NDA 88-482

Sidmak Laboratories, Inc.
Attention: Satish Patel, Ph.D.
17 West Street

P.C. Box 371

East Hanover, NJ 07336

Gentiemen:

Reference is made. tc your ahoreviated new frug application submitted
pursuant to Section 505(b} of the Federal! Fond, Drug, and Cosmetic Act
for Disulfiram Tablets, 250 mg.

Reference is also made to your communication dated December 2, 1983,

He have completed the review of this abbreviated new drug application anc
have concluded thet the drug is safe and effective for use as recommendad
in the submitted labeling. Accordingly, the application is approved.

Any significant change in trhe conditions cutlined in this abbreviated new
drug applicatfon requires an approved suppiementai appiication before the
change may be wade, except for changes made in conformance with other
provisions of Section 314.8 of the new drug regulations.

Tris Administration should be advisec of any change in the marieting
status of this drug. o

The requirement for adequate data to assure the biolegic availability is
veing defarred at the presert time. However, our action in approving
tris appiicatior is Lased wpon an uncerstending that if this requivemer:

is reinsiated you will perform the appropriate procecures., .

ror Initial Compaigns: . we request that Jou submit, in qupliicate, =n
proposed advertising or promotionai copy which you intend to use in you
inmeciete  advertising or promotionai campaigns, Plecase submit all
proposed materials in draft or mock<up form, not Tinal print. Submit
both  ceples tegether witnh 2 copy of the proposeu or. finail printag
laheling to the Division of Drug Advertising and Labeling ({iifK-240).
Also, please do not use Form FD-2253 for this submission.

Ad
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For Subsequent Campaigns: We call your attention to Regulation 21 CFR
310.300(b){3) which requires that all material for any subsequent
advertising or promotional campaigns at the time of their initial use be
submitted to our Division of Drug Advertising and Labeling (HFN-240) with
a completed Form FD-2253. A copy of Form FD-2253 is enclesed for your
convenience.

The enclosures summarize the conditions relating to the approval of this

application.
rely you(gjﬁw W
N
angsuds 32
aaryin Seife, M.D.

Director

Division of Generic Drug
Office of Drug Standards
National Center for Drugs and Biciogics

WY -

Enclosures:
Conditions of Approval of a New Drug Application
Records & Reports Requirements
Form FD 2253

cc: NWK-DO
HFN-530 Py
HFN-5 wl
HFN-313 .
HFN-616 - ; e
K Johnson/JMeyer/CChanc ‘ 7"
R/D INITIAL JMeyer/Mseife
mm:12/7/83 (3437c)

Approval ’
A7 —¢3




NDA NUMBER
NOTICE OF APPROVAL 88-482 ——
NEW DRUG APPLICATION OR SUPPLEMENT PATE APPROVAL LETTER 1ssuED
'/‘ TO: FROM:

- KX} Bureau of Drugs
Press Relations Staff (HF1-40) -

Wt & ot

T: Bureau of Veterinarv Medicine -

e ——

ATTENTION

Forward original of this form for publication only after approval letter has been issuved and the date of
approval has been entered above.

e )

k4 -
TYPE OF APPLICATION CATEGORY -
SURPPLEMENT ABBREVIATED SUPPLEMENT :
D ORIGINAL ND4 D TO NDA ORIGINAL NDA D TO ANDA X HUMAN ! VETERINAS-

TRAD: NAME (or olhor designated name) AND ESTABLISHED OR NONPROPRIETARY NaAME #if any) OF ORUG.

Disulfiram
DOSAGE FORM _ L HOW DISPENSED
g4 oy et
: RIS § L2 I A “Jorc
Tablets ° - o 7;_’ ~_! ., B ' @ AX — © E
ACTIVE INGREDIENTI(S) (a8 declared on labe;. List by establiahed or nonproprietary neme(s) and include t(s), it ie i

declared on label.)

