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ANDA Attached List

5/60(/1

Mikart Inc,
Attention: Cerie B. McDonald 31
1750 Chattahoochee Avenue .

Atlanta, GA 30318
'll"l"Illll"lllll"llllllllll

Déar Madam:

This is in reference to your supplemental new drug applications
dated January 6, 1998 submitted pursuant to 21 CFR 314.70
regarding your abbreviated new drug applications as listed in the
Attachment.

?hg'supplementql_applications provide for an additional

e

We have completed the review of these supplemental applications
and they are approved. '

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

The material submitted is being retained in our files.

Sincerely yours,

Ao fooo7f 98

Frank O. Holcombe, Jdr., Ph.D.

Director

'Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA
“F&=034/008

40-062/002
40-085/011

89-987/006
89-988/005
89-451/031
89-007/035
89-175/031
81-319/017
40-109/002
81-226/004
89-557/004

81-118/001
81-051/015

40-090/001
89-008/046

89-271/037

89-699/026

89-697/003 .

89-689/038
81-223/017
81-070/006
81-067/006
81-068/006
81-096/004
89-698/015

81-069/005

DRUG PRODUCT

Amanatadine Hydrochloride Syrup USP,

50 mg/5 mL

Methazolamide Tablets USP, 25 mg,50 mg
Butalbital, Acetaminophen, and Caffeine
Capsules, 50 mg/500 mg/40 mg

Butalbital and Acetaminophen Tablets,
50 mg/325 mg :

Butalbital and Acetaminophen Tablets,
50 mg/650 mg

Butalbital, Acetaminophen and Caffeine
Tablets, USP 50 mg/500 mg/40 mg
Butalbital, Acetaminophen and Caffeine
Capsules, 50 mg/325 mg/40 mg
Butalbital, Acetaminophen and Caffeine
Tablets, USP 50 mg/325 mg/40 mg
Pyrazinamide Tablets, USP 500 mg
Acetaminophen, Caffeine and
Dihydrocodeine Bitartrate Capsules,
356.4 mg/30 mg/16 mg

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

" Elixir, 5 mg/500 mg per 5 mL

Isoniazid Syrup, USP 50 mg/5 mL
Hydrocodone Bitartrate and Acetaminophen
Elixir, 7.5 mg/500 mg per 15 mL
Isoniazid Tablets, USP 100 mg & 300 mg
Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 7.5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 5 mg/500 mg (blue)
Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 7.5 mg/650 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 10 mg/650 mg

Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (gray/black)
Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (gray/lavender)
Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (yellow/orange) '
Acetaminophen, Aspirin and Codeine
Phosphate Capsules, 150 mg/180 mg/30 mg
Hydrocodone Bitartrate and Acetaminophen
Tablets USP, 2.5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (blue/aqua)



81-095/004 Acetaminophen, Aspirin and Codeine

Phosphate Capsules, 150 mg/180 mg/15 mg

- 89-450/008 Acetaminophen and Codeine Phosphate Oral

Solution USP, 120 mg/12 mg per 5 mL

81-097/005 Acetaminophen, Aspirin and Codeine

Phosphate Capsules, 150 mg/180 mg/60 mg

89-363/004 Acetaminophen and Codeine Phosphate

Tablets USP, 650 mg/60 mg

89-231/025 Acetaminophen and Codeine Phosphate

Tablets USP, 650 mg/30 mg

89-238/013 Acetaminophen and Codeine Phosphate

Tablets USP, 300 mg/30 mg

89-244/018 Acetaminophen and Codeine Phosphate

ccC:

Tablets USP, 300 mg/60 mg

ANDA #s Attached List

- Division Files

Field Copy -
HFD-82
HFD-210/B.Poole

Endorsements:

HFD-647/ MPSeivam/ 6/12/1998— “R&ﬂ\%g
HFD-647/ UVVenkataram/6/12/98

HFD-647 /TAmes/6/14/98 i}\/b%‘l\ V. \/M.aa.aj\w, A,
FT/njg/6/15/98 ‘7Lz; q
X:\wpfile\branch7\Selvam\40109s0p.LMS '7/3(/61’/

x:\new\firmsam\mikart\1trs&rev\40109soz.apf
APPROVED

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW(S)



OFFICE OF GENERIC DRUGS
REVIEW OF SUPPLEMENT TO
ABBREVIATED NEW DRUG APPLICATION 014

5,49
1. ANDA NUMBER
40-109 and attached list of Mikart Supplements

2. NAME AND ADDRESS OF APPLICANT

Mikart, Inc., :
1750, Chattahoochee Ave, NW
Atlanta, GA-30318

3. PURPOSE OF AMENDMENT / SUPPLEMENT
These (Global) Supplements provide for an additional

4., DATE(S) OF SUBMISSION(S)
January 6, 1998- Original submissions

5. PHARMACOLOGICAL CATEGORY
See the attachment

6. TRADE NAME
See the attachment

7. NONPROPRIETARY NAME
See the attachment

8. DOSAGE FORM
See the attachment

9. POTENCY
See the attachment

10. RX OR OTC
See the attachment

11. RELATED IND/NDA/DMF
N/A

12. STERILIZATION
N/A



13.

14.

15.

1s6.

17.

18.

19.

20.

LABELING
Review Status: N/A

BIOEQUIVALENCY STATUS
Review Status: N/A

ESTABLISHMENT INSPECTION
Review Status: Acceptable; CDER Establishment Evaluation
Report, 6/11/1998 based on profile.

COMPONENTS, COMPOSITION, MANUFACTURING & CONTROLS

No changes in Components, Composition, manufacturing or
Controls proposed.

