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Bedford Laboratories
Attention: Shahid Ahmed
270 Northfield Road
Bedford, Ohio 44146

Dear Sir:

This is in reference to your abbreviated new drug application
dated August 10, 1995, submitted pursuant to Section 505(j) of

the Federal Food, Drug, and Cosmetic Act, for Leuprolide Acetate
Injection, 1 mg/0.2 mL.

Reference is also made to your amendments dated March 12, 1996;
and May 7, and July 8, 1998,

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
reécommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Leuprolide Acetate Injection, 1 mg/0.2 mL, to be
biocequivalent and, therefore, therapeutically equivalent to the

listed drug (Lupron Injection, 1 mg/0.2 mL, of TAP Holdings,
Inc.).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated

application are set forth in 21 CFR 314.80-81 and 314.98. The

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional Campaigns. Please submit all
proposed materials in draft or mock-up form, 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-40) . Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and

Communications (HFD-40) with a completed Form FD-2253 at the time
of their initial use.

Validation of the regulatory methods has not been completed. It
is the policy of the Office not to withhold approval until the
validation is complete. We acknowledge your commitment to
satisfactorily resolve any deficiencies which may be identified
during the validation process.

Sincerely yours,

—

Douglas L. Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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! Each 0.2 mL contains:
i leuprolide acetate, 1 mg
* (equivalent to 0.95 mg
i free base); sodium chloride
i for tonicity adjustment;
| benzyl alcohol, as
. : preservative, 1.8 mg;
5 [ in water for injection,
1 i . pH may have been
2 === adjusted with sodium
: l : hydroxide and/or .
‘ : acetic acid. The pH rénge
. is4.0t06.0.
: Manufactured for:

| Bedford Laboratories™
. Bedford, OH 44146

; Manufactured by:
i Ben Venue Labs, Inc.
‘ Bedford, OH 44146

|
i
i

BEN VENUE LAB.

PRINTED SIDE
C021495AB .

NDC 55390-515-05
2.8 mL vial

. (1 mg) subcutanegus

I injcction once daily. See

- LEUPROLIDE
ACETATE INJECTION

package insert for full
- prescribing information
" and patient use
- information

For Subcutaneous Injection -

STERILE

. Store below 25°C (77°F).
' Do not freeze. v’
JProtect from light.

. Retain vial in carton

| until contents are used.

" CAUTION: Federal law
, prohibits dispensing

LABORATORVES™

without prescription.

| NOILOICNI 31VI3IV |
- 3arnoydnan |

NDC 55390-515-05 !

! 2.8 mL Vial i
||

LEUPROLIDE |

R
! !
i For Subcutaneous Injection

STERILE

D
LABORATORIESY

LPACO0

55390-515-05

0
LOT NO
EXP DATE

NG 4 1998

Ben Venue Leuprolide
Printed Side
C021495AB
Format Number: 184A

H PMS 308
B Biack

! [
ACETATE INJECTION —
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1. CHEMISTRY REVIEW NO. 5 Cycle 5
2. ANDA # 74-728 FIRST GENERIC TOP 200
3. NAME ADDRESS APPLICANT

Bedford Laboratories

A Division of Ben Venue Laboratories, Inc.
Attention: Shahid Ahmed

270 Northfield Road

Bedford, OH 44146

4. L BASIS FOR MISSION

The RLD is Lupron®, marketed by TAP Pharmaceuticals Inc.,
NDA 15-010.

Patent 4,005,063 expired 01/25/96. There is no exclusivity.

5. SUPPLEMENT (s) 6. PROPRIET NAME
N/Aa None

7. NONPROPRIETARY NAME 8. UPPLEMENT (g) PROVIDE(s) FOR:
Leuprolide Acetate N/A

9. AMENDMENTS AND OTHER DATES:
Cycle 1:

08/10/95 Original ANDA.

10/10/95 Refuse-to-file letter.

10/17/95 Amendment in response to RTF letter.

01/22/96 Microbiologist's Review #1: Not recommended for
approval.

02/06/96 Bio letter re pHs of proposed drug and RLD.

03/12/96 NC in response to Bio letter of 2/6/96.

05/15/96 NA letter (chemistry and microbiology only, but
refers to labeling).

06/21/96 NA letter (labeling only, but refers to stability
storage conditions).

S

Cycle 2:

08/21/96 Major amendment (chemistry, microbioclogy, and
labeling - the subject of Chemistry Review #2).
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08/23/96 Amendment to major amendment of 8/21/96, according
to Bedford. Coded NC by document room.
Microbiology only.

