the Act for the following reasens:

1. It fails to provide adeguate labeling fnformetion. In this regard:
(1) General Comment:

A. He await your submission of another proprietary name for this
product.

B. Please explain the use of the = package size. Is it to
be 8 marketed package size: 1If so, it should then be listed in
the insert and container labels should be submitted. Is it
intended for use as a bulk confainer? If so, why is it needed?
It is our understanding that there are no longer anv plans to
package this product in unit dose cups.

(2} Package Insert Labaling
The text of the package insert labeling is satisfactory with the
exception of items (1) A and B (above). We can not request final
printed labels or labeling until these issues are resolved,

2, For components and compositions |

A. Alcohol should not be listed az am active ingredient in either your
components. and composition statement and/or your stability data
report,

B, Submit the revised components and composition statement of the drug
praduct.v



Pagevz

3.

4,

1.

For Inactive ingredient:

R. e await the guantitative compostien or components (ingredients} for
the -/ T . ‘ e =
== when available.

For Active ingredients:

A. Send samples (Acetaminophen USP, . , to our §t. Leuis

laboratory as requested by separate letter,
In regard to manufacturing process:

a) Identify and describe each of the equipments used for batch Yot Ho.
K7372,

b} Identify and provide test data for in-process controls.

¢} Deseribe the procedures takea for the protection of the drug preduct
from 1ight. .

d) Provide a production batch size {e.g., === for your stability
data, This batch must be formulated with _ e . Lhat meet USP
specifications,

For finished dosage form:

A. On page 44 of your letter dated June 15, 1988, please state the
source of the chrematogram submitted (reference standard/sample),
Provide labeled chromatograms of representative alcohel standard and
bateh lot.

B. HWe request your hatch size for production and we request that all
product validation be performed on batches produced on the scale for
preduction.

Submit results of antimiciobial preservative - effectiveness for the

product 1n 16 fl. oz and ewosmes parket package when available.
It ¥ails'ta péaviég aéeﬂuaté s%ﬁ%{tity daia. In this regard:

h« Manufacture procedure (e.g. research, pilot or production batch) must
‘be included in the stability data repart.

B.  Alcohol USP should not be Visted as an active ingredient.
€. Submit the revised stability data including above comments.



Page 3

The file is now closed, You are required to take an actfon described under 21
CFR 314.120 which will either amend or withdraw the application, or 1f you
have substantfal disagreement with our reasons for not approving this
application, you may request an opportunity for a hearing.

Sinceraly yours,

Harvin Jeifey
Birector
pvision of Generic Brugs

0ffice of Drug Standards

Center for Drug Evaluation and Research

SO -V N s
M.b.

T
wsiian

cc:
HFD-230 4y- [9 7

HFD-237 %/ /577
YMille/LTang 13
bb/2-7-89 q/ézgéﬁ/’
1149D/Page 9-11

NOT APPROVABLE




MIKART. INC.

' PHARMACEUTICAL MANUFACTURERS

November 18, 1988

Marvin Seife, M. D., Director
Division of Generic Drugs
Attention: Document Controil Room
HFN-230, Room 17B-20 :

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockville, MD 20857

Re: ANDA B9-557 for Lortab Elixir
(Hydrocodone Bitartrate 5 mg/Acetaminophen 500 mg/ 15 mL alcohol
7%
Amendment to a pending appiication

Dear Dr. Seife,

In phone conversation of this date with the reviewer of this
apptication, it was recommended that Mikart resubmit certain
previously submitted letters regarding the transfer of ownership of
this ANDA. Attached piease find copies of the following:

1. Letter dated 6-11-87 from Russ Pharmaceuticals, Inc. to
Dr. Seife transferring ANDA ownership to Mikart, inc.,
effective 6-4-87.

2. Two letters dated 6-16-87 from Mikart, Inc. to Dr. Seife
in which the ANDA transfer is stated to be effective
6-4-87, and which inciude Mikart's commitments to atl
previously made agreements within that ANDA.

May we please have vyour official acknowledgement of this ANDA
ownership transfer.

Thank you for your coocperation.
Sincerely,

Cerie B. McbDonaid,
Vice-President,

Mikart, inc. RE&JEB‘!&Q

ENc. iy

Desk copy to Dr. Lucia Tang

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



MIKART. INC.
PHARMACEUTICAL MANUFACTURERS

September 30, 1988

Marvin Seife, M.D., Director
Division of Generic Drugs
Attention: Document Contro! Room
HFN-230, Room 17B-20

Food and Drug Administration
Center for Drugs and Biologics
§600 Fishers Lane

Rockville, MD 20857

Re: ANDA B9-557 for Lortab Efixir (Hydrocodone Bitartrate 5
mg/Acetaminophen 500 mg/15 mL, alcohol 7%
Amendment to a pending application

Dear Dr. Seife:

We received your correspondence of 07-21-88 and we are responding to
one of the two remaining issues left after our 09-13-88 response.
Further information wiill be forthcoming on the fotlowing point:

1. proprietary name issue

Cur response can be found on the folliowing page. Thank you for vyour
cooperation in the review of this material.

Sincerely,

ézﬁ C//%,,j/

Cerie B. McDonald,
Vice President,
Mikart, Inc.

Enc.

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



AKDA B58-557

#ikart, Inc.

sttention: Hs. Cerie B Mebonald JL 2 1988
2990 Mariatta Blvd. H.H.

Altanta, GA& 30318

Near #s, Bchonald:

Plegse refer to your abbreviated new drug application datad :

‘September 15, 1986, submitted parsuant Section 508(]) of the Federal Feod,
Brug, and Cosmelic ACt for Hydrocodene Bitsrtrate and Acetaminophen Elixir

$ mg/500 mg per 15 el

geference is alsp made to your comaustcat fons dated February 5, Harch 3,
June 9 &nd June 21, 1988,

The application is deficient and therefore not approvable pnder Sectien 505 of
the Act for the following reasons:

1. It fails to submit adequate labsling feformation. In this regard:
1. General Comments
de have consigered your comments concerning the use of the root word
Lortab, which icludes wgah® as & part of the proprietary naue for 8
1iguid dosage form, We submitted your comments to the Fo& Labeling
and Pomenclature Committer and asked for their recommendations, Thay
were in complets agreement with our inttial comment that it is
tnappropriate to frciude ntah® as part of the same of & T4gquid
preparation, Please suggest another nawd.
11, A. 1 pint Contaiver Labels - Hot Satisfactory
See comment I.
B. Bulk Container Label - Het Satisfactery
See comment I.
111, Package Imsert Lsbeling - ot Setisfactory
A.  See cossent I. |
B, ADVERSE REACTIONS
¥inal paragraph - Senteacs 1 should read:
...t\he brain stem respirvatory center.
¢. OVERDOSAGE

icetaminophen - Divide parsgraph 2 iato twe paragraphs. The
secend paragraph begins with "farly symptoas.”
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2.