PACKAGING
Review Status: N/A

STABILITY
Review Status: N/A

REMARKS AND CONCLUSION
Supplements are Approved

ORDER OF REVIEW:

The application submissions covered by this review were
taken in the date order of receipt

If no, explain reason(s) below:

New reviewer in training

SPOT? ~
1f yes, complete form

21. REVIEWER AND DATE COMPLETED :

Mouna P.Selvam, Ph.D., / 12, June 1998



cc:
Mikart ANDA Supplements (34 Applications) [Global]

Division Files (x34)

Field Copy
HFD-600/Reading File

22 .Endorsements
!
HFD-647/M.Selvam E@\Sﬁ&\“‘(’ - 7/{9( 1‘1@

HFD-647/U.Venkataram '
U.v. \/&»\Q«J(u/w.- 7/3/7’g/

APPEARS THIS WAY
ON ORIGINAL



ANDA

74-028/008

40-062/002
40-085/011

89-987/006
89-988/005
89-451/031
89-007/035
89-175/031
81-319/017
40-109/002
81-226/004
89-557/004

81-118/001
81-051/015

40-090/001
89-008/046

89-271/037
89-699/026
89-697/003
89-689/038
81-223/017
81-070/006
81-067/006
81-068/006
81-096/004
89-698/015

81-069/005

DRUG PRODUCT

Amanatadine Hydrochloride Syrup USP,

50 mg/5 mL .
Methazolamide Tablets USP, 25 mg,50 mg
Butalbital, Acetaminophen, and Caffeine
Capsules, 50 mg/500 mg/40 mg

Butalbital and Acetaminophen Tablets,

50 mg/325 mg

Butalbital and Acetaminophen Tablets,

50 mg/650 mg

Butalbital, Acetaminophen and Caffeine
Tablets, USP 50 mg/500 mg/40 mg
Butalbital, Acetaminophen and Caffeine
Capsules, 50 mg/325 mg/40 mg

Butalbital, Acetaminophen and Caffeine
Tablets, USP 50 mg/325 mg/40 mg
Pyrazinamide Tablets, USP 500 mg
Acetaminophen; Caffeine and
Dihydrocodeine Bitartrate Capsules,
356.4 mg/30 mg/1l6 mg

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

Isoniazid Syrup, USP 50 mg/5 mL
Hydrocodone Bitartrate and Acetaminophen
Elixir, 7.5 mg/500 mg per 15 mL
Isoniazid Tablets, USP 100 mg & 300 mg
Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 7.5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 5 mg/500 mg (blue)
Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 7.5 mg/650 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 10 mg/650 mg

Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (gray/black)
Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (gray/lavender)
Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (yellow/orange)
Acetaminophen, Aspirin and Codeine

Phosphate Capsules, 150 mg/180 mg/30 mg

Hydrocodone Bitartrate and Acetaminophen
Tablets USP, 2.5 mg/500 mg

Hydrocodone Bitartrate and Acetaminophen
Capsules, 5 mg/500 mg (blue/aqua)



81-095/004
89-450/008
81-097/005
89-363/004
89-231/025
89-238/013

89-244/018

Acetaminophen, Aspirin and Codeine

Phosphate Capsules, 150 mg/180 mg/15 mg

Acetaminophen and Codeine Phosphate Oral

Solution USP, 120 mg/12 mg per 5 mL

Acetaminophen, Aspirin and Codeine

Phosphate Capsules, 150 mg/180 mg/60 mg

Acetaminophen and Codeine Phosphate
Tablets USP, 650 mg/60 mg

Acetaminophen and Codeine Phosphate
TabletsUSP, 650 mg/30 mg

Acetaminophen and Codeine Phosphate
Tablets USP, 300 mg/30 mg

Acetaminophen and Codeine Phosphate
Tablets USP, 300 mg/60 mg

APPEARS THIS WAY
ON ORIGINAL
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ADMINISTRATIVE
DOCUMENTS



CDER Establishment Evaluation Report Page 1 of 1
. for June 11,1998

Application:  ANDA 89557/004 Priority: Org Code: 600
Stamp: 13-JAN-1998 Regulatory Due: Action Goal: District Goal: 13-JUN-1998
Applicant: MIKART Brand Name: LORTAB
2090 MARIETTA BLVD NORTHWEST Established Name: ACETAMINOPHEN; HYDROCODON
ATLANTA, GA 30318 E BITARTRATE

Generic Name:
Dosage Form: ELX (ELIXIR)

Strength: 500 MG/5 MG PER 15 ML
FDA Contacts: T. AMES (HFD-617) 301-827-5849 , Project Manager
U. VENKATARAM (HFD-647) 301-827-5849 , Team Leader

Overall Recommendation:

ACCEPTABLE on 10-JUN-1998 by J. D AMBROGIO (HFD-324)301- 827-0062

Establishment: ——w— . DMF No:
ety AADA No:

Profile: CTL OAI Status: NONE Responsibilities:
Last Milestone: OC RECOMMENDATION

Milestone Date  10-JUN-1998

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

APPEARS THIS WAY
ON ORIGINAL



E LECTRONIC MAIL MESSAGE

Date: 16-Jan-1998 03:57pm EST

From: Kassandra Sherrod
SHERRODK

Dept: HFD-617 MPN2 113

Tel No: 301-827-5849 FAX 301-594—3839-

_£*8 addressees
E' 9 addressees

“Subject: Mikart, Inc. Submits Multiple Supplements

on January 6, 1998, Mikart Inc. submitted 34 supplements to multiple
applications to provide for an additional ° "~ 5 '