09/19/96 Microbiologist's Review #2: Not recommended for
approval.

09/25/96 Letter to firm: Division of Bioequivalence has no
further questions.

11/11/96 Follow-up to major amendment of 8/21/96, according
to Bedford. Coded AC by document room. Accelerated
stability data - the subject of Chemistry Review
#2.

01/13/97 Labeling approval summary.

03/14/97 NA-Major fax

Cycle 3:

05/27/97 Telecon between representatives of Bedford and
members of OGD Chemistry Division I, clarifying
what is meant in the deficiencies in the fax of
3/14/97, and reaching an understanding of what OGD
wants.

06/27/97 Major amendment.

01/27/98 NA - Facsimile amendment requested.

Cycle 4:

03/03/98 Response to request of 1/27/98. The submission
came in as a facsimile amendment, but after the 30
day deadline, so Mark Anderson recorded it as a
minor amendment on 3/16/98.

04/07/98 NA - Facsimile amendment requested.

Cycle 5:

05/07/98 Response to request of 4/7/98. An incomplete
submission came in as a facsimile amendment, but
the complete submission came in after the 30 day
deadline, so Sheila O'Keefe recorded it as a minor
amendment on 5/11/98.

10. PRHARMACOLOGICAL CATEGORY
Antineoplasdtic agent/Gonadotropin releasing hormone agonist,
for the paldiative treatment of advanced prostatic cancer.
11. Rx or OTC Rx

12. RELATED IND/NDA/DMF(s)




13.

15.

16.

17.

DOSAGE EFORM 14. STRENGTH

Subcutaneous Injection 5 mg/mL, 2.8 mL per
multiple-dose vial

T T T

The active ingredient is a synthetic nonapeptide agonist
analog of luteinizing hormone - releasing hormone (LH-RH).
The active ingredient is a monoacetate salt. The following
name and structure are given in USAN and in the ANDA (page
065 of the original submission).

5-0xo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-L-tyrosyl-D-
leucyl-L-leucyl-L-arginyl-N-ethyl-L-prolinamide monoacetate
(salt) CooHgsN1(01,. CoH,0; 1269.47 in USAN, 1270.5 in ANDA.

H--5-0xoPro-His-Trp-Ser-Tyr-D-Leu-Leu-Arg-Pro--NHEt . CH;COOH
1 2 3 4 5 6 7 8 9

A more detailed structure is presented in the labeling
insert on page 016 of the amendment of 10/17/95.

The gives the structure of leuprolide as
pGlu-His-Trp-Ser-Tyr-D-Leu-Leu-Arg-Pro-NHEt

points out that p-Glu stands for L-pyroglutamic acid, and
the Merck Index shows that L-pyroglutamic acid and 5-oxo-L-
proline are the same compound.

RECORDS AND REPORTS N/A

COMMENTS

Ken Muhvich recommended approval on the basis of sterility
assurance on 7/15/97.

ANDA 74-728 is incomplete in the following Points:
31. Samples and Results

An MV request and package have been prepared and
are being sent to the PHI-DO FDA lab.

33. Esgtablishment Inspection

Joe Buccine submitted a new EER on 1/14/98. On
5/21/98 EES said an inspection of was
scheduled for 5/4 to 5/8.




18.

The following Points are satisfactory for ANDA 74-728:

32. Labeling (01/24/97, according to COMIS)
34. Bioequivalence Status (9/25/96)

CONCLUSIONS AND RECOMMENDATIONS

ANDA 74-728 can be APPROVED, pending Establishment
Inspection and Methods Validation.

REVIEWER: DATE COMPLETED:
Eugene L. Schaefer, Ph.D. 5/27/98

Endorsed by M. Smela




APPLICATION NUMBER 74728




ANDA 74-728

SEP 25 19%

Bedford Laboratories

Attention: Robert V. Kasubick, Ph.D.
270 Northfield Road

Bedford OH 44146
Illlllllllllll"IIIIll"lllll"l

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)

of the Federal Food, Drug and Cosmetic Act for Leuprolide Acetate Injection 1 mg/0.2 mL; 2.8
mL per vial.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

Pl

(/Keith K. Chan, .
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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Leuprolide Acetate Bedford Laboratories
Injection, 1 mg/0.2 mL Division of Ben Venue Lab.
2.8 mL per vial Bedford, Ohio
ANDA #74-728 Submission Date:
Reviewer: F. Nouravarsani March 12, 1996

T4728WA.396

Review of a Waiver Request (Amendment)

Bedford Laboratories, Inc. had requested a waiver of bioequivalence
study requirements under 21 CFR 320.22 for its test product,
Leuprolide Acetate Injection, 1 mg/0.2 mL (2.8 mL multiple-dose
vial). The listed reference product is Lupron, Leuprolide Acetate
Injection, 1 mg/0.2 mL in 2.8 mL multiple-dose vial (N19010-001,
April 09, 1985), manufactured for Tap Pharmaceuticals Inc. by
Abbott Laboratories.