3.

]
4

Iv. Revise your labels and labeling, then prepare and submit draft cupy
for our review and comment,

He achnowledge that the
application.

package size las been withdrawn fres

He will not review the draft of written agreement for bulk container since
the size has been withdrawn from applicaiton and none of Lhe
sther size involve sending 3 —— : SRURSTNARE——

For active ingrediemts:

A. Submit the revized and complete certificsta of analysis for

S«

.

Acetaminophen, microsized from Rikart as previeusly requasted ir our
letter dated November 4, 1987,

B. Im your tuture subwission regarding specific gravity, aé prefer that
you follow the requirements and condiftfon as outlimed in USP XXI.

For componens and csmsitie&é

A. Submit the components and émesi%iaa statement of the drug product
for the reformuiaztisn.

B. The statement of components and composition in Haster Henufacturing
. formula on page 58 are unscceptable. The composition of the active
ingredients for the lortab Elixir is stated as quantity (amg) per
1€ al. However, the composition of the axcipients for the lortad
Elixnir s stated as quantity (%), The unit should be comsisteant.
Submit the revised Haster forwwls ax previously reouested,

€. Total welght per unit should also be included is the wmester formule
card,

Fer inactive ingrediants:

A, The information subumitted regarding method and specification, and
actyal -test results for FOLC Blue #1 color and 08C Yellow #10 cglor
must be incladed. IR and UY spectrs (sample and reference standard)
should also be submitted.

B. Sulwit the quantitative com
the satural & ertiffciel - , :
e 8% previcusty mqwst_éé in our letter dated Hovember 4, 1987.

position or conponents {ingredients) for

€. Submit IR spectrs fer infrared aaﬂysis on Hatural and artifical

o

B.  Submit DNF nuaber or reference frof .moeam. 2§ praviously reguasted
in our letter deted Hovember 4, 19&7,
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7. It fails to submit complete master formula card, the details manufacturing
and manufacturing process. In this regard:

A. Revise the master formula card accerding to comments 5B amd 5C.

B. Identify and specify the equipment (e.g., .—————} used in
manufacturing procedures or instruction,

€. Submit batch reconciliation with yield specifications.
B, Rejection limits for accountability are not stated.

E. Explain the difference between Lertab usElixwr and Lortab —
Elixir. If these two products are not the same, specify the correct
one in your next submission. Furthermore, in your master formula and
batch record, the correct name of the drug product must be clesarly
specified {please see comments 11.).

F. The number of random samples pulled from production 1ine after filled
is not stated. .

6. It fails to clarify the pH adjustment far the fintshed product during
manufacturing process.

8. It fails to include in-process control testing protocol, which should
include;

A. Rework procedures are not described.

9. The test results for the preservative-effectiveness test from Lortab =
Elixir is unacceptable. Sulmit the test resulis of
preservative-effectiveness test for this drug product from ~—Tme——

NP § 111 comments 128).

10. For finished dasage form:

A. Specify the method used for fdentification tests of active
ingredients on the finished product specifications on page 142.

B. Identification tests (e.g., IR} for active iugredients,'ﬁcetaminephen
and Hydrocodone Bitartrate should be fcluded in the finished product
specifications.

€. Submit the complete certificate of Analysis for the finished dosage
product..

11, It fails to contain a satisfactory cantaxner/clasare system, In this
regard: -
A. He acknowledge that the containers manufactured by R
=7 have been withdrawn from the applicaiton.

8. It fails to submit acta&l test resuits to demenstrate that s

e S

meels the current USP XXI requirements for cantamers as previaasl ¥
requested in our letter dated Hovember 4, 198?. ‘

Y ’(

i t

S
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L. He acknowledge that the >~ ————r p&gksge and —_ package hgve been
withdrawn from the applicatien,

12. It fails to costain a satisfactory stability testing pretocel and
stebility data., In this regard:

B. The stability protecol fafls to includs the test for antimicrobial
presevrvative-a2ffectivaeness (USP XXI page 1151) as previocusly
reguestad in cur letter dated Hovember 4, 1987,

8. It fails to provide results of antisicrobial
preservative~gffectiveness for the product in 4 f1, oz, 16 1. 02,
gnd ——— market package.

L. Fode of storage (e.g., Viquid should be stored such that the drug
product is fn contact with the closure) should be indicated in the
stability report., Stability studies aad stability data under
{nverted challenge and roon temperature conditions must also be
included. 3Subterit 1,2 and 3 month stebility deta under inverted or
norizental challenge conditions or 3,6,9,12 and 18 months roen
temperature stability dets under inverted or horizoetal conditions.

B, e cannot reach & comclusion regarding the prepsoed 18 menths
gxpiration date until we are assursd that the drug product is in
contact with closurs,

E. Harufacture procedure {e.j. research, pilst or productisn hateh) sust
be Included fn the stability study studies.

F. Bevise the stabiiity protocol and the stability dats acuording te
abeve comments,

- 13. Semples for both the raw materials and the fisished desage product will be
arranged upon the receipt of the revised and complete ceriificates of
analysis.

The file is now closad, VYou sre required to take an action deseribed under 21
CFR 314,120 which will efther smend or withdraw the applicetion, ¢r I you

 have substantial disagrocment with our reasens for not approvisg this

~ application, you may requast an gpportunity for 2 hearing.

62%5961 Sincerely yeurs,
(34

HFD-237 Yee/5 SIS S
mﬂlefcchang/uang/sw?/lsﬁ& Harvia Seife, L
1018D/not approvable Birector

Biviston of Gan&r%c frugs
Office of Drug Standards

4~)qué%y29’” Center for Drug Eveluation and Ressarch
/ef/
3 (4°




MIKART. INC.
PHARMACEUTICAL MANUFACTURERS

June 21, 1988

Marvin Seife, M.D., Director
Division of Generic Drugs
Attention: Document Controi Room
HFN-230, Room 17B-20

Food and Drug Administration -
Center for Drugs and Biologics
5600 Fishers Lane

Rockville, MD 20857

RE: ANDA 89-557 Lortab Elixir (Hydrocodone
Acetaminophen Elixir, 5 mg/500 mg/15 mL, alcohol

Amendment to a pending appilication

Dear Dr. Seife:

Attached is the stability procedure SPG-002,

Stability

Bitartrate and

Indicating

Method for the Assay of 4 in Acetaminophen-Containing

Ligquids. This procedure was inadvertentiy left out of
response to part 1.C.(3) of your 11-04-87 letter.
referenced on page 001 of that response, but not actually

the attachments.