R —— e : s s .
e : e U o T-T-1-) supplements may be
reviewed as a "GLOBAL". The applications affected are as follows:
ANDA : DRUG PRODUCT CHEMIST
BRANCH 3
74-028/008 Amanatadine Hydrochloride Syrup USP, Kang
50 mg/5 mL
40-062/002 ' Methazolamide Tablets USP, 25 mg,50 mg Nashed
BRANCH 5
40-085/011 _ Butalbital, Acetaminophen, and Caffeine Langowskil
Capsules, 50 mg/500 mg/40 mg
89-987/006 Butalbital and Acetaminophen Tablets, "
' 50 mg/325 mg
89-988/005 Butalbital and' Acetaminophen Tablets, "
50 mg/650 mg
89-451/031 ' Butalbital, Acetaminophen and Caffeine Brown,R.
Tablets, USP 50 mg/500 mg/40 mg
89-007/035 Butalbital, Acetaminophen and Caffeine "
Capsules, 50 mg/325 mg/40 mg
89-175/031 Butalbital, Acetaminophen and Caffeine "
Tablets, USP 50 mg/325 mg/40 mg
BRANCH 6
81-319/017 Pyrazinamide Tablets, USP 500 mg Gregory
”

40-109/002 Acetaminophen, Caffeine and



Dihydrocodeine' Bitartrate Capsules,
356.4 mg/30 mg/16 mg

USP, 300 mg/60. mg.

81-226/004 Hydrocodone Bitartrate and Acetaminophen "
S Elixir, 5 mg/500 mg per 15 mL
+89=557/004 - Hydrocodone Bitartrate and Acetaminophen "
, Elixir, 5 mg/500 mg per 5 mL
81-118/001 Isoniazid Syrup, USP 50 mg/5 nL "
81-051/015 Hydrocodone Bitartrate and Acetaminophen "
Elixir, 7.5 mg/500 mg per 15 mL
40-090/001 Isoniazid Tablets, USP 100 mg & 300 mg Basaran
89-008/046 Hydrocodone Bitartrate and Tang
Acetaminophen Capsules, 5 mg/500 mg
89-271/037 Hydrocodone Bitartrate and Acetaminophen "
Tablets, USP 5 mg/500 mg
89-699/026 Hydrocodone Bitartrate and Acetaminophen "
Tablets, USP 7.5 mg/500 mg
89-697/003 Hydrocodone Bitartrate and Acetaminophen "
, Tablets, USP 5 mg/500 mg (blue)
89-689/038 Hydrocodone Bitartrate and Acetaminophen "
Tablets, USP 7.5 mg/650 mg
81-223/017 Hydrocodone Bitartrate and Acetaminophen *
Tablets, USP 10 mg/650 mg
81-070/006 Hydrocodone Bitartrate and Acetaminophen "
capsules, 5 mg/500 mg (gray/black)
81-067/006 Hydrocodone Bitartrate and Acetaminophen "
capsules, 5 mg/500 mg (gray/lavender)
81-068/006 Hydrocodone Bitartrate and Acetaminophen "
Capsules, 5 mg/500 mg (yellow/orange)
81-096/004 Acetaminophen, Aspirin and Codeine "
Phosphate Capsules, 150 mg/180 mg/30 mg "
89-698/015 Hydrocodone Bitartrate and Acetaminophen "
Tablets USP, 2.5 mg/500 mg
81-069/005 Hydrocodone Bitartrate and Acetaminophen Shostak
Ccapsules, 5 mg/500 mg (blue/aqua)
81-095/004 Acetaminophen, Aspirin and Codeine "
Phosphate Capsules, 150 mg/180 mg/15 mg
89-450/008 Acetaminophen and Codeine Phosphate Oral "
Solution USP, 120 mg/12 mg per 5 mL
81-097/005 Acetaminophen, Aspirin and Codeine "
Phosphate Capsules, 150 mg/180 mg/60 mg
89-363/004 Acetaminophen and Codeine Phosphate Tablets”
USP, 650 mg/60 mg
89-231/025 Acetaminophen and Codeine Phosphate Tablets"
UsP, 650 mg/30 mg )
89-238/013 Acetaminophen and Codeine Phosphate Tablets"
UsP, 300 mg/30 mg
- 89-244/018 Acetaminophen and Codeine Phosphate Tablets”

The majority of these supplements are assigned to branch 6. Therefore,
they should be reviewed by a chemist in that branch as they appear on
the queue.
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(a DEPARTMENT OF HEALTH & HUMAN SERVICES

Memorandum
DATE: /0 / Z L%

TO : Division of Manufacturing & Product Quality (HFN-320)

FROM: Division of é@v\e/\ 1(; , 1—'},\)@,3 HEIN- S 3 &
Requester's Name %A«/{D QD&QV\ Phone Y{Y3Ola43
ESTABLISHMENT EVALUATION REQUEST
' Sterile Product Non Sterile Product v |
Application and Supplement No. ?Q/b 5_17
Brand Name (if any) LO\”M&

H\[zf/tocafone Ddprtvade - 5M5//g.4w oM

Profile Class Code:  ° A1 q

Establishment Name, Dosage Form and Strength
Woplh2 1 Soms [1Sm 1

Priority Classification: (See SMG BD-4820.3)

Applicant’s Name: QV"DS Q&v-mﬁ(z&z r{al% L
Address: | 256 @0(/1/,-1 ngé‘e @d/ g"g"’/i’?j/!ﬁltn M(Oﬁ"ﬂiq 353

o PO Box Joso0 ,
Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFN-320 Use

Status & Date of Inspection:

1. Applicamd - DISTRBuDR  ploove addnesn
2040 MOU"‘Q—H‘&\ GivD N DT emasmsinisiansit
i 2. Mwapr JTac W;/A &eargmv 30318 Mawuf fiasned AC ‘///0/17

L BUSRE. <M= .