Bat st faduiid

- Disulfiram 250 mg

t

NAME OF APPLICANT (Include City and Scate)

Sidmak Laboratories, Inc.
East Hanover, NJ 07936

PRINCIPAL INOICATION OR PHARMACCLOGICAL CATEGORY — "

LA

. anio v
oty S e

Alcohoil deterrent, antabuse

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT OWNLY

CHANGE APPROVED TO PROVIDE FOR

s
S
T -
FORM PRE PARED BY
NAME l:ATE © ~
C. Chane -/ 2 7~ 2 \ ...l‘
FORM APPROVED BY
NAME DATE
J. Mever

FORM FD 1642 (2/75)

i PREVIOUS ZOITION MAY BE 'SSED UNTIL - pRLY 1S EXHAUSTED.
I2d




‘ cmrem e o e ann pun STATEMENT DATE: NDA NUMBER:
ABBREVIATED NEW DRUG APPLICATION ° .

JR SUTPLEMENT

DES: 7888 88-482
NAME AND ADDRESS OF APPLICANT ORIGINAL
AMENDMENT
_ SUPPLEMENT
¥ ak Laboratories, Inc. | RESUBMISSION X
East Hanover, NJ 07936 CORRESPONDENCE
PURPOSE OF AMENDMENT REPORT
OTHER
DATE(S) OF SUBMISSIOS{S
labeling information

-l

As per letter

"HARMACOLOGICAL CATEGORY NAME OF DRUG HOW DISPENSED
lcohol deterrent RX X oTC
atabuse Disulfiranm

'0SAGE FORM(S) POTENCY (1ES) RELATED IND/NDA/DMF

88-483 500 mg

tblets ) 250 mg - 88-482 250 mg
TERILIZATION SAMPLES

/A | N/A (Usp)

\BELING .

1tisfactory per K. Johnson
OLOGIC AVAILABILITY

ed dissolution per Dr. Dighe on 9-6-83
CABLISHMENT INSPECTION

T e ——— 13~ r———

Juested :
PONENTS, COMPOSIIION, MANUFACTURING, CONTROLS

> issued letter
LAGING

te opaque H.D. polyethyiene.bottle;<and metal c¢ap, inner form seal
JILITY : ‘

‘otocol: See issued letter . -

P. Date: Firm request for 2 yrs, 4
KS AND
LUSIONS:

Aporqval

C. Charn

=




NDC 50111, Us "d complete prescribing
33101 ;wgm% mvgany- 0%y
DlSl.d lél'l;am Tablets EEREHELHYAC L
250mg This is a bulk package. Dispense con- &‘ ;

tents with child-resistant closure (as re-

Quired) and in tight,
Each tablet contains: tainer as oatmedgm m'éal'}tsreﬂFm n con- LU

Disuifiram USP .. 250mg Keep tihtly closeq.
Keep this angd all Medication out of the

CAUTION: Federal (USA) low pronits reach g
dlspeM wi"noul D'ESt}:nmton o emar d L : |
“ g iamar ¢
00 Tablets 5 LABORATORIES, INC. |
Wes! Sureer -
ENM NJ oTIe - ‘

Usual dosage and complete prescnb-
ing information: See accompanylng
literature. IR e

Store at controlled room temperature

Disulfiram Tablets 15° 10 30°C (59° to 86°F). - - &

This is a bulk package. Dispense con-

USP 250mg tents with child- res?stant closure (as

required) and in tight, light resistant
container as defined in the USP/NF.

No
xp. Date

Control
E

NDC 50111-331-03

- Each tablet contains:
Disulfiram USP .... 250mg. Keep tightly closed.
Keep this and all medication out of

CAUTION: Federal (USA) law prohibits the reach of children. .
dispensing without prescription R d k § @
iamake 3
1000 Tablets LABORATORIES, INC. ‘E o
East Hanover N 07536 S
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NDA 88-482

Sidmak Laboratories, Inc.
Attention: Satish Patel, Ph.D.
17 West Street

P.0. Box 371

East Hanover, RJ 07935

Gent lemen:

Please refer to your new drug application submitted pursuant to Section 505(b) ,
of the Federal Food, Drug, and Cosmetic Act for Disulfiram Tablets, 250 mg.

Reference is alsoc made to your communication dated November 14, 1983.

’ The appiication is deficient and therefore not approvable under Section 505{b)
of the Act as follows:

It falls to include 12 copfes of the final printed labeling identical in ‘
content to the draft copies. ;

The file is now closed. If you wish to reopen it, the submissfon should be in
the form of an amendment to this application, adequately organized, which
represents the information necessary to remove all deficiencies we have
outlined. !