A copy is attached for inclusion with the actual

our 6-15-88
The procedure was

included in

response. Three

additional copies are attached for inclusion with the method

validation package. As stated in our 6-15-88

deficiencies remain in the application.

letter, no more

We apologfze for the inconvenience. Thank you for your cooperation.

Sincerely,

% /T Ji ot RECEIVED

Cerie B. McDonald, tﬂjﬂ Q 8 19&):

Vice President
Mikart, Inc.

GEMERIG DRUGS

cc: Dr. Lucy Tang

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318

PHONE: 404-351-4510



MIKART. INC.
'PHARMACEUTICAL MANUFACTURERS

aune 15, 1988 NDA ORIG AMENDMENIT

Marvin Seife, M.D., Director
Division of Generic Drugs
Attention: Document Control Room
HFN-230, Room 17B-20

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockvilie, MD 20857

Re: ANDA 89-557 for Lortab Elixir (Hydrocodone Bitartrate and
Acetaminophen, 5 mg/500 mg/15 mL with 7.0% alcohol?
Amendment to an unapproved application ‘

Dear Dr. Seife:s

we received vyour 11-04-87 correspondence concerning the above

appiication. Previous responses were made on 2-5-88, 3-3-88 and on
6-9-88. We would now tike to respond to all the remaining issues of
that letter, wusing the outiine of FDA's letter to organize our
response.

This response contains the information which had been promised in our
6-9-8B8 correspondence as fol lows:

1.C.3. Method validation package for finished product/
stabiiity methods on the revised formula.

3. containers/closure information

4, Stability data for the reformulated lot

Shouid vyou have any questions on this material, please feel free to
cail. There are now no deficiencies remaining in this application.
Thank you for your cooperation in the review of this materiai.

Sincerely,

e G et

Cerie B. McDonaid,

Vice-President : F%EE(;EE'\’E?E) '

Mikart, inc.

Enc. JUN 17 1988

cc: Desk copy to Dr. Lucy Tang,

Division of Generic Drugs GENERIC DRU&I&’

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



MIKART. INC.
PHARMACEUTICAL MANUFACTURERS

June 9, 1988

Marvin Seife, M.D., Director
Division of Generic Drugs
Attention: Document Control Room
HFN-230, Room 17B-20

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockville, MD 20857

Re: ANDA B9-557 for Lortab Elixir (Hydrocodone Bitartrate and
Acetaminophen, 5 mg/500 mg/15 mbL>
Amendment to an unapproved application

Dear Dr. Seife:

we received vyour 11-04-87 correspondence concerning the above
application. On 2-5-88 and 3-3-88 responses concerning the proposed
name and labeling revisions from your 06-17-87 letter mentioned in
your 11-04-87 letter were compieted. We wouid now |ike to respond to
items 1 and 2 of that letter. We will use the outline of your letter
to organize our response.

Mikart is hereby amending this application to withdraw the original
formulation of this product. Mikart is also amending this application
to add one additional packaging size, 4 fi oz. Packaging component

information wili be inciuded in & separate response.

Additional information will be forthcoming concerning the foliowing

sections:

1.C.3. Method vatidation package for finished product/stability
methods on the revised formula.

3 Containers/closure information

4. Stability data for the reformuiated tot

“n addition to the requested information, Mikart is including a
request for a waiver of in-vivo Dbioavaitability studies on the
reformuiated product as part of section 1.C.3.

Concerning the |list of communications inciuded in the beginning of
FDA's 11-04-88 correspondence, we note there is one error--no
- submissions concerning this application were made 09-24-87. Also, 3as

ment ioned above, after receiving your 11-04-87 letter, Mikart
completed responses to your 06-17-87 letter in correspondence dated

02-05-88 and 03-03-88.

ER 3
! §
o4

20_90 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318

NDA ORIG AMENDMENL

PHONE: 404-351-4510



Dr. Marvin Seife Page 2 June 9, 1988

Should vyou have any questions on this material, please feel free to
cat!. An additional response concerning the 11-4-B7 deficiency letter
will be made shortiy.

Thank you for your cooperation in theé review of this application.

Sincarely,
PECEIVED
Cerie B. h_chonald, JUN 13 1988

Vice President
Mikart, Inc.

GEiveriLv URUGS

enc.

cc: Lucy Tang--desk copy

002

MIKART, iNC., 2090 MARIETTA BOULEVARD, N.W.,, ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



MIKART. INC.

March 3,

Marvin Seife, M.D., Director
Division of Generic Drugs
Attention: Document Controi
HFN-230, Room 178-20

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockvitle, MD 20857

Room

PHARMACEUTICAL MANUFACTURERS

1988

Re: ANDA 89-557 for Lortab Elixir .
(Hydrocodone Bitartrate 5 mg/15 mt,
Acetaminophen 500 mg/15 mb, Alcohol 7 %>
Amendement to an unapproved appilication
Dear Dr. Seife,
We have received vyour June 17, 1987 correspondence concerning the
above application, and would iike to respond in this letter to the

labeling deficiencies raised
1. A. was inciuded
previously answered.

in part t.
in our correspondence dated 02-05-88.

B - F. Our response to part

Part 2 was

Mikart is hereby withdrawing the package size 0f «———— which had
been included in the original application. We therefore are not
inciuding the revised ifabeling for this package size.

we have employed the outline of the deficiency letter for our
response, which can be found in the following pages. Please iet us
know if the text of the proposed l(abeling is acceptable.

Mikart is also preparing a response to your correspondence dated
11-04-87. The response will be forwarded to you under separate cover.

REGEIVED
“AAR 7 Tﬂbg
Enc.

~ENERIC DRUGS

Sincergly,
Cerie B. McDonald,

Vice-President,
Mikart, inc.