3 )
F

]
Other Informiation or Special Requests: _Lys Pec o l&?‘ 2zl lll 5‘ 46 im YMallor T

For HFN-320 Use Only: Date Received i/ /ﬂ/dﬁ'é

cecpleh
Datl Completed AM% // /? (7

Dnstrlbutlon. Original andjFirst Copy: HFN-320 ‘2 _ tQQ m@(o“’&’m

Remainingfopies: Requesting Office Use

FORM FDA 3274 (686} ﬂ\«k&ﬂj MMA({% LA Ocﬁ'%c‘/}_
|
i

VPPN

CGMP Compliance Stat<o cilities Evaluated:
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§f (C DEPARTMENT OF HEALTH & HUMAN SERVICES
Memorandum
DATE: /O /éa / P 7A
TO Division of Manufacturing & Product Quality (HFN-320)
FROM: Division of Goner, DAUES HEIN- D2
Requester’s Name :DAU > L Resen Phone UUZDLTS
ESTABLISHMENT EVALUATION REQUEST
Sterile Product Non Sterile Product L
Application and Subplement No. 8@ 7
Brand Name (if any) LO'\’{—EJQ "*“‘M‘““‘“—M‘*R i
Establishment Name, Dosage Form and Strength #hyrocodone G bachati 5:“'5 /I S AVD
Ofu/kﬂh/\o phe ;wwb/[{”‘l-" Profile Class Code: ’ alep
Priority Classification: (See SMG BD-4820.3)

Applicant’s Name: QVSS PWWCJS Ty
Address: 3350 Kocieq Rudse B Birmivgemea  Hlabams 35310
For HFN-320 Use

0 BOA Q0507
Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) _
- ae Shotovs Mp o347 Status & Date of inspection:
s S . _ o SO - | .
2,
-y
3
4
APPEARS THIS WAY
3. ON-ORIGINAL
Vit Ul
Other Information or Special Requests
*

Date Received

/

For HFN-320 Use Onily:
CGMP Compliance Sta f faLilities Evaluated: QLQM 4
%,L,j ; }/[:4 ’ DatICompleted %{4“@%/4/9{7
[

CSO0: I
S
Lestribution: Original and first Copy: HFN-320
Remaini opies: Requesting Office Use

FORM FDA 3274 (6:86)



- / . | Mémo‘ra——n-c-j;ﬁ.]
« - l0]15]4e N o
.n Director 'HFN/-230 /j %‘/ & / % (S0 —

Bivision of Generic Drugs

e

Division of Bioequivalence (HFN-227)

ANDA/ & 4: E?q *55 7

chPANY NAME : /Qote@é_ PMMW

NAME OF DRUG: ' B 1 g ] i/
o e

Please review the request for 'waiver of in-vivo bicequivalence study
requirements for the above referenced drug. '

0/ T o

rvin Seife, M.D.

APPEARS THIS WAY
ON ORIGINAL
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—/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
EER 'UPDATE FOR APPROVAL Memorandum

This is noncompéndial drug product.
- Date January 18, 1231
Chemistry I
From Division of _ Generic Drugs . , HFD- 837
Lucia C. Tang 2956305

Requestor’s Name Phone
Subject ESTABLISHMENT EVALUATION REQUEST
To Division of Manufacturing & Product Quality (HFD-320)
Sterile Product . ‘Non Sterile Product
Application and Supplement No. %56-557

Brand Name (if any)

Establishment Name, Dosage Form and Strength Bydroncodone Bitartrate, § mg/l5 ml
and Acetaknophen 500 mg/l3 nL

Profile Class Code:__ LI

Priority Classification: : ' (See SMG BD-4820.3)

Applicant’s Name: Mikart, Enc,
2090 Marierta BLVD.,, N.W. Atlanta, GA 30318

Address:
Faéilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFD 320 Use
' Status & Date of Inspection:
1. Applicant , Manuf. finished product

2 | 7
[

J
4. J —
. . | . j? ‘Pleage wmake

Other Intormation or Special Requests: t

****Fﬂé’i_**éégﬁ:*fﬁﬁ*****************************************************************

| For HFD-320 Use Only: . - Date Received: —

CGMP Complian_ce Status of Facilities Evaluated:

CSO: _ \ Date Completed:

Distribution: Originzil and First Copy: HFD-320
Remaining Copies: Requesting Office Use

_FORM FDA 3274 (3/90)



: m-e beea the mbject'

L
191 // <£C7;§3
TR ATy U TEPALTMENT OF UALTH AND HUAN SERVICES
PUBLIC HEALTH SEPVICE
FOOL AND IRUG ADMINISTRATION
CENTER FOK DRUGS AND SIOLOGICS

- TN Best Availaulc Copy
it
FRO?:: Chief, Prescription Urug Compliance Branch (HFN-313)

SUBJECT: Rachel S. Silk's Memo Regarding Proprietary Kame Change
To T-TAB for Clorazepate Lipotassium Now HMarketed Under
an Approved HDA as Tranxene - Reference Drug Product Problena

Report #73141

T0: Charles S. Kumkumian, Ph.B. -
Office of Drug-Research & M« (molm

The mdoa of the mqﬂ_xc-ent . *
‘of. mmm '}"tht

This positien is also cnum;en: \nth m
for an application reguh}ion 21 GFRR 314,
a products brand name by thchewomr'nty

report.

With respect to the. mfereacod m“\nfdfr ,
changes for either T-TABS or K<TABS based-o
writing of prescriptions, sihce these™ "are’ ﬂear
and if there were any doubt.as'to the p g

with the doctor prior to disponslng. .;

=

cc: R
HFN-310 (Apodaca) R
HFA-224

DDLC File

HFN-310 R/F

RJChastonay:crj/07/23/87:nd:7/27/87

2424G - 310-7-8

e e et T TUN e s e e el SR R TSR 7‘-.‘?%;;,”

e e I

S .- e T ” g -




7 An . A TT~95 7 gue commend” -’;‘ - An ALY
T g;;;i%;2721 22?2;;;0‘%/ﬁhgjﬁ ifiiances i, <}72@%Z0
rcor  THE RECORD

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: APR - 61990 | :
FROM: Director, Division of Drug Labeling Compliance, HFD-310
SUBJECT: Hydrocodone Bitartrate Acetaminophen Tablets, ANDA 89-689/4%~497’ *?‘r€5:/

TO: Yana Mille .
Division of Generic Drugs, HFD-238 %

This is in response to your memo of October 26, 1983. As demonstrated by
the attached memo of July 27, 1987, we have previously determined that a
name change for an approved product does not require prior supplemental
approval. However, this does not mean that we can not object to a
misleading trade name under the misbranding division of,the Act.