Leuprolide Acetate, an analog of the gonadotropin-releasing hormone
is an inhibitor of gonadotropin secretion when it is used
continuously in therapeutic doses. Lupron injection has been
indicated in the palliative treatment of advanced prostatic cancer.
Lupron is a sterile aqueous solution administered as subcutaneous
injection. The recommended dose is a daily single dose of 1 mg
(0.2 mL), injected subcutaneously. Leuprolide Acetate plasma half-
life 1is approximately 3 hours. Its biocavailability of the
subcutaneous administration is comparable with the intravenous
administration (PDR, 1995).

Formulations of the test and reference products are compared in
Table 1. Note: The compositions of the reference product
formulation should not be revealed under FOI.

Deficiency of Previous Submission:

The firm was requested to clarify the basis for selecting solution
pH range of 4.0 - 6.0.

Response to Deficiency:

The firm submitted results of stability study conducted at pH range
of 4.0 to 6.2 at 27.5°C + 2.5°C for 3 months. The recoveries were
as follows:

pH $Recovery
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The firm also submitted results of a study conducted at pH range of
4.0 to 6.2 at 2-8°C, 27.5°C, 40°C, and 50°C for 2 months. The pH was
found to change less than +0.5 unit from the initial pH.

The firm measured the pH of the 2 samples of the reference product
to be 4.9 and 5.9.

Comments:

1. The test product (first generic) is a sterile injectable
solution of Leuprolide Acetate in water for injection, 1 mg/0.2 mL
(2.8 mL multiple-dose vial).

2. Leuprolide Acetate, a white to off-white powder has water
solubility of 250 mg/mL at 25° C (AHFS Drug Information, p. 606,
1993).

3. The concentration of sodium chloride (Table 1) for the test
product is which is the same as the concentration of
sodium chloride for the reference product, . (from NDA 19-
010, submission dated July 08, 1983).

4. The concentration of benzyl alcohol (Table 1) for the test
product is 9.0 mg/mL, which is the same as the concentration of
benzyl alcohol for the reference product, 9.0 mg/mL (PDR, 1995).

5. The firm's specifications for the assay and pH of the finished
test product is and 4.0 - 6.0, respectively by the
Bedford Laboratories, Division of Ben Venue Lab. However, in order
to maintain the above specifications, Ben Venue Lab. has tightened
them to for the assay, and Lor the pH.




Recommendation:

The Division of Bioequivalence agrees that the information
submitted by Bedford Laboratories demonstrates that Leuprolide
Acetate Injection, 1 mg/0.2 mL (2.8 mL per vial) falls under CFR
320.22 b(l) of the Bioavailability/Bioequivalence Regulations,
1995. The waiver of in - vivo bioequivalence study for Leuprolide
Acetate, 1 mg/0.2 mL (2.8 mL per vial) Injection of the Test
product is granted.

s

Farahnaz Nouravarsani, Ph.D.
Division of Bioequivalence
Review Branch III

RD INITIALED RMHATRE ¢
FT INITIALED, RMHAZRE %/76
- N— /7
Concur: N Date: &/6 56
Kef/¥h Chan, PhTD. [
Dif¥ector

Division of Bioequivalence

FNouravarsani/7-10-96/74728WA.396

cc: ANDA #74-728 (original, duplicate) HFD-600 (Hare), HFD-630,
HFD-658 (Mhatre, Nouravarsani), Drug File, Division File.




Table 1:

Note: The compositions of the reference product formulation should
not be revealed under FOI.