, 7

ol

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318

PHONE: 404-351-4510



MIKART. INC. o @ "

PHARMACEUTICAL MANUFACTURERS

February 5, 1988 | . NDA ORfG AMEMD_MENt

Marvin Seife, M.D., Director
Division of Generic Drugs (HFN-230)
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane, Room 17B-20
Rockville, MD 20857

Re: ANDA 89-557

LORTAB® ELIXIR (Hydrocodone Bitartrate 5 mg/15 mL
and Acetaminophen 500 mg/15 mL)

Dear Dr. Seife:

In your letter of December 23, 1986 regarding the above
referenced ANDA, you requested that "Lortab® Liquid," the
propriétary name of Russ Pharmaceu;icals, Inc.'s ("Russ")
hydrocodone bitartrate/acetaminophen liquid product, be altered on
the ground that it may be misleading. In a January 30, 1987
amendment to its pending ANDA, Russ responded to your suggestion
by agreeing to revise the name of the product to LORTAB® ELIXIR.
At the same time, however, Russ requested reconsideration of the
request that the other part of the proprietary name, Lortab®, be
altered. Russ noted years of use of "Lortab®" to designate Russ'
line of HCB/APAP products without any reported instances of confu-

sion between liquid and solid dosage forms Of Lortab® products.

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



In reply to Russ' request for reconsideration, comment
1.A. in your letter of June 17, 1987 concluded that the
proprietary name "Lortab®" remained "undesirable ... [iln summary
... because the core name implies tablets, yet the dosage form is

not a tablet."

This letter amends the application by responding to the
four points made in comment 1.A. The material below includes com-
ment 1.A. from your June 17 letter.

A. General Comment. We have considered your comments

relating to LORTAB ELIXIR and have reviewed this matter

with the Division of Drug Advertising and Labeling, and

have the following remarks:

1) You state that LORTAB is a trade name used to

identify the line of products distributed by Russ

Pharmaceuticals Incorporated. You do not make

specific comment whether different drug entities

are involved, or whether we are only talking about

hydrocodone bitartrate and acetaminophen.

RESPONSE. All of the "Lortab®" products contain only
hydrocodone bitartrate and acetaminophen. The Lortab® line
consists of tablets containing 2.5 mg HCB/500 mg APAP, 5 mg HCB/
500 mg APAP, 7.5 mg HCB/500 APAP, and the liquid product contain-
ing 5 mg HCB/15 mL/500 APAP/15 mL.

2) Your justification on using LORTAB ELIXIR as a
trade name is not compelling. While you state that

-2-



there have been no reports of problems associated
with this proprietary name, we cannot evaluate this
claim since we do not know the marketing history of
LORTAB ELIXIR, or any other LORTAB product.

RESPONSE: Russ Pharmaceuticals has marketed approximately
= tablets of the lower strength product since January
1980, “~—~wem-=e tablets of the 5 mg HCB product since November
1982, <cmeme== tablets of the higher strength product since May

1981, and approximately : of the liquid product since

February 1984. We repeat that there have been no reports of

problems associated with this proprietary name.

3) Your claim that the prescribers of LORTAB
products know the line well is immaterial. The
Agency cannot be expected to evaluate educational
efforts of a firm in explaining a misleading trade
name. Further, the Agency believes precedent is

an important feature of consistent decisions in

this area of regulatory oversight. To permit the
name you propose could be viewed as Agency agreement
with this type of proprietary name.

4) In summary, we believe the proprietary name
LORTAB ELIXIR is undesirable because the core name
implies tablets, yet the dosage form is not a tablet.
RESPONSE: Section 502(a) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 352(a)) deems a drug misbranded if its

labeling is false or misleading in any particular. We acknowledge

that a misleading proprietary name may misbrand a product. We do



not concur, however, that the name, LORTAB® ELIXIR is misleading
simply because the core name implies tablets, yet the dosage form

is an elixir.

The full proprietary name of this product is LORTAB®
ELIXIR, and the ELIXIR portion of the name, together with the
identifying descriptive information accompanying a prescription,
i.e., 16 fl. oz., makes perfectly clear that the product is a

liquid and not a tablet.

We do not know of any evidence to support what we
believe is a naive belief that prescribing physicians and/or
pharmacists or other dispensers would look to one syllable of the
first word of a product's two word proprietary name to discern its
dosage form, especially when the second word in the proprietary
name is the dosage form, "Elixir." Russ noted in its January 30,
1987 amendment instances in which a single probrietary name has
been used to designate an entire line of related products in
differing dosage forms. In the case of the Russ product line, the
differing dosage form has a double proprietary name, LORTAB®
ELIXIR, to distinguish the dosage from of the liquid product from

the tablets.



Given the clarity of the proprietary name as a whole, we
believe that the potential for confusion on the part of a
prescribing physician or dispensing pharmacist as to whether a
prescription calls for solid or liquid dosage form of Lortab®

products is so remote as to be nonexistent.

Our position is reinforced by the fact that the Drug
Enforcement Administration regqulations in 21 C.F.R. Part 1306
governing the prescribing, dispensing and labeling of Schedule III
controlled substances -- including hydrocodone bitartrate in this
formulation (21 C.F.R. §1308.13(e)(4)) -- provide ample safeguards
against the low probability of an imprecise or incomplete oral or
written communication of the prescription from the practitioner to
the pharmacist. For Schedule III drugs, however, that opportunity
for confusion will, as a practical matter, rarely arise. Section
1306.21 provides in pertinent part that:

A pharmacist may dispense directly a controlled

substance listed in Schedule III ... only

pursuant to either a written prescription signed

by the prescribing individual practitioner or an

oral prescription promptly reduced to writing by

the pharmacist.

21 C.F.R. § 1306.21 (emphasis added). The requirement of either

written prescriptions or prompt reduction of oral prescriptions to



writing by the pharmacist would, in our view, cause the pharmacist
to recognize immediately any gaps or imprecision in the prescrib-

ing information and to secure the necessary information.

Furthermore, § 1306.24(a) provides that the label of the

dispensed drug must specify "directions for use and cautionary

statements, if any... as required by law." Like the regulations
'set forth abbve, this provision obliges a pharmacist confronted
with an imprecise or incomplete prescription to clarify or
ascertain the intent of the prescribing practitioner. As a
result, there would be very little chance that inaccurate dispens-
ing would occur due to confusion regarding a practitioner's intent

to prescribe LORTAB® ELIXIR or one of Russ' Lortab® tablets.

We recognize that there are hospital situations in which
a physician may order a floor nurse to dispense a drug for immedi-
ate administration to a bed patient. Such an order is not a
"prescription” under DEA regulations (21 C.F.R. 1306.02(f)) that
would be controlled by the prescription writing requirements cited
above. However, the physician would use the name of the product,
LORTAB® ELIXIR and the identifying descriptive information, e.g.,

2 teaspoonsful.