If you do not agree with our conclusfons, you may make a written request to
file the application over protest, as authorized by 21 CFR 314.110(d). If vou

- do so, the application shall be re-evaluated and within SO days of the date of
receipt of such request (or additional period as we may aaree upon), the

- application shall be approved or you shali be given a written nctice of
opportunity for a hearing on the question of whether the application is

approvable, ) ) E
Sincerely yours, ‘ '
A\ 2 N
. Iad
) // - ( : . Wﬁ ‘(“Qq‘gz
cc: NWK-DO \\;&F‘ / Marvin sa&,\}..o.
HFN-530 Director
JMeyer /CCHar /~25T5 Division of Generic Drugs

Office of Drug Standards
National Center for Orugs ard Biologics

R/D INITIAL JMeyer/MSeife
- m:11/22/83 (3006¢)

Not Approvable 4 ux}<1¢§
\




CYEMIST'S REVIEW FOR STATEMENT DATE: | NDA NUMBER
ASBREVIATED NEW DRUG APPLICATION
OR SUPPLEMENT

DES: 7888 88-482  *
NAME AND ADDRESS OF APPLICANT ORIGINAL
) AMENDMENT ¢
e SUPPLEMENT
Sidmak Laboratories, Inc. RESUBMISSION X
_East Hanover, NJ 07936 ' v CORRESPONDENCE
PURPOSE OF AMENDMENT REPORT .
OTHER —_

DATE(S) oOF SUBMISSION(S)

:ontrol and labeling information

As per letter
3HARMACOLOGICAL CATEGORY

Jecohol deterrent RX X oTC

ntabuse Disulfiram

JOSAGE FORM(S) POTENCY(IES) RELATED IND/NDA/DMF
88-483 500 mg

ibtets 250 mg 88-482 250 mg

TERILIZATION SAMPLES

/A N/A (usp)

ABELING

4

atisfactory per K. Johnson, need FPL
OLOGIC AVATLABILITY

:ed dissvlution per Dr. Dighe on 9-6-83
TABLISHMENT INSPECTION

quested i
[PONENTS, COMPOSITION, MANUFACTURING, CONTROLS

2 issded letter
KAQING

-te opaque H.D. polyethylene bottles and metal cap, inner form seal 7 }

3ILITY g

‘otocol: See issued letter i
///' |

P. Date: Firm request for 2 yrs. 7

RKS AND

LUSIONS:

Not approvable

c. Chang PO C:;f> / [~ 2 & -




NDA 83-482

Sidmak Laboratories, Incorporated
Attention: Satish P. Patel, Ph.D.
P.0. Box 371

East Hanover, New Jersey 07935

Gentlemen:

Reference is made to the dissolution data vou submitted on October 25,
1983 for Disulfiram Tablets, 250 mg.

The data have been reviewed by our Division of Riopharmaceutics and thev
have the following comments: ,

"Due to the low solubility of disuifiram, the Division of Biopharm-
aceutics has deferred the in vitro dissolution requirements for this
product. When an appropriate dissolution methodology becomes
availahle, the firm will be expected to comply with requirements.”

nggnely vnurs,

/”*ém« Qw et

arvin Seife, M.D

Director é

Division of Generic Drugs

Office of Drug Standards -
National Center for Drugs and onIng1cs

cc: NWK-DO
HFN-530
MSeife/mstephens: 11/17/83 (2906¢)
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Comments:

l. Due to the low solubility of disulfiram, the Division of
Biopharmaceutics has deferred the in vitro dissolution requirements for
this product. When an appropriate dissolution methodology becomes
available, the firm will be expected to comply with requirements.

Recommendations:

1. The firm should be informed of Comment # 1, above.

2. From the biopharmaceutics point of view, the application is approvable.

A -
ANy | L A & |
3 : Larry A. Ouderkirk, Biologist
.. Biophgrmaceutics Review Branch

Initialed by C.M. Ise -
~ cc: ANDA # 88-482 orig., HFN-530 (4), HFN-522 (Ouderkirk, Ise - 2),
’ HFN-503 (Hare), Chron File, Drug File, Review File, Division File

LAG/crt/Wang # 2704e/11/08/83




NDA 88-482

Sidmak Laboratories, Inc.
Attention: Satish Patel, Ph.D.
17 HWest Street

P.C. Box 372

East Hanover, New Jersey 07936

Gent lemen:

Please refer to your new drug application submitted pursuant to Section 505(b)
of the Federal Fcod, Drug, and Cosmetic Act for Disulfiram Tablets, 250 mg.