Formulations Comparison:

Ingredients Test (mg/mL) Reference (mg/mL)
(Tap Pharmaceuticals)
Leuprolide Acetate 5 (1lmg/0.2mL) 5 (1mg/0.2mL)

Sodium Chloride (a)

Benzyl Alcohol (b) 9 9
NF

Acetic Acid (c) X X
UsP

Sodium Hydroxide (c) X X
NF

Water for Injection X X
USP/EP
X X
NF

(a) = to adjust tonicity

(b) = as a preservative

(c) = to adjust pH of the test product solution to 4.0 - 6.0, and
the reference product solution to

X = ingredient present in the products.
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1
Leuprolide Acetate Bedford Laboratories
Injection, 1 mg/0.2 mL Division of Ben Venue Lab.
2.8 mL per vial Bedford, Ohio
ANDA #74-728 Submission Date:
Reviewer: F. Nouravarsani October 17, 1995
74728W.095

Review of a Waiver Request

Bedford Laboratories, Inc. has requested a waiver of bioequivalence
study requirements under 21 CFR 320.22 for its test product,
Leuprolide Acetate Injection, 1 mg/0.2 mL (2.8 mL multiple-dose
vial). The listed reference product is Lupron, Leuprolide Acetate
Injection, 1 mg/0.2 mL in 2.8 mL multiple-dose wvial (N19010-001,
April 09, 1985), manufactured for Tap Pharmaceuticals Inc. by
Abbott Laboratories.

Leuprolide Acetate, an analog of the gonadotropin-releasing hormone
is an inhibitor of gonadotropin secretion when it is used
continuously in therapeutic doses. Lupron injection has been
indicated in the palliative treatment of advanced prostatic cancer.
Lupron is a sterile aqueous solution administered as subcutaneous
injection. The recommended dose is a daily single dose of 1 mg
(0.2 mL), injected subcutaneously. Leuprolide Acetate plasma half-
life is approximately 3 hours. Its biocavailability of the
subcutaneous administration 1is comparable with the intravenous
administration (PDR, 1995).

Formulations of the test and reference products are compared in
Table 1. Note: The compositions of the reference product
formulation should not be revealed under FOI.

Comments:

1. The test product (first generic) is a sterile injectable
solution of Leuprolide Acetate in water for injection, 1 mg/0.2 mL
(2.8 mlL, multiple-dose vial).

2. Leuprolide Acetate, a white to off-white powder has water
solubility of 250 mg/mL at 25° C (AHFS Drug Information, p. 606,
1993).

3. The firm's specifications for the assay and pH of the finished
test product is 90% - 110%, and 4.0 - 6.0, respectively by the
Bedford Laboratories, Division of Ben Venue Lab. However, in order
to maintain the above specifications, Ben Venue Lab. has tightened
them to 95% - 105% for the assay, and 4.5 - 5.5 for the pH.

The reference product's specification for the solution pH is 5.7 -
6.3 (from NDA 19-010, submission dated July 08, 1983). The
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solution pH of the test product, 4.0 - 5.5 does not fall in the
range of the solution pH of the reference product, 5.7 - 6.3.

4. The concentration of sodium chloride for the test product is
6.3 mg/mL, which is the same as the concentration of sodium
chloride for the reference product, 6.3 mg/mL (from NDA 19-010,
submission dated July 08, 1983).

5. The concentration of benzyl alcohol for the test product is
9.0 mg/mL, which is the same as the concentration of benzyl alcohol
for the reference product, 9.0 mg/mL (PDR, 1995).

Deficiency:

The firm should explain the basis for selecting solution pH range
of 4.0 - 6.0. :

Recommendation:

The information submitted by Bedford Laboratories for Leuprolide
Acetate, 1 mg/0.2 mL Injection was found incomplete by the Division
of Bioequivalence. The firm should be informed of the deficiency.

Fa/Laoﬂ.Mg/ N;WL\W

Farahnaz Nouravarsani, Ph.D.
Division of Bioequivalence
Review Branch III

RD INITIALED RMHATRE _
FT INITIALED RMHATRE _Y(@~afdnf M. Mo bz Wa/g ¢
e 4 )
Concur: Seo /\/374/, At Date: //Caéé
Keith Chan, Ph.D.
Director

Division of Bioequivalence

FNouravarsani/12-11-95/74728W.095

cc: ANDA #74-728 (original, duplicate) HFD-600 (Hare), HFD-630,
HFD-658 (Mhatre, Nouravarsani), Drug File, Division File.




Table 1:

Note: The compositions of the reference product formulation should

not be revealed under FOI.