Nonetheless, to assure itself that the name LORTAB
ELIXIR® would not lead to prescribing or dispensing errors in
hospital non-prescription situations, because Russ is as concerned
as FDA to prevent misinterpretations by nurses as well as
pharmacists, Russ consulted with Michael R. Cohen, assistant
editor of Lippincott's Hospital Pharmacy, and editor of the
Medication Error columns. Mr. Cohen stated:

I have also considered the oral liquid name

which you propose, "Lortab Elixir." I can

understand FDA's initial concerns. For aesthetic

reasons, one would not ordinarily want to

associate the syllable "tab" with an oral

liquid. However, my own personal opinion is that

it is a name extension of a product line and I do

not feel this will be confusing or misleading to

users since doses will need to be ordered by
volume (ml, drams, teaspoonsful, etc.).

A copy of Mr. Cohen's letter is attached.

On these grounds, we renew the request for approval of

the name of this liquid product, LORTAB® ELIXIR.

Sincerely yours,

e Z ot
Cerie McDonald REU:\\!‘:D

FED

-7- | GENERIC DRUGS

g 1988



MIKART. INC.
PHARMACEUTICAL MANUFACTURERS

November 10, 1987

Marvin Seife, M.D., Director

Division of Generic Drugs

Attention: Document Controil Room

HFN-230, Room 178-20

Food and Drug Administration

Center for Drugs and Biologics

5600 Fishers Lane ’
Rockvilte, MD 20857

Re: ANDA 89-557 for Lortab Elixir (Hydrocodone Bitartrate 5 mg/15 mb
and Acetaminophen 500 mg/15 mL)
Amendment to a pending application

Dear Dr. Seife,

We received your November 4, 19B7 communication. This is to notify
you that in accordance with 21 CFR part 314.120, Mikart, Inc. will
amend this application. Details will be forthcoming in separate
correspondence.

Sincerely,

Cerie B. McDonalid,
Vice-President,
Mikart, Inc.

Enc: Form 356h

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



ANDA 89-557

Mikart, Inc.

Attention: Ms, Cerie B. McDonald

2090 Marietta Blvd. N.W. NY 4 1oay
Atlanta, GA 30318

Dear Ms. McDonald

Please refer to your abbreviated new drug application dated September 15, 1986
submitted pursuant to Section 505 of the Federal Food, Drug, and Cosmetic Act
for Lortab Elixir (Hydrocodone Bitartrate 5 mg/15 mL and Acetaminophen

500 mg /15 mi).

peference is also made to your correspondence dated January 30, June 11,
June 16, July 1, and September 4, 1987, i

Reference is also made to our letter dated June 17, 1987.
The application is deficient and therefore not approvable under Section 505 of
the Act for the following reasons:

1. It fails to assure that the drug dosage form and components will comply
with the specifications and tests described in an offical compendium, if
such article is recognized therein, or if not listed, or if the article
differs from the compendium drug, that the specifications and tests
applied to the drug and its components are adequate to assure their
identity, strength, gquality and purity. In this regard:

A. For active ingredients:

(1) The certificate of analysis for Acetaminophen from == i
=== is incomplete. Several specifications (limits) and tests
results (analysis) merely state "Passes Test", The
specifications (limits) and test results (amalysis) should be
either a numerical value or a descriptive statement. Submit IR
and WV spectra for identification tests from . ;

Submit “the revised certificate of analysis for Acetaminaphen
from ————

(2) The certificate of analysis for Acetaminophen USP, ~———emmonc
from applicant is imcomplete. The spscifications and tests
results on page 135 should be either a numerical value er
descriptive statement, Complete. uUSP monograph testing should be
performed, ™ - ghould be included in the
certificate of ‘analysis for Acetaminophen, Please submit the

revised certificate of analysis from applicant.

(3) DMFf w" will be reviewed at a later time,

(4) In the absence of DMF number for alcohol ,Tf;u_h“*mm_“a.
Complete information as to the manufacture and control of active
ingredient (alechol) must be included in the applicant.



page 2

B.

(5)

(6)

(7

(8)

(9}

submit the certificate of analysis for ... alcohol from

ooEs®

The certificate of analysis for —. alcohol (on page 172) is
incomplete and unacceptable., The specifications should be
either a numerical value or a descriptive statement. The
specifications for specific gravity must be compliance with

USPXXI. Submit the revised cerificate of analysis for ethyl
alcohol from applicant.

The certificate of analysis for Hydrocodone Bitartrate from

e on pages 7 & 165 1s unacceptable. The lot
number, date analysis, tests method, specifications, and actual
test results must be included. Submit the revised certificate
of analysis for Hydrocodone Bitartrate from manufacturer.

submit IR and UV spectra for Hydrocodone Bitartrate from
manufacturer.

L4

The raw material for Hydrocodone Bitartrate is USP grade not

USP mww Please comment and clarify.

For'aa@wmewwﬁ@T‘manufacturing product (Hydrocodone Bitartrate
USP —ssumixture):

(1)

The Hydrocodone Bitartrate USP ———was stated in the components
and composition section and the Master manufacturing formula.
The Hydrocodone Bitartrate in DMF ——is pure and USP graded

o D]@ase provide DMF number for Hydrocodone
pitartrate = mixture, Submit the components and compostition
of hydrocodone bitartrate — mixture. Submit the certificate
of analysis for hydrocodone bitartrate — mixture from
applicant and manufacturer.

For components and composition:

(L

(2)

(3)

The statement of components and composition on,gagggilB and 18
are unacceptable. The composition of the active ingredients for
the Lortab £lixir is stated as quantity (mg) per 15 ml.

‘However, the composition of the excipients for the Lortab Elixir

is stated as guantity (%) per TSP. The unit should be
consistent. Please clarify and submit the revised components
and composition statement of the drug product.

Total weight per unit should also be included in the components
and composition section, Clarify the grade for the Hydrocodone
Bitartrate — . mixture.

The Hydrocodone Bitartrate DMF # -=="is pure and USP
oo, T cONtaing < assay of Hydrocodone Bitartrate
calculated on the = - - Hydrocodone Bitartrate USP
" — equivalent .to Hydrocodone Bitartrate USP) is
stated in the components and composition section on page 17.
Please comment, clarify and reformulate,
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D. For inactive ingredients:

P

(1) The certificate of analysis for . i o ORI
—e 15 incomplete. . - S = 188aY
and identification tests A and B should be included. Submit the
revised COA from ~=——""7,  Submit specifications and tests
results for . =svoremsememms from applicant.