Reference is also made to your communication dated October 25, 1983, for ANDA
88-483.

The application is deficient and therefore not approvable under Section 505(b)
of the Act as follows:

1.  Other information requested per our letter of October 24, 1983.

2. The submitted dissolution data for AKDA 88-483 has been referred to
our Divisfon of Biopharmaceutics. We will correspond with you
further when their results become available.

The file 1s now closed. If you wish to recpen it, the submission should be in _
the form of an amendment to this application, adequately organized, which
represents the informaticn necessary to remove 2all deficiencies we have
outlined.

If you do not agree with our conclusions, you may make a written request to
file the application over protest, as authorized by 21 CFR 314.110{(d). If.you
do so , the application shall be re-evaluatec and within 30 days of the date ‘
of receipt of such request (or additional period as we may agree upon), the
application shall be approved or you shall be given a written notice of
opportunity for a hearing on the question of whether the application s

approvable. f
QZ s

3

CC: Nkl\ WV / )

HFN-530 > \Ej

JMeyer/CChang » = - Division of Generic Drugs

R/D INITIAL JMeyer/MSeife Office of Drug Standards

mm:11/2/83 (2414c) National Center for Drugs and Biolegics

Not approvabie
3
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o
ldm ak 17 WEST STREET e P.O. BOX 371 e EAST HANOVER, NJ 07936 e TELEPHONE: (201) 386-5566

encs.

. L]
LABORATORIES, INC.
‘ Pug o Xowe

October 25, 1983

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs
Office of the Associate Director for Drug Monographs
QOffice of Drugs

National Center for Drugs & Biologics [ete BT
5600 Fishers Lane LRI

Rockville, MD 20852
BIOARVAJLARILITY DSATERIAL
REF: NDA 88-482 = -
Amendmeént to Abbreviated, Unapproved Application

Dissolution Studies
Product: Disulfiram Tablets, USP 250mg.

Dear Dr. Seife:

We refer to our Abbreviated New Drug Application, NDA 88-482,
dated August 22, 1983, for the pharmaceutical dosage form
Disulfiram Tablets, USP_ 250mg.

Reference is made to your letter dated October 13, 1983,
wherein you cite-that the appldcation is deficient in
that it fails to perform adequate dissolution studies.

Therefore, we hereby submit in triplicate comparatiwe
dissolution profiles pursuant to your request and in order
to remove the deficiencies as noted. - -

We trust this information will meet with your approval
and thank you for your kind and prompt attention to this
matter.

Sincerely yours,

Satish P. Patel, Ph.D. - ey TR
President e ﬁfgf o
I
SIDMAK LABORATORIES, INC. 4 PP
. Y‘()V - i P
SPP:1k

Sedese?
e®e’e’e
sedetel

.
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oelele?

MIHN
Telelel.

tetetes

1




NDA 88-482 OCT 24 Jsiy

Sidmak Lahoratories, Inc.

Attention: Satish Patel, Ph.D.
17 West Street, P.0. Box 371
East Hanover, New Jersey 07936

Gentlemen:

Please refer to your abbreviated new drug application dated Auqust 22,
1983, submfitted pursuant to Section 505(b) of the Federa) Food, Drug. and
Cosmetic Act for Disulfiram Tablets, 250 mg.

The applicatfon is deficient and therefore not approveblie under Section
505(b) of the Act as follows:

1. It fails to include a satisfactory package insert. In this
regard:

a) How supplied: Note scored or unscored for each

strength,
b} Also: Issued, month/year.

2. It falls to include an appropriate Drug Master File referral
from

3. It fails to submit adequate information with respect to the test
methods employed for the container, closure, or other component
parts of the drug package upon receiving to assure their
suftability for the intended use. B

4. It fails to include an outline of manufacturing procedures for
this specific drug expanded to include the operation procedures
and precautions necessitated by the 1ight sensitivity of active
ingredient and dosage form, -

5. It fails to submit the adequate stability {nformation. In this -
regard:

a) Cite/describe methodology (stahility indicating assay! and
test conditiops: procedures for detecting the presence of
degradation product(s).

b) Include the proposed schedule of testing at controlled room
temperature. It s recommended that the studies be
performed at inftfal, 3, 6, 12, 18, and 24 months and
yearly thereafter in the container/closure system in which
the drug 1s to be marketed at controlled room temperature.