In this regard, we agree that Mikart's use of the name
wiich you previously formally objected to, is inappropriate.

*- 3 name

In this case, since the article is covered by an NDA, we suggest that you
write to Mikart and request the reason why they made the change in spite of
our previous obiection, and inform them that if they intend to continue
v Using the name _ e—e===== the matter will be referred to the Office of
" Compliance since we continue to regard the proposed name of —— — to
be misleading for the reasons stated in your March 29, 1983 letter.

Please advise us of the firm's response so that we can make a determination

if regulatory action is warranted.
//EiZmniJ/é;dm;;’?;7%____

Attachment ;7/




" DEPARTMENT OF HEALTH & HUMAN SERVICES

Memorandum

Date June 13, 1991
From Eric S. Weilage
Sub ject Method validation sample collection request for ANDA :#89-697 and #89-5357
4
To Lucia C. Tang, ANDA Chemist Office of Generic Drugs
thru Dawn L. Todd. Supervisory Investigator ATL-DO
Firm: Mikart, Inc.
2090 Marietta Blvd., NW
Atlanta, GA 30318
CFN 1050658
A FDA team (Robert C. Coleman. Eric §. Weilage. Kimberiy L. Jackson. Edith P.
Scott) conducted an inspection of Mikart Inc. and covered pre—approval ANDA
assignments for ANDA 89-363. 89-223., and 89-452. This inspection also
extended coverage to include ANDA 89-987. 89-988, 89-450. and 89-697. We also
received assignments from Lucia C. Tang. ANDA Chemist to collect method
validation samples for ANDA 89<697 (Hydrocdodone Bitartrate and Acetaminophen
Tablets. 5mg/500mg biue) and ANDA 89-357 (Hydrocodone Bitartrate and Acetamin-—
ophen Elixir, 5mg/500mg per 15ml).
These samples could not be collected because the batch(E81539)supporting the
ANDA 89-697 was manufactured 5/19/88 and was not within it's tentative
expiration date-2 years. No other batches were made. Sample handling
procedures under CP 7346.842 state samples should not be collected if the
product is not with it's expiration date.
DATE: 6/14/91
Lucia C. Tang (HFD-637)

TO:

Per your sample request, no samples could be collected for either ANDA 89-697
or ANDA 89-557 as indicated above.

DAWN L. TODD -
Supervisory Investigator

ATL-DO
0: ATL-DO
cc: HFD-637 (Lucia Tang)
cc: DLT

cc: REK



A sample was not collected for ANDA-557 because Mikart has committed to make

new batch to support this application using new equipment and new procedures.

Previous inspections dated 11/5-8/90 and 1/15-18/91 found significant objec-

tionable conditions which withheld similar liquid ANDAs. As of this date.
this new batch has not been made.

Attached are copies of the assignments and applicable pages from CP 7346.832.

R ;Jg/lgo

Eric S. Weilag
Investigator #307 ATL-DO
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Noté“to: M. Beatrice . o :
From: ~F. Fang <:§j~ i/lfT/77_; ce: R. Pollock

J. Mastronardy

Holoombe

L T <
Date: vail. ;6, 1822 . (SR AR litre

£ g

. L du:

Subject: Addendum to Note Re: ANDA’ 89 450 (1/8/92)

I pursue further the subject of lncomplete amendments and the follow1ng is - a
summary of my findings:

It is our policy that only complete amendments (to original ANDAs and :
supplements) in response to OGD deficiency letters will activate the review
clock. Refer to the statement in the end paragraph of all not-approvable
letters: "A partial reply will not be considered for review nor will the
review clock be reactivated until all the deficiencies have been addressed.™

However, in actual practice, an incomplete amendment still activates the B
review clock when it is logged into the system. EVEN IF it is caught upon - -:
recelpt at the Document Room level or the applications examiner level, there
is an increase of a cycle when the Program Support Staff issues the Not '
Approvable letter without the chemist review. That is how our document
handling system functions at the present time. An INCOMPLETE submission
causes the "review” cycle to increase by one. :

In addition to Lucy’s 89-450 partial amendment, at this time there are three
other amendments which are incomplete (all Mikart’s):

89-450 27-AUG-91 amendment Current Cycle #8 (Tang)

81-051 17-JUL-91 amendment Current Cycle #4 (Holcombe)
81-226 17-JUL-91 amendment Current Cycle #3 (Holcombe)
89-557 16-0CT-91 amendment Current Cycle #9 (Tang)

I would like to make a SUGGESTION:

While we cannot prevent firms from submitting incomplete submissions, our
"accounting” system should accurately document these as such. These
amendments should be logged into the MIS system WITHOUT activating the review
clock. And if an inaccurate entry is made (an incomplete submission is
entered as a complete amendment) there should be a mechanism to reverse the
entry without adding a cycle to the review process.

IMMEDIATE ACTIONS FOR US:
Joe Mastronardy has called Mikart to inform the firm that in the future,
incomplete submissions will not be reviewed.

We will issue the letters as prepared for 89-450 and 81-051.

Note: The MIS (January 2, 1992 printout) indicates 89-450 at cycle 8, Lucy’s
accounting indicates Review # 6.

The discrepancy is that the chemist has only written 6 reviews. The MIS
system added one cycle for the Jan. 31, 1989 labeling amendment and
another cycle for June 6, 1990 incomplete submission.