(2) The certificate of analysis for is

incomplete.»_ﬂctual tests results for i

dentification, ===
ehoutd be included, Sitmit the Tevised COA from —— Subnit
specification and test results for readily =~ e
from applicant.

(3) No information on e yag submitted, Please submit
‘ compositional information or DMF reference from ™ s Submit
a copy of monograph of : seeee - SUDMLL

certificate of GRAS status.

L4

(4) Submit IR spectra of identification test for

(5) Submit IR spectré of identification test for —we=sesmsias

(6) Submit IR spectra of identification test for
The certificate of analysis for 7 -emessme e -
| e 18 incomplete,  ceeesmetsimerrange should be included.
submit the specification and test results POr @ seessmsmes:  LANGE

from applicant or manufacturer.

- e e g e —r—

(7) Submit IR spectra of identification test for -omeswemss=s

(8) Submit the certificates of analysis for =~ e
—————e ; and their FDA color certificates.

(9) Submit method and specification and actual test results for
S . S -« from applicant.

(10) No information on Natural and artificial -
e un e submitted, Please submit:

a) The =——-_ of the flavor,
b) Compositional information (or DMF reference from the
e AR S,

c) cerﬁifiéate of GRAS status.

2. We will not review formulation, manufacture, protessing, finished dosage
form and stability data until you clarify the use of Hydrocodone

pitartrate — mixture or the contents of Hydrocodone Bitartrate per unit
and the statement of components and composition of the drug product.,
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3. It fails to contain a satisfactory container/closure system. In this
regard:

A.

D.

E.

It fails to submit actual test results to demonstrate that —
meets the current USP requirements for containers.
Please indicate type — used in Please submit
the actual test results of the . s manufactured by

The test results submitted on page 96 from I

is unacceptable. Please submit actual test results to demonstrate
that 16 oz. HDPE bottles manufactured by '
meets the current USP XXI requirements,

R

It fails to submit actual test results to demonstrate that .

meets the current USPXXI requirements for containers,

? RS

It fails to submit actual test results to demonstrate that - JE———
nects the current USPXXI requirements.
For Unit dose package:

(1) It fails to submit actual test results of light transmission
test, physico-chemical test and permeation test to meet eurrent
USP XXI requirements for unit dose container,

(2) It fails to submit actual test results that B e
. asets the current USPXXI requirements

for comtainer,

(3) It fails to submit physical description (size, shape,
engineering diagrams of unit dose container/closure system).

(4) Identify the person who performs a part of operation of unit
dese package and bulk package, ‘

It fails to contain a satisfactory stability testing protocol. In this

regard: )

A. Assay for the degradation product . - -—i85ted at 30, 60 and
20 days under 379C and 75% relative humidity must be included in
the stability program,

B. The following information should also be included, Stability
Commitment: A signed statement that any lots which may fall out of
specification will be promptly withdrawn from the market.

C. Formulation (quantitative composition) should be included in the

stability summary form,
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’ ~
TN
D' : F.
¥

G.'L
H.  Submit the revised stability protocol. .

5. It fails to provide adequate labeling, See comment 1 in our letter dated
June 17, 1987,

~The file is now closed. You are required to take one of the actions,
described at 21 CFR 314.120 which will either amend or withdraw the
application, or if you have substanial disagreement with our reasons for not
approving this application, you may request an opportunity for a hearing.

Sincerely yours,

Marvin Seife ,.D.
s Director ,

Division of Generic Drugs o

Office of Drug Standards

Center for Drugs and Biolegics

cc: orB 37
CChang/LTang/

K1/1118b ’ 7/ LV2/€7

S Y



MIKART. INC.

PHARMACEUTICAL MANUFACTURERS

Segtember 4, 122

Marvin Seifa, M.D., Directar
Divi 20 ¥ oGensric Drugs

o

Room 17-B-20

Drug Administration
and Biclogics

Center for Drugs

S600 Fizhers Lane

Rockvilie, MD 20857

Ae ANDA 8BO~557 for Lovrtabh Eiixir
Dear Or. =Beife

4.420 of 21
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McoDonald,

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318

PHONE: 404-351-4510
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MIKART. INC.

:PHARMACEUTICAL MANUFACTURERS
MIKART / |

July 1, 1987

Marvin Seife, M.D., Director

Division of Generic Drugs N
HFN-230, Room 17-B-20 f'
Food and Drug Administration NDA Gm
Center for Drugs and Biologics

5600 Fishers Lane

Rockville, MD 20857

Re: ANDA 89-557 for Lortab Elixir (Hydrocodone Bntartrate 5 mg/
Acetaminophen 500 mg/15mL, Alcoho!l 7.0%)
Amendment to an unapproved application

Dear Dr. Seife, - -

in your December 23, 1986 correspondence, you had requested
that atl manufacturing, testing, processing and packaging information
contained in Mikart’'s Drug Master Files # and ¥ -~ be included in
this ANDA. An initial response to this request had been made on
January 30, 1987. This amendment serves as a further response to that
request. :

All retevant information from Mikart's Type || DMF # «— jsg
inctuded herewith in the form of an amendment to this application.
The pages have been labeled in the upper right corner with the ANDA
section to which they betong. Since Mikart's Type I DMF # -~
contains only general information concerning Mikart's operation,
facility and personnel, this information bhas not been repeated
herewith, ' '

In addition, a revised methods validation for this product is
included herewith. Also attached are three unbound copies of ¢this
item. :

Mikart has also received the June 17, 1987 letter of deficiency
concerning this application. A response to that letter will be
forthcoming shortiy.

RECE'VED Sincerely,

JUL 15 1987 %M/Za/ |

Cerie B. McDonaid,
Vice-President,

GENERIC DRUGS Mikart, Inc.

Enclosures

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510
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ANDA 89-557

Russ Pharmacsuticals, Inc.

Attention: Mr. Russ Maddox
P.0, Box 20507

Birmingham, Alabama 35216

Dear Mr. Maddox:

Please refer to your abbreviated new drug application dated September 15,
1986, submitted pursuant to Section 505 of the Federal Food, Drug, and
Cosmetic Act for Lortab Liquid (Hydrocodone Bitartrate 5 mg/15 mb and
Acetaminophen 500 mg/15 ml).

Reference is alsc made to your correspondence dated January 30, 1987.