B
N

-

NDA 88-482 . )

c) Two year expfration dating: We are unable to reach any
conclusion based on the limited data submitted. It fis
recommended that data be obtained for production lots at
challenge conditions for three months to Justify the
proposed expiration dating prior to approval,

d) Samples Placed on Stability:

1Y The first three production lots of the product should
be placed on stability. In the case where more than
one package size is marketed, the first 3 production
lots of the smallest and the largest size (e.q., 3
lots of 100 tablet bottles and 3 lots of 500 tablet
bottles) should be placed on stability. Also, if more
. than one container/ closure system 1is used for a
particular size, stability data in each container/

closure system 1s necessary.

2)  Yearly thereafter, 1 productfon batch should be added
to the stability program.

6. It f&fls to respond to our letter of October 13, 1983.

The file is now closed. If you wish to reopen it, the submission should
be in the form of an amendment to this application, adequately organized,
which represents the information necessary to remove all deficiencies we
have outlined. -

If you do not agree with our conclusions, you may make 2 written request

to file the applicatfon over protest, as authorized by 21 CFR _

314.110/d). If you do so, the szpplication shall be re-evaluated and

within 90 days of the date of receipt of such request (or addftional

period as we may agree upon), the application shall be approved or you

shall be given a written notice of opportunity for a hearing on the
- question of whether the application is approvable

IANNEY

7 Marv eife, E.D.
Director

Division of Generic Drugs

0 ﬁ%?
0ffice of Drug Standards

National Center for Drugs and Biologics

: cc:  NWK-DO \ E-
| | HFN-530 e ‘.l ;'
i JMeyer /CChan¢ . (o~2-/—-T 3
R/D INITIAL JMeyer/MSeife
mmorgan; 10/21/83 (2076c)
Not appgovable
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REVIEW OF PROFESSIONAL LABELING
ANDA - DRAFT

DATE OF REVIEW: 10-17-83
NAME OF FIRM: Sidmak Labs., Inc.

ANDA #: 88-482 (250 mg)
88-483 (500 mg)

NAME OF DRUG: Generic: Disulfiram
DATE OF SUBMISSION: 8-22-33
COMMENTS:
Container:’ sati;factory
100s, 500s (500 mg)
100s, 1000s (250 mg)
Insert: Not satisfactory.
a) HOW SUPPLIED: Note scored or unscored for each strength
b) Also: 1Issued, Month/Year
RECOMMENDATIONS:
1. Inform firm of the above comments.

2. Request FPL container labels.
3. Request they make minor revisions on insert labeling, then prepare

and submit FPL.

Kent T. Johnson

[odode
dup
KTJd/c1/10-17-83
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NDA 83-482

Sidmak Laboratories, Inc,
Attention: Satish Patel, Ph.D.
17 West Stra2et, P.0. Box 371
East Hanovar, H§J 07335

Gent Tanen:

Plaasa rafer to your new druy applicatien dated August 22, 1933 submitted
pursuant to Section 505({b) of the Federal Food, Drug, and Coswetic Act
for Disulfiran Tablats, 259 mg.

The application f{s deficient and therafore not approvable undor Section
505(b) of the Act as follows:

(1) It fails to perform the adequate dissolution studies. In this regard:

Our Dfvision of Biopharmaceutics is developing dissolution
specifications and tests for disulfiram dosage forms. Ia accord with
this developsant w2 are raquesting comparative dissolution profilas
for a minimun of 12 individual tablets - dosage firm vs, the
appropriate refarence product as per the following conditions:

a. 900 m) water, 379C, paddle, 50 rpm at 15, 30, 45 and 50 minute
intervals,

b, 230 ml 0,1 N HC1, 379C, paddle, 50 rpm at 15, 30, 45 and 50
ainute inverals., . -

c. 390 @l simulated fntestinal fluid without snzyme, paddle, 50 rpn
at 15, 30, 45 and 50 minute intervals.