APPEARS THIS WAY
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Note tq: Mike / _
From: Florence j\@ l/g/ch

Re: NDA 82250 (6 cycles)

Review # 5 Firm is using a new container/closure system.
Product stability data in the new system is
regested.

Amendment (9/20/91) to NA letter (Review # 5) is incomplete.
Firm stated that a new test batch will be maunfactured and
stability data generated. The amendment should NOT have been
accepted.

Review # 6 Await the data, calling for major amendment.
Recommendation:

Perhaps we should not issue the letter but call the firm to
advise that the amendment of 8/20/91 will not be reviewed and the
review clock will not be reactivated until a full response is
received. (Also convey the other two minor requests in the letter
to the firm). In the meantime, we should correct the MIS
listing.

L v CARS THIS WAY
GN ORIGINAL



" | =

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
#ZC
lv""’d:u 3 K
o REPRROR, _— Memorandum
, This is noncompendial drug product. ] OP 200
Datt  January 18, 1991 ' -
Chemistry I
From Division of Generic Drugs HFD- 637
i 295-8305
Requestor’s Name Lucia C. Tang Phone 2

Subject ~ ESTABLISHMENT EVALUATION REQUEST

To Division of Manufacturing & Product Quality (HFD-320)
Stertle Product ‘Non Sterile Product
Application and Supplement No. 89-557

Brand Name (if any}

Estab[ishment:Name, Dosage Form and Strength Hydrocodone Bitartrate, 5 mg/15 mL

and Acetainophen 500 mg/l5 mL _ .
Profile Class Code:_1.1Q

Priority Classification: __ (See SMG BD-4820.3)
Applicant’s Name: Mikart,—Inc.
2090 Marietta BLVD., N.W. Atlanta, GA 30318
Address: '
Facilities to be Evaluated: (Name, full Address, DMF No., and responszbzlzty) For HFD 320 Use
\ K/ A Status & Date of Inspection:

/"’*\ Applicant , Manuf. finished product A’Q/é &/QS’\QDA
s

ar»""“

' | ‘ T ey

g b

) n \ _! ﬁc« tl \L

s — "This is non- compe ial pro \%%ase make
il Othér Information or Special Kequests:
- B . et S “'“_ T ke . =

- -~ ****#f;;;;;;;m;sswm ******************************************.**************{x)&**
P |

For HFD-320 Use Only: Date Received:

CGMP CompligmceStatds of Facilities Evaluated: 1 J ' l A‘(‘CJQ D{Kblﬂ

- CSO: , QA/}/{W . Date Completed: \!7 2"0

Distribution: Original and First Copy: HFD-320
Remaining Copies: Requesting Office Use

FORM FDA 3274 (3/90)



MEMORANDUM DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research

DATE: January 28, 1991

TO: Atlanta District Office (HFR-SE100)
Attention: Mr. John H. Turner
60 Eighth Street
Atlanta, GA. 30309

FROM: Lucia C. Tang, ANDA Chemist
Division of Chemistry I
Office of Generic Drugs

SUBJECT: Method Validation for ANDA # 89-557

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

Applicant:

Mikart, Inc.

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

We request methods validation :

for the drug substance(s)
X for the finished dosage form

be conducted by the servicing laboratory as described in the
attached methods validation request and reporting sheet, Form
FD2671a.

The firm has been advised that samples of the active, and
inactive components, and the finished dosage 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.

Also, if you have any questions or problems, please advise Ms.
Lucia Tang (FTS-295-8305).

Sincerely Yours,

Lucia C. Tang



MEMORANDUM DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research

DATE: March 27, 1991

TO: Atlanta District Office (HFR-SE150)
Attention: Mr. Roger E. Kline, Dir. Invest. Branch
60 Eighth Street, N. E.
Atlanta, GA. 30309

FROM: Lucia C. Tang, ANDA Chemist
: Division of Chemistry I
Office of Generic Drugs

SUBJECT: Method Validation for ANDA # 89-557

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

Applicant:

Mikart, Inc.

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

We request methods validation :

_ for the drug substance(s)
X for the finished dosage form

be conducted by the servicing laboratory as described in the
attached methods validation request and reporting sheet, Form
FD2671a.

. The firm has been advised that samples of the active, and
inactive components, and the finished dosage 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. :

Also, if you have any questions or problems, please advise Ms.
Lucia Tang (FTS-295-8305).

Sincerely Yours,

e T ————

Lucia C. Tang



89577MAL.LLT/3-27-91
FFang/LTang '
Roger E. Kline's Telephone: 404-347-3151 or 8-257-3151

APPEARS THIS way
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TO: Director, Atlanta District, HFR-SE100

FROM: Acting Chief

Investigations & Compliance Evaluation Branch, HFD-324

SUBJ:

equest

ocodone Bitartrate,
5 mg/15 mL and
Acetaminophen, 500
mg/15 ml

- PROFILE: LIQ

Applicant:

Mikart Inc.:®

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

Establishment:

Mikart Inc. _
2090 Marietta Blvd., N.W.
Atlanta, GA 30318

CFN#: 1050658

In connection with FDA’s review of ANDA 89-557, please conduct a
- CGMP inspection of the referenced establishment. The application
provides for this establishment to manufacture the drug product
Hydrocodone Bitartrate 5mg/15mL and Acetaminophen, 500mg/15mL.
This is a Top 200 Drug Product, requiring a product specific
inspection regardless of the last GMP EI covering the profile

class LIQ.

This is a non-compendial product. Please evaluate

method validation for finished product. For guidance, refer to
CP 7346.832, Pre-Approval Inspections. -

This application cannot be acted upon until the inspection is
completed and your findings are reported to this office. Please
call well in advance if you are unable to meet the time frame,
whether due to priorities or the lack of readiness on the part of

the firm.