The application is deficient and therefore not approvable under Section 505 of
the Act for the following reasons:

1. It fails to provide satisfactory unit dose, earton, hulk package and
container labels and package insert labeling. Please revise in
accord with the recommendations below, then prepare and submit draft
copies for our review and comment.

A, General Comment

We have considered your comments relating to LORTAB ELIXIR and
nave reviewed this matter with the Division of Drug Advertising
and Labeling, and have the following remarks:

1) You state that LORTAB is a trade name used to ldentify the
line of oroducts distributed by Russ Pharmaceuticals
Tncorporated. You do not make specific comment whether
gifferent drug entities are involved, or whether we are
only talking about hydrocodone bitartrate and acetaminophen.

2)  Your justification on using LORTAR ELIXIR as a trade name
is not compelling. ¥hile you state that there have been no
reports of problems associated with this proprietary name,
we cannot evaluate this claim since we do not know the
marketing history of LORTAB ELIXIR, or any other LORTAR
product.

3)  Your claim that the prescribers of LORTAB products know the
line well is immaterial. Tha Agency cannot be expected to
evaluate educatinnal efforts of & firm in explaining a
misleading trade name, Further, the Agency believes
precedent is an important feature of consistent decisions
in this area of regulatory oversight. To permit the name
you propose could be viewed as Agency agreement with this
type of proprietary name.

4, In summary, we believe the proprietary name LORTAB ELIXIR
is undesirable Decause the core name implies tablets, yet
the dosage form is not a tablet.
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Unit Dose Labels ~ Not Satisfactory
See the General Comment concerning the proprietary name.
Carton Labels - Mot Satisfactory

1. Usual Dosage - adult (spelling)

N
.

See the General Comment concerning the proprietary name,

W

. See comment 2 under Package Insert Labeling.
Container Label - Not Satisfactory

1. See the General Comment concerning the proprietary name.

~

2. See comment 7 under Package Insert Laheling.
Bulk Container Labels

1. The firm should supply evidence of , proposed "written
agreement™ which will address all the issues raised in 21
CFR 201.150(a)(2). We are especially interested in the
plan for transfer of labels and labeling to the repacker.

2. ¥e do not helieve the sentence following the Federal
CAUTION statement should appear on the label. This should
instead be a part of the above cited written agreement.

3, The approximate volume in milliliters should be noted on
the label.

4., The storage recommendations for the bulk container may well
be more restrictive than the marketed package labels, Ve
also suggest that conditions of relative humidity be noted,

5, See the General Comment concerning the proprietary name.

6. Supplement 5 to the USP-NF requires that a whole number
should be shown without a decimal point that is fellowed by
a terminal zero. [e.q. 4 mg (rather than «—_,; and
500 mg (rather than  — ..

Package Insert Labeling - Mot Satisfaétory
1. TITLE:
See the Gensral Comment concerning the proprietary name.
2. DOSAGE AND ADMINISTRATION
The sscond paragraph should be revised to read:
The usual adult dosage is one or two tablespoonfuls

every four to six hours as needsd for pain. The total
24 hour dose should not exceed 8 tablespoonfuls.
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3.  HOW SUPPLIED:

a, The recommendations to the pharmacist on the type of
contalner to use for dispensing should appear in a
section that 1s separate from the storage
recommendations.

b. Include an expression of product stremgth based on 15
.,

2. It fails teo contain adequate formulation, manufacturing,
testing, processing, and packaging information, In this regard,
please be advised that the review of this ANDA is being deferred
until complete information is included in the application. Drug
Master Flles are not regulated documents and cannot be
referenced by sn ANDA for information pertaining to formulation,
manufacturing, testing, processing and packaging. The Code of
Federal Regulations requires that this information be contained
in the regulated document (Rbbreviated New Drug Application).
Please submit this information as part of ANDA 89-557. If you
have additional questions regarding the information required to
complete this application, please contact Mr. David Rosen of our
Review Support Branch (301) 443-0193,

The file is now closed. You are required te take one of the aectlons described
under 21 CFR 314,120 which will either amend or withdraw the applieation, or
if you have substantial disagreement with our reasons for net approving this
application, you may request an opportunity for a hearing.

Sincerely yours,

(%7
Director N
Division of Generic Drugs
Office of Drug Standards
dﬁ§§i Center for Drugs and Bliologles
0 it
HFN-237 \ A‘d

YMllle/CChang/WMarnane/tr/6/12/87

0008D
Not Approvable C// ¢ /l 4 / 7



MIKART. INC.

PHARMACEUTICAL MANUFACTURERS

June 16, 1987 ' g
"lfﬁ% /
Marvin Seife, M.D., Director QJ)W
Division of Generic Drugs Mﬂ ) l%z/
HFN-230, Room 17-B-20 04‘/4(9"'
Food and Drugq Administration fﬁ%

Center for Drugs and Biologics

5600 Fishers Lane . @Rig NEWCORRE?

Rockvitlie, MD 20857

RE : Change in ownership of ANDA B89-557, Lortab Elixir (5 mg
Hydrocodone Bitartrate USP, 500 mg Acetaminophen USP per 15
mL)

Dear Dr. Seife:

This letter serves to inform the Division of Generic Drugs that
the ownership of the above-mentioned ANDA has been transferred
from Russ Pharmaceuticals, Inc., to Mikart, Inc., effective June
4, 1987.

It is our understanding from conversations with David Rosen that

the transfer of a pending application can be handlied without

interrupting the review process currentiy underway. We appreciate

any special consideration you might give this transfer as we are

anxious to cooperate in every way possible with your department
for the expeditious approval of this ANDA.

Mikart, Inc. is committed to all agreements, promises, and -
conditions made by the former owner as contained in the
application and the amendments to date.

Mikart, inc. has obtained a complete copy of the pending
apptication, including amendments and other FDA correspondence.
A compieted form FDA 356h is attached.

Thank you for your cooperation with this matter.

Sincerely,

i A Al it RECEIVED

Cerie. B. McDonald

Vice President JUN191387

Mikart, Inc.

Enclosure mm

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318 PHONE: 404-351-4510



MIKART. INC.

PHARMACEUTICAL MANUFACTURERS

June 16, 1987

Marvin Seife, M.D., Director
Division of Generic Drugs
HFN-230, Room 17-8-20

food and Drug Administration
Center for Drugs and Biologics
6600 Fishers Lane

Rockville, MD 20857

RE: Change in ownership of ANDA 89-557, Lortab Elixir (5 mg
" Hydrocodone Bitartrate USP, 500 mg Acetaminophen USP per 15

mbL>

Dear Dr. Seife:

Mikart, Incorporated hereby agrees to advise the
change in the processing, controis, or marketing of

referenced ANDA as required in 21 CFR Part
approval of the application.