Formulations Comparison:

Ingredients Test (mg/mL) Reference (mg/mL)
(Tap Pharmaceuticals)
Leuprolide Acetate 5 (lmg/0.2mL) 5 (lmg/0.2mL)
Sodium Chloride (a) 6.3 6.3
USP
Benzyl Alcohol (b) 9 9
NF
Acetic Acid (c) X - X
UsP
Sodium Hydroxide (c) X X
NF
Water for Injection X X
o USP/EP
Nitrogen X X
NF
(a) = to adjust tonicity
(b) = as a preservative

(c) = to adjust pH of the test product solution to 4.0 - 6.0, and
the reference product solution to 5.7 - 6.3.

X = ingredient present in the products.
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_f -/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heaith Service

Food and Drug Administration

Rockviile MD 20857

ANDA 74-728

CC: TR.TP.JC.RK. SA.MV. AB. PP.

Bedford Laboratories

Attention: Robert V. Kasubic, Ph.D.
270 Northfield Road

Bedford OH 44146

Dear Sir:

Reference is made to the request for waiver of in vivo
bioequivalence study, submitted on October 17, 1995, for Leuprolide
Acetate Injection 1 mg/0.2 mL, 2.8 mL per vial.

The Office of Generic Drugs has reviewed the waiver request and
the following inquiry is provided for your consideration:

The physicochemical properties of the test and reference
listed drug should be essentially the same. The proposed pH
range of 4.0 - 6.0 is different than that of the reference
listed drug and needs to be resolved.

As described under 21 CFR 314.96 an action which will amend this
application is required, if you have any questions, please call
Jason A. Gross, Pharm.D., at (301) 594-2290. In future
correspondence regarding this issue, please include a copy of this
letter.

Sincerely yours,

P

“ Keith K. Chamn—Ph.D.

Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation

and Research




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA: #74-728 SPONSOR: Bedford Laboratories
DRUG: Leuprolide Acetate

DOSAGE FORM: Injection

STRENGTH: 1 mg/0.2 mL, 2.8 mL per vial

TYPE OF STUDY: Waiver Request

SUMMARY :

The firm requested for waiver of biocequivalence study
requirements for its test product, Leuprolide Acetate Injection,
1 mg/0.2 mL, 2.8 mL per vial. The reference listed product is
Lupron Injection, Leuprolide Acetate Injection, 1 mg/0.2 mL, 2.8
mL per vial manufactured by Tap Pharmaceuticals, Inc.

4 reedMCar Taa SC Tegn o
WAIVER OF BI CE /STUDY: ’

Waiver of biocequivalence study requirements for Leuprolide
Acetate Injection, 1 mg/0.2 mL, 2.8 mL per vial

may be granted under 21 CFR 320.22 b(l), 1995 of the
Biocavailability/Bioequivalence Regulations.

PRIMARY REVIEWER: :. Nouravarsani BRANCH: III

SIGNITURF | DATE: </3%/1996
_ a '
BRANCH CHIEF: R. Mhatre BRANCH: 111
SIGNITURE: DATE: S&8%¢
N - 7
DIRECTOR: K. Chan
DIVISION OF BIGEQUIVALENCE:
SIGNITURE: DATE: %796'

DIRECTOR:
OFFICE OF GENERIC DRUGS:
SIGNITURE: A/ /5 DATE:




TERFORD E ION AND EARCH

APPLICATION NUMBER 74728

MI BIOLOGY |




DIVISION OF CHEMISTRY I
OFFICE OF GENERIC DRUGS

Microbiologist’s Review #1

January 22, 1996
A. 1. ANDA: 74-728

APPLICANT: Bedford Laboratories
' A Division of Ben Venue Laboratorles, Inc.
Attention: Robert. V. Kasubick ‘
300 Northfield Road :
Bedford, Ohio 44146

2. PrRopUCT NAMES: Leuprolide Acetate Injection

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: -

5 mg/mL sterile solution; 2.8 mL f£ill contained:in 5 cc
multlple dose glass v1als for subcutaneous adm:l.n:x.strati'

v n.m,
4. METHODSS) OF STERILIZATION:

5. PRINCIPLE INDICATIONS: For palllatlve treatment of advanced
prostatic cancer L

6. PHARMACOLOGICAL CATEGORY:

Antinéoplastic agent/Gonadotropin releas'ing hormone agonié_;

B. 1. DATE OF INITIAL SUBMISSION: o : “
August 10, 1995 (Received by OGD on 8/14/95)
- Subject of this Review- - . - - .. leeo
2. DATE OF AMENDMENT: N/A; no amendments were submitted that :

contained sterlllty assurance 1nformat10n by the time of
this review ( : o

NDA 19-010 held by Tap Pharmaceuticals Inc. for the: .gji'_:_"

innovator drug product, Lupron® - - ... .. i




ANDA 74-728 .~ Microbiologist's Review #T

4. ASSIGNED FOR REVIEW: January 16, 1996

C. REMARKS: Microbiological validation for the 'E§;a4~
to manufacture the subject drug product was found on pages 129§
372 (Section XI). The information provided in the application was

insufficient to determine if the applicant is taking the necessary
steps to ensure the sterility of the subject drug product

(Leuprolide Acetate Injection). For example, recent revalida ’
data for B ieedss Po-

be submitted.