(23

&
[

will corraspond with you furthar after we have had the opportunity
€0 ravied the lapeling and sther parts of this application. o

The filz2 is now <losad, If you wish to reopen ft, the submission should 7
ba in tha form of an anends=nt to this application, adaquataly organized,
which reprasents the information necessary to remove all deficiencies we

nave ogutlinad, S

J




Page 2  NDA 88-482

If you do not a?r g2 with our conclusions, you may make a written raquest
to file the application over protest, as authorized by 21 CFR
314.110(d). If you do so, the application shall be re-evaluated and
within 90 days of tha date of receipt of such request (or additional
pariod as we may agrea upon), the application shall be approved or you
shall be given a written notice of opportunity for p~hearing on the
quastion of whether the appifcation, is gpprovadle.

ynurs,
- Harvi eife, 4.D. ( {3
Director
) o Division of Genaric Drug graohs

Office of the Asso\.iate Dire tor for
Drug tonographs

office of Drugs

Hational Center for Drugs & Biolagics

cc:

NWK-DO

HFN-530

JLMeyer/CChanr L fo=r2 JE)
N R/DinitdMeyer/myeite »

ft/cj1/10-12-83 ' -
not approvable (l/\ \}\(}
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Disulfuram Sidmak Laboratories, Inc.

L 250 mg Tablets East Hanover, New Jersey
’ ANDA # 88-482 , Submission Date:
. Reviewer: L.A. Ouderkirk - August 22, 1983
Wang # 2686e . " C .

Review of a Submission

This submission contains only disintegration testing data for the firm's
250 mg disulfiram tablets. No dissolution testing data was submitted.

The firm has subsequently submitted dissolution testing data for this
Product in their submission dated October 25, 1983.

Recommendation:

- 1. The Division of Biopharmaceutics need not to review this submission,

x

because the firm has submitted additional dissolution data.

2. The Division of Biopharmaceutics will review the dissolution data
included in the firm's October 25, 1983 submission.

1783
\AArry A. Ouderkirk, Biologist
Biophdrmaceutics Review Branch

Initialed by C.M.Ise ._.

cc: ANDA # 88-482 orig., HFN-530 (4), HFN-522 (OUderkirk, Ise - 2), _
HFN-503 (Hare), Chron File, Drug File, Review File, Division File

LAO/dea/Wang # 2686e

e




NDA 88-482

Sidinak Laboratories, Inc.
Attention: Satish Patel, Ph.D.
17 Hest Street, P.0. 3ox 371
East Hanover, NJ 07935

aent lemen:

We acknowledge the receipt of your adhreviated new drug application
submitted pursuant to Section 535{(b) of the Federal Food, Drug, and
Cosmetic Act for the:following:

NA¥E OF DRUS: Disulfiram Tablets, 250 mg.
DATE OF APPLICATION: August 22, 1983
DATE OF RECEIPT: August 24, 1983

We will correspond with you further after wa have had the opportunity to
review the apnlication,

Please fdentify any communications concerning this application with the
HDA number shown above. _

Sincerely yours,
o 7 N

o - or T2

markin seteq) M.0, |

director

Jivision of Generic Orug Monographs

Office of the Associate Director o
for Drug Monographs

Office of Drugs

National Center for Drugs and Bfologics

NWK-DO DUpP HFN-530 -
JLMeyer /m1b/8-25-83

BT o

Ve




ANDA ADMINISTRATIVE CONTROL RECORD

ANDA #_J§-497

Trade Name &W’W RX ¢« 0TC Date Recd. & -2¢ -£3

/, .
Generic Name/Dosage Form/Strength: 16L6444,69C4&14z471, 775u#152522-4257627ﬂ42/
[ V74

P No.

App]icant;zxizqaéZ7bn4%7

DESI Drug v~ DESI No. DESI Date(FR)

Similar or Related Name of DESI Drug

Applicant Manufactuer:Yes .— No .

If No: Name of Manufacturer

ANDA # | (Approved: Pending Same Fogmulation
Application Complete (See Pg. 2): YES L— NO
Application Acceptable: YES o— NO

REMARKS:

Date

Letter to Firm: Acknowledgement QQéBF ﬁacﬁatable

cso: gy W Date f/..;?)" /f 3

BIO Review Required: Yes X NO In vitro . In Vivo -
Date Fwd:
Medical Officer Szif:z Reveiw Completed R.R
_. A a 13,,
Chemist /wm -~ Reveiw Completed R.R.