Supplements to the approved application wiltl

those changes requiring the same. Other information

incifuded in the annual report as required.

Thank you for your cooperation in this matter.

Sincerely,

" T

Cerie 8. McDonald
Vice President

Mikart, Inc. GENERIC DRUGS

RECEIVED
JUN 1 9 1887

FDA of any
the above

following

submitted for

will be

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318

PHONE: 404-351-4510



Russ Pharmaceuticals Inc.

June 11, 1987

Dr. Marvin Seife

Director

Food and Drug Administration

Division of Generic Drugs

Office of Drug Standards

Center for Drugs and Biologics

Rockville, MD 20857 .
Dear Dr. Seife:

This letter is to inform you that all rights to the pending ANDA application
on our product LORTAB LIQUID, ANDA 89-557 has been transferred to Mikart, Inc.
in Atlanta, Georgia. The effective date of transfer was.June 4, 1987.

If you have any questions, please do not hesitate to contact us.

Sincerely,

RUSS PHARMACEUTICALS, INC.

Russell H. Maddox m
President

JUK 17 8%
RHM/bk1
cc: Mikart, Inc. mm

Jess Stribling

Post Office Box 20507 * Birmingham, Alabama 35216 « Phone (205) 822-2730



Russ Pharmaceuticals Inc.

January 30, 1987

Marvin Seife, M.D., Director
Division of Generic Drugs RL e
HFN-230, Room 17-B-20 . : ) i

Food and Drug Administration _ FT LABE‘_‘NG
Center for Drugs and Biologics ’ !ﬁy&‘_,,_ﬂ—"“"“'
5600 Fishers Lane bl '
Rockville, MD 20857

Re: ANDA 89-557 . '
Lortab Liquid (Hydrocodone Bitartrate 5 mg/1l5 mL and
Acetaminophen 500 mg/15 mL)

Dear Dr. Seife:

We received your October 15, 1986 and December 23, 1986 letters
concerning the above ANDA. 1In these communications, additional
information and certain changes were requested. We would like to
respond herewith to those requests, using the format of the letters.

Regarding Point 1 of the October 15, 1986 letter, Mikart's DMF has
been assigned number 6584.

For Point 2, a CGMP certification statement is attached.

Concerning item 3, the requested environmental impact assessment has
also been attached.

For item 4, our contract .o
has provided additional information concerning their facilities,
personnel, and controls. Details can be found on the following

pages.

In your communication of December 23, 1986, various labeling changes
and questions related to our reference of Mikart's Drug Master Files
were mentioned. On the following pages are the details of our
response.

There are now no deficiencies remaining concerning this application.
Please let us know if you need further information or clarification.

Sincerely, pomy Ly PR
!,.s;jg.m" :
RUSS PHARMACEUTICALS, INC. --*-”‘@%’EHIEU
FEB 3 oy

vussell H. Maddox SENERH:DRUGS

President
Post Office Box 20507 « Birmingham, Alabama 35216 * Phone (205)°822-2730
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© 8. it Doser ‘Nt Satisfactory

1. We agree that the USP reguires that the amount of active
' drug be labeled in terms of each 5 AL portien of the =~
. 1iquid, Hawever. ss a ppacticel matter, we will allow this
| to express the amount of drug in of

the total contedt sirce it is &

© iherefore we suggest:




™ S _a. See comment 1 under Unit Dose
o b. See comments 2 and 3 under Carton
2. .  Bulk Container Label

a. Delete ' — S

B. Please add the storage recommendations,
CE. Tnsert: Mot Satisfactory L v
1. DESCRIPTION .- - o ‘\

See comment 1 under T ___

; Hydrasadane Treatmeﬁt, Paragraphrl, Llne 7 shauld
P oreEdy T Lo

\

'i..‘ﬁalaxaﬁe hydrachleride.‘.‘ .

b Aeataminaghen, Sigos and Symptoms, Paragragh 1, Llne 3~
4 . gverdose. (rather than overdosage)

—

3. HOM SLPPLIFD

Storsge “}»', Mnﬁatiaﬁa—The symbal for degrees (9) is a
;suaarstﬁist ot & ——

,g; ’
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Russ Pharmaceuticals Inc.

September 15, 1986

Marvin Seife, M.D., Director
Division of Generic Drugs
HFN-230, Room 17-B-20

Food and Drug Administration
Center for Drugs and Biologics
5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Seife:
Enclosed please find two copies of an Abbreviated New Drug Application for Lortab
Liquid. Also included herewith is a desk copy of the manufacturer's Type II Drug

Master File, which was previously submitted to the FDA.

Thank you for your cooperation in the review of this application,

Sincerely,

RUSS PHARMACEUTICALS, INC. -7 \

AT

Russ Maddox
President

RM/bkl

Enclosure

CENERIC DRUGS

P E e Y Nt
. aewad T

Post Office Box 20507 » Birmingham, Alabama 35216 Phone (205) 822-2730



MIKART. INC.
PHARMACEUTICAL MANUFACTURERS

MIKART

Seotember 2, 1986

Marvin Seife, M.D., Director
Divigion of Gerneric ruos
HFN-233, Room 17-B-2@

Food and Drug Rdministration
Center for Druos and Riodiagics
S6dld Fishers Lane

Rockville, MD Smas7

Re: Abbreviated New Urug Aoplication for Lortab Liauid

Dear . Seife:

Hside from the comoonents of this apolication? please find three
unbound  sets of all methodolopgies pertinent to this apolication
for  raw material, finished oroduct and stability analyses. These

methodolopies have been attached confidentially by the
marnutacturer, Mikart, Inc.
Mikart has also confidentially ivcluded herewith 1 cooy of  the

related Type II Drup Master File with cover letter dated Aupust
Sl 1986, for the convenience of the reviewer. This DMF contains
manufacturing, packaging and labeling information concerming  the

drug. Originals were opreviously suomitted to the FDA.

References

are made within the ANDA to the "accompanying Type I bUrupn Master

File with cover letter dated fugust &@, 138&."

% Sdl 0t

Cerie B. riclonald,
Vice-President,
Mikart, Inc.

Slncerelv,

2090 MARIETTA BOULEVARD, N.W., ATLANTA, GEORGIA 30318

PHONE: 404-351-4510