Upon completion of this assignment, please provide this office

with a copy of the EIR endorsement (FDA 481 (E)-(CG)).

inspection is classified OAI,

If this

include a recommendation to

withhold application approval and full documentation of CGMP
violations. If the district expects delays in completing a non-
violative EIR, notify this office of the inspection findings by

EMS.

In communicating with this office (FTS 295-8098), reference
should be made to the above ANDA number. Please direct your
written response to the Investigations & Compliance Evaluation

Branch, HFD-324.

c

7 .
72N s -

76:// Michael F. Karpers

Priority: ANDA Pending ,
Target Completion: NOV | |

cc:

HFD-324 ICEB R/F
HFD-Lucia Tang
JANINE’S DISK

HFD-324 EER File
9/23/91:jmd
1723.200:September 23,1991



RECORD OF TELEPHONE CONVERSATION/MEEZTING

T oATE

1657

NDA NUMBER

Cerie McDonald
Mikart

09 March 92 10:00 a.n.

Kent Johnson (XJ) returned a call

(to Peter Rickman) from Cerie McDonald
of Mikart. KJ chose to make this call
because the issue was "tradename" of
this proposed product. CMcD summarized
the issue . _She recognized that FDA was
opposed to the name Lortab Elixir. '
However the distributor, Whitby, is also
intent upon using this tradename. They
have been using this tradename and say
"there has been no problem". KJ
summarized the reasons for OGD opposition,
and the support from non OGD groups for
our position. CMcD suggested that KJ
call Rob Falconer and discuss the issue
directly with him. Mikert simply wants
to gain the approval and allow the
distributor to market the product.

McD gave authority to make this direct
contact. :

Tdasron % %oy - 2449 Gl
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. (DESIT7289]

CODEINE WITH ACETAMINOPHEN,
ASPIRIN, AND CAFFEINE FOR ORAL USE

Drugs for Human Use; Drug Efficacy Study
- Implementation

The Food and Drug Administration

has -evaluated a .report received from

the National Academy of Sciences—Na-

tional Research Council, Drug Eflcacy

‘Study Group, on trigesic with codeine

tablets (NDA T-289) contalning codeine,
acetaminophen, aspirin. and caffeine;
E. R. Squibb & Sons, Division Olin Math-
{eson Chemical Corp-. 745 Fifth Avenue,
New York, N.X. 10022.

Such drugs are regarded as new drugs
(21 USC. 321(p)). Supplemental new

‘drug applications are required to revise

the labeling in and to update previously
approved applications providing for such
drugs. A new drug application is req

from any person marketing such drug

without approval.

A. Effectiveness classiftcation. 1. The
Food and Drug Administration has con-
stdered the Aczdemy'’s report, as well as
other available evidence, and concludes
that combination drygs containing co-
deine with acetamindggien, aspirin, and
caffeine are ei’fect.iv:'\xor the rellef of
mild to moderate pain.

B. Conditions for approval and mar-
keting. The Food and Drug Administra-
tion is prepared to approve abbreviated
new drug applications and abbreviated
supplements to previously approved new
drug applications under conditions de-
scribed herein. i

1. Form of drug. Preparations contain-
ing codeine, acetaminophen, aspirin, and
caffelne are in tablet form suitable for
oral administration. .

2. Labeling conditions. a. The label
bears the statement, “Caution: Federal
jJaw prohibits dispensing without pre-
scription.”

b. The drug Is labeled to comply with
all requirements of the Act and regula~-
tions, and the labeling bears adequate
information for safe and effective use of
the drug(s). The {ndication for use is:
For the relief of mild to moderate pain.

3. Marketing statuys. Marketing of such
drugs may be contintied under the condi-
tions described in the notice entitled

. Condittons for Marketing New Drugs

Evaluated in Drug Efficacy Study, pub-
lished in {he FEDERAL REGISTER July 14,
.1970 (35 FR 11273), a3 follows:

FEDERAL REGISTER, voL 138, NO. 22—FRIDAY, FEBRUARY 2, 1973

" a. For holders &f “deemed approved'™
new drug applications (i, an applica-
tion which became eTective on the basis
of safety prior to October 10. 1962), the
submission of a supplement for revised
Iabeling and an abbreviated supplement
for updating information as described in
paragraph (a) (1) (1) and (iD of the
notice of July 14, 1970.

- b. For any person who does not hold an

approved or effective new drug applica-

tion, the sabmission of an abbreviated -
new drug application as described in
paragraph (a)(3) (1) of that notice.

¢. For any distributor of the drug, the
use of labeling in accord with this an-
nouncement for any such drug shipped
within the jurisdiction of the Act as de-
scribed in paragraph (b) of that notice.

A copy of the Academy's report has
been furnished to the firm referred to
above. Communications forwvarded in re-
sponse to this announcement should be
identified with the reference number
DESI 7289, directed to the attentlon of
the appropriate office listed below, and
addressed

to the Food and Drug Ad-

ministration, 5500 Pishers Lane, Rock-
ville, MD 20852.

Supplements (identify with WDA pumber): -
Office of Sctentific Evaluation (BD-100), '

Bureau of Drugs.

Requests for the Academy’s report: Drug..
Efficscy Study Informatton Control (BB- -

66), Bureau of Drugs.

All other communicatiouns regarding this an-

nouncement: Drug Fficacy Study Imple-

mentation Project Office (CD-60), Burcau
- of Drugs. - : S e e

All identical, Telated, or similar prod
ucts, not the subjcct of an approved new.
drug application, are covered by the new
drug application reviewed and are subject

write to the Food and Drug Administra;
tion, Burcau of Drugs, Oilice of Compli-
ance (BD-300), 5600 Fishers Lane, Rock:
ville, MD 20852. - . - b
This notice 13 issued pursuant-to pr
visions of the Federal Feod, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-53, &s amended; 21 US.C, 352,-353)
and the Administrative Procedure Act
(5 U.S.C. 554) and under the authority.
delegated- to the Commissioner ‘of -Food
and Drugs (21 CFR2.120). "~~~

Dated: January 26, 1973. -
Associate Commissigner -

: v Jor Compliance,
- [PR Do0.73-2017 Plled 2-1-73:8:45 g.&

NOTICES = .