Inspection Request to HFD 320(date):"'f7455)4gig

Reply Rec.(date) -

Letter to Firm: Labeling Review (date) Response(date)
Chemistry: //1)(date) - Response
7 2)(date) Response
Approvable Date
Withdrawal Date [ 72
. . . Z’/ 3 3 2
Special Instructions/Actiop- j

i €S0

3566A/HTB

Date




-m—e e s o w - o "o o - ¢ e - LR 1 Ny

<. Completeness of Submission Yes No

Cové: Letter

3564 Signeg

Table of Contents

V’
V
Labeling :?EU’—O\ £t
Statement re Rx/0TC Status
v
\/’

Corponents & Composition (Unit Comdosition)

Mandfacr.uring Controls

Batch Formulation

Certification of GMP

* Descripiicn of Fazilities

Manufacturing Procesures (Batch kecorgs)

Specs & Tests for Active Ingzesient | v \/
ano Finisnzo Lessge Form ’

Stability Prefile Imsiuzing Stzsility cata |, e l/
(Use of Stacility inzicating methog) :

Sarples Stazerent Plus Data

Bio Protoscl (1f kpplicable) l §

bissolution Data (1f Applicanle)

Environnzntal lmpact Analysis

Bio Data protocol
Stugy: IN VIVO IN VITRO

Revieweg Date Approved

Deficiercy Letter Sent, Date

XMorrison/mlb/6-10-60
S 8P
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C DEPARTMENT OF HEALTH & HUMAN SERVICES

Memorandum

anat,

°f

-~

TO :Manufacturing Review Branch (HFN-322) DATE: 8-25-83
Division of Drug Quality Compliance

FROM  :Division of Generic Drugs
Requester's Name David ¥nsen PHONE: 443-4080

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: S8-482 (250 mg) 88-483 (500 mg)

DRUG TRADE MARK (if any)

DRUG NONPROPRIETARY NAME: Sisul.firam IURE  Tablets, 250 me. 520 ng.

- DOSAGE FORM AND STRENGTH(S): ey

DRUG CLASSIFICATION: A PROFILE CLASS CODE:
(Priority) AorB 1C Other

APPLICANT'S NAME: s.1dr‘ak Iaborateries, Inc,
ADDRESS: 17 West Street, P,Q, Box 371, Fast Hangver, NI 0733¢

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

003

1. apolicant

12--87

.

Comnents: ~ ( ) See Attached. -~ . “- - . -
( ) Actual on-site inspection requested.

YOS TERXTOW

Reason:

- -

.!‘l!l!!‘lllll!lili!ll!ll!il!lll'.l!llllllllllllll'l!lllllllll'!l'llllllll.l!lllll
FOR HFN-322 USE ONLY:

e
Request Rec'd: / Inspection Requested:

(if applicable)

Firm(s) are in Compliance With GMPs:
) Basis for Decision:
1\" ‘Reviewing CSO: Concurrance:

ce:  HFN-
HFN- 1
HFN-322 .

FORM FDA 3274 (1/83) iw




JIEMOE.. ANDUM : ' DEPARTMENT ()1}:&?'1;3;{3",\5:2{1 JUMAN SLRVICES

qf”) : pr. Marvin Seife nayr.  February 20, 1981

Director, Division of Generic Drug Products (HFD-530)
THROUGH: Director, Division of Biépharmaceutics (HFD-520) B
Chief, Biopharmaceutics Review Branch — .
Divicion of Biopharmaceutics (HFD-522) /2090 P

ROM  : Group Leader, ANDA Review,
Biopharmaceutics Review Branch, Division of Biopharmaceutics (HFD-522)

usjkcr:  Disulfiram Bioavailability

The Division of Biopharmaceutics has determined that in vivo

- bioavailability studies are not required for disulfiram tablets
(Antabuse, Ayerst). Dissolution testing data for this drug product was
requested of Danbury Laboratories as a basis of approval. '

The firm conducted dissolution testing of the test and Ayerst drug

products in water, simulated gastric fluid, and simulated intestinal

fluid, and found very little of the active ingredient was soluble in

aqueous media. The Division of Biopharmaceutics asked the firm to

... - develop a dissolution profile for disulfiram over a pH range of 1.2 - 9.0

s " and also in 10% ethanol in water mixture. It was found that less than
10% of the pure disulfiram was soluble in 900 ml of any of the media.
Further, studies by the firm demonstrated that the solubility of
disulfiram in water containing 0.05 and 0.1 per cent Tween 80
(surfactant) was 20.6 and 29.5 per cent respectively.