D. CONCLUSIONS: The submissions are therefore not recommendedzf .
approval on the basis of sterility assurance. - Specific commenﬂar
are provided in "E. Review Notes" and "Mlcroblologlst'
Letter to the Applicant".

HFD-620/initialed by RPatel

drafted by: KHMuhvich, 1/22/96 'Ulz/;(
cc:

Original ANDA 74-728
Field Copy

Page 2




DIVISION OF CHEMISTRY T
OFFICE OF GENERIC DRUGS = ' il

Microbiologist's Review #2

September 19, 1996

A. 1. ANDA 74-728

AEELICANI Bedford Laboratorles e
A Division of Ben Venue Laboratorles,
Attention: Robert V. Kasublck
300. Northfield Road
" Bedford, Ohlo 44146

AugustZl 1996 (Recetved by OGD on 8/22/96)
Major Amendment Subjectofthls Rmew o
A Ty ) FANC OIS - TSR § e
Angust 23, 1996 OGD.0a 826190, 75 .
Amendment t08121/96MaiorAmendni it
- Subject of this Review =

asgty

Pl

which were supposed to be prov1ded
in Attachment V of the amendment dated,8/21/96




NDA 19 010 held by Tap Pharmaceutlcals Inc. for
innovator drug product, Lup:r:on.@ 4 e

steps to ensure the ‘sterility of ‘the subject
(Leuprollde Acetate Injection)., Acceptable
data still needa to be subuutted. .

are prov:Lded :Ln "E. Rev:.ew Notes".
Letter to the Appllcant" :

HFD- 620/1n1t1a1ed by RPatel e
drafted,; by m{uhv:Lch %/19/96:a




DIVISION OF CHEMISTRY I
OFFICE OF GENERIC DRUGS

Microbiologist's Review #3

July 15, 1997

. ANDA: 74-728

APPLICANT: Bedford Laboratories
A Division of Ben Venue Laboratories, Inc.
Attention: Robert V. Kasubick, Ph.D.
300 Northfield Road
Bedford, Ohio 44146

. PRODUCT NAMES: Leuprolide Acetate Injection

. DOSAGE FORM AND ROUTE OF ADMINISTRATION:

5 mg/mL sterile solution; 2.8 mL fill contained in 5 cc
multiple dose glass vials for subcutaneous administration

. METHOD(S) OF STERILIZATION: Aseptic Filling

. PRINCIPLE INDICATIONS: For palliative treatment of advanced
prostatic cancer :

. PHARMACOLOGICAL CATEGORY:

Antineoplastic agent/Gonadotropin releasing hormone agonist

. DATE OF INITIAL SUBMISSION: August 10, 1995

. DATES OF AMENDMENTS:

August 21, 1996 - Major Amendment /
August 23, 1996 - Major Amendment

QOntained routine
: ~ vhich were supposed to be provided
in Attachment V of the amendment dated 8/21/96

June 27, 1997 (Received by OGD on 6/30/97)

Major Amendment - Subject of this Review
Sent in response to the Division's letter dated 3/14/97

. RELATED DOCUMENTS :

NDA 19-010 held by Tap Pharmaceuticals Inc. for the
innovator drug product, Lupron®




ANDA 74-728 Microbiologist's Review #3

3. RELATED DOCUMENTS (continued):

4. ASSIGNED FOR REVIEW: July 14, 19397

C. REMARKS: The information provided in the amendment was
gufficient to determine that the applicant is now taking the
necessary steps to ensure the sterility of the subject drug product
(Leuprolide Acetate Injection).

D. CONCLUSIONS: The submissions are therefore recommended for
approval on the basis of sterility assurance. Specific comments

are provided in "E. Review Notes."
7//{/?7

Kenneth H. Muhivich, Ph.D.

s.¢ HFD-620/initialed by RPatel ) AN\ Alan
drafted by: KHMuhvich, 7/15/97

cC:

Original ANDA 74-728
Field Copy

Page 2