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

89-557/S-004

CORRESPONDENCE



Mikart &\

January 6, 1998

Mr. Douglas Sporn, Director
Office of Gengric Drugs
Document Control Room

(LAY S S
REAT: I N .

Center for Drug Evaluation and Research
Food and Drug Administration
~ Metro Park North II (MPN II)

Room 150

7500 Standish Place

Rockville, MD 20855-2773

Re: Multiple supplements for an additional — eseoe-

ANDA:s included in this submission:

ANDA #

40-062
40-085
40-090
40-109
74-023
81-051
81-067
81-068
81-069
81-070
81-095
R1-096
81-097
81-118
81-223
81-226
81-319
89-007
89-008
89-175
89-231
89-238
89-244
89-271
89-363
89-450
89-451
89-557
89-689
89-697
89-698

Product Name

Methazolamide Tablets USP 25mg & 50mg

Esgic Plus (Butalbital, Acetaminophen, and Caffeine Capsules 50mg/500mg/40mg)
Isoniazid Tablets USP 100mg & 300mg

Acetaminopher, Caffeine, and Dikydrocodeine Bitartrate Capsules 356.4 mg/ 30mg/ 16mg
Amantadine Hydrocodone Syrup USP 50mg per 5mL

Hydrocodone Bitartrate and Acetaminophen Elixir 7.5mg / S00mg per 15mL

Hydroccdone Bitartrate and Acetaminophen Capsules Smg / 500mg (gray / lavender)
Hydrocodone Bitartrate and Acetaminophen Capsules 5myg / S00mg (yeliow / orange)
Hydrocodone Bitartrate and Acetaminophen Capsules 5mg / 500mg (blue /aqua)
Hydrocodone Bitartrate and Acetaminophen Capsules S5mg / 500my (gray /black)
Acetaminophen, Aspirin, and Codeine Phosphate Capsules 150mg / 180ing / 15mg
Acetaminophen, Aspirin, and Codeine Phosphate Capsules 150mg / 180mg / 30mg
Acetaminophen, Aspirin, and Codeine Phosphate Capsules 150mg/ 180mg / 60mg
Isoniazid Syrup USP 50mg / 5SmL

Hydrocodone Bitartrate and Acetaminophen Tablets USP 10mg / 650mg

Hydrocodone Bitartrate and Acetaminophen Elixir Smg / 500mg per 15mL

Pyrazinamide Tablets USP 500mg

Butalbital, Acetaminophen, and Caffeine Capsules 50mg / 325mg / 40mg

Hydrocodone Bitartrate and Acetaminophen Capsules Smyg / 500mg (white / white)
Butalbital, Acetaminophen, and Catfeine Tablets USP 50mg / 325mg / 40mg
Acetaminophen and Codeine Phosphate Tablets USP 650mg / 30mg

Acetaminophen and Codeine Phosphate Tablets USP 300mg / 30mg

Acetaminophen and Codeine Phosphate Tablets USP 300mg / 60mg_ e i B
Hydracodone Bitartrate and Acetaminophen Tablets USP 5mg / 500mg REGEEVED
Acetaminophen and Codein Phosphate Tablets USP 650 mg / 60mg

Acetaminophen and Codein Phosphate Oral Solution USP 120mg / 12mg per SmL
Butaibital. Acetaminophen, and Caffeine Tablets USP S0mg / 300mg / 4011{5&';:,} 1 3 \998
Hydrocodone Bitartrate and Acetaminophen Elixir Smg / 500mg per SmL

Hydrocodone Bitartrate and Acetaminophen Tablets USP'7.5mg / 650mg

Hydracodone Bitartrate and Acetaminophen Tablets USP Smg / 500'&5&%@%@ ﬁﬁ{;&g

Hydrocodone Bitartrate ord Acetaminophen Tablets USP 2.5my / 58

Mikart, Inc. ® Pharmaceutical Manufacturers
1750 Chattahoochee Avenue * Atlanta, Georgia 30318
404-351-4510 * Fax 404-350-0432



Mr. Douglas Sporn
January, 1998

Page 2
89-699 Hydrocodone Bitartrate and Acetaminophen Tablets USP 7.5mg / SOGmg
89-987 . Butapap Tablets 50mg / 325mg (Butalbital and Acetaminophen Tablets)
89-988 Butapap Tablets 50mg / 650mg (Butalbital and Acetaminophen Tablets)

Dear Mr. Sporn:

Mikart would like to supplement the above apphcatlons to add an additional s oo

Bt o s e T S o s Currently, Mlkart and
s oS AT the desrgnated facrhtres FOF  sarreaimonrcasionsiicn o == . Mikart
performs methodsI&V and’ s —— S—— At this t1me Mikart
would like to desrgnate e crmmmmnens:3, 10 250, i necessary, be
able to : e e A e S S T e g

such testing.

We are aware that this change requires prior approval by the FDA in order to be implemented, in

accordance with 21 CFR 314.70 (b) (2) (vi). Following approval of these applications, Mtkart

will add | wemasmseinmicnans apmszr. A8 @ AESIGNALEA tmmrmsomsnmans emseortmotesin s
T T s specrflcatron sheet The rev1sed specification sheets will be submltted in

the annual report.

Thank you for your cooperation in the review of these supplements.

f %72/ /

Cerie B. McDonald
Executive Vice-President

CBM/lac

Mikart, Inc. ® Pharmaceutical Manufacturers

1750 Chattahoochee Avenue * Atlanta, Georgia 30318
404-351-4510 * Fax 404-350-0432