The Division of Biopharmaceutics recommends that dissolution testing for
Disulfiram Tablets, 250 and 500 mg tablets be deferred. The ¥irms
intending to market the drug product should, however, be inforred that
when appropriate dissolution methodolcgy becomes available they will be
required to conduct dissolution testing.

~ w

Charles M. Ise, Ph.D.
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'MEIVI.ORANDUI\/I DEP/\'RTMENT'OF HEALTH, EDUCATION, AND WELFARL

PUBLIC HEALTH SERVICL .
FOOD AND DIUG ADMINISITRATION

j o ) .
Jf T0 . Charles Y. Chang , ' DATE: July 23, 1979

Chemist, HFD-530 ' -

THROUGH: Director, Division of Tiopharmaceutics, AFD-520

FROM : Acting Chief,
Biopharmaceutics Review Branch, HFD-522

suBjEcT; Bioavailability Requirement for Disulfiram (Antabuse)

1. DESI notice on Disulfiran states that an acceptable
bioavailability study should be conducted by an applicant as a
condition for approval of abbreviated new drug application. You have
_ requested the Divisicn of Biopharmaceutics to make a determination

: “whether this requirement should be waived.

.2. Disulfiram arrests the oxidation of ingested alcohol at
acetaldehyde stage. The accumulation of acetaldehyde causes flushing,
: © pounding of the heart and head, dyspnea and nausea. The reactlon cay

be fatal. Distressing side effects of disulfiram are nausea,
- vomiting, impaired taste, bad breath, drowsiness and impotence. In
view of the severity of action and toxic side effects, the Division of
: Biopharmaceutics recommends that the bioavailability requirsment for
g‘ .+ 'Disulfiram bc waived as a conditicn for approval of ARDA.
E ' 3. In order to assure adeguate performance biologically the Division
; of Biopharmaceutiecs recommends that dissolution testing be ccnducted
on Disulfirem tablets. Comparative dissoluilon testing should be
conducted under the fallowing conditiens using Ayerst Antabuse tablets
as the reference product: T .
. a. 900 ml of simulated gzsiric fluid =2t 379C; USP methed 1D -
’ - (pacddie); paddle rotatiion speed 50 rra.
- b. 600 ml of simulatad intestinzl fluid at 37°C; USP Method II
E ' (paddle); pzddie rotatiocn speed 50 rpm.

Shrikant V. Dighe, PhL.D.
D )

‘%’g;;:n o

)




6’/ &

o ‘:"I-"f £ - '\f",t/’. \
i (! k3 ' il; 17 WEST STREET e P.0.BOX 371 & EAST HANOVER, NJ 07936 o TELEPHONE. (201) 386-5566

LABORATORIES. INC.

August 22, 1983

Marvin Seife, M.D., Director

Division of Generic Drug Monographs

Office of the Associate Director for Drug Monographs
Office of Drugs ;
National Center for Drugs and Biologics ;
5600 Fishers Lane :

Rockville, Maryland 20852 ABBHE‘IMTE-D i
NEW DRUG APPLICATION
Re: Abbreviated New Drug Application |

Product: Disulfiram Tablets, USP 250mg DRAFT LAB[H?J‘

Dear Dr. Seife:

. Pursuant to section 505(b) of the Federal Food, Drug

’ and Cosmetic Act, we are submitting herewith, in tripli-

' cate, an Abbreviated New Drug Application for the product
mentioned above.

Included in this submission are:

Form 356-H

Volume No. 1 Copy No. 1 (Blue Folder)
Volume No. 1 Copy No. 2 (Red Folder)
Volume No. 1 Copy No. 3 (Yellow Folder)

W N
« o o

Respectfully Submitted,
SIDMAK LABORATORIES, INC.

PR

Satish Patel, Ph.D.

.
President
P
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