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ANDA 65-072
NOV 20 2002

West-ward Pharmaceutical Corp.

Attention: Elizabeth A. Marro

U.S. Agent for: Hikma Farmaceutica (Portugal), Lda.
435/465 Industrial Way West

Eatontown, NJ 07704

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated May 17, 2000, submitted pursuant to Section 505(3j)}
of the Federal Food, Drug, and Cosmetic Act (Act), for
Cefotaxime for Injection USP, packaged in 500 mg, 1 g, and 2 g
vials, and 1 g and 2 g infusion bottles. We note that this
product is subject to the exception provisions of Section
125(d) (2} of Title I of the Food and Drug Administration
Modernization Act of 1997.

Reference is also made to your amendment dated June 27, 2000;
and May 20, October 29, and November 15, 2002.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly the
application is approved. The Division of Bioequivalence has
determined your Cefotaxime for Injection USP, packaged in 500
mg, 1 g and 2 g vials and 1 g and 2 g infusion bottles to be
bicequivalent and, therefore, therapeutically equivalent to the
respective package sizes of the listed drug (Claforan® Sterile
for Injection, of Aventis Pharmaceuticals, Inc.).

Under Section S506A of the Act, certain changes in the conditions
described in this abbreviated application reguire 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
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.




We request that you submit, in duplicate, any proposed
advertising or promctional copy that 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 FDA 2253
(Transmittal of Advertisements and Promectional Labeling for
Drugs for Human Use) for this initial submission.

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
FDA 2253 at the time of their initial use.

Qinrerelss \?(“\HY‘S’ r

- — - ’ T - ~ NS
Gﬁk{\gyehler / l[
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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Protect from excessive light.
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:
65-072

CHEMISTRY REVIEW(S)



10.

1z2.

' VIEW. #1

ANDA  #65-072

'HAME_AND_ADDEESS_QE_AEBLIQANI

Hikma Farmaceutica {Portugal), Lda

U.S. Agent: West-Ward Pharmaceutical Corp.
Attention: < Elizabeth A. Vasquez

435/465 Industrial Way West

Eatontown, NJ 07724

Phone: 732-542-1191, ext. 68 or 732-460-0763
Fax: 732-542-6150 '

LEGAL BASIS FOR SUBMISSION
Reference drug Claforan® by Aventis Pharmaceuticals Inc.

{formerly Hoechst Marion Roussel) under NDA #50-547:
Sterile powder for 500 mg, 1 g, 2 g, and 10 g.

No unexpired patents or exclusivity for this product.

PLEM
N/A
PROPRIETARY NAME .
N/A
NONPROPRIETARY NAME
Cefotaxime for Injection USP
(Former title: Sterile Cefotaxime Sodium, USP)

AMENDMENTS AND OTHER DATES:
Original application: 5/17/00
"Acknowledge" letter: 6/28/00

PHARMACOLOGICAL CATEGORY 11. Rx or OTC .
Antibiotic Rx
RELATED IND/NDA/DMF (g).

See under #37 DME_QHEQKLISI



13.

- 14.

15.

16.

17.

DOSAGE FORM
Sterile powder

POTENCY

500 mg/vial, 1 g/vial and 2 g/vial

- CHEMICAL NAME AND STRUCTURE

Cefotaxime Sodium. 5-Thia-l-azabicyclo[4.2.0]Joct-2-ene-
2carboxylic acid, 3-[(acetyloxy)methyl]-7-[[{(2-amino-
4thiazolyl) (methoxyimino) -acetyl]amino] -8-oxo, monosodium
salt, [6R-[6a,7Bp(2)1]1-. C,H,;N,NaO,S,. 477.45. 64485-33-4.
Antibacterical. '

NaQ. (8] o
S 0
0
HzN—~<g iEL\n/JL\ *T::qifI;%I/’\‘o’JL“CHa
N N----
H s
N H H

“OCH;
T
N/A
COMMENTS
A Hikma has two applications for “Cefotaxime for
Injection”:
#65-071: 10 g base/vial (Pharmacy Bulk Package)
#65-072: 500 mg/vial, 1g/vial and 2 g/vial
B. Currently there are two approved generic versions:
Aventis (innovator): #62-659, 1 g and 2 g/vial
APP: #64-200, 500 mg, lg and 2 g/vial
#64-201, 10 g base/vial (Pharmacy Bulk Package)
S;g;us_ﬁgmmaxx_igx_ﬂﬁi;QZZi
DMF: . - -
Labeling: Not ‘acceptable (8/29/00)
EER: Acceptable
Sample: Not requested (USP drug)
Bio: _ Acceptable (7/19/00)}



18, CQHQLH5IQNS_AND_RECQMMEHDAIIQHS
- Not approvable (MINOR AMENDMENT)

19. REVIEWER: DATE COMPLETED:
Maria C. Shih 10/12/00
APPEARS THIS WAY
ON ORIGINAI.
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10.

12.

13.

14.

CHEMIST'S REVIEW NO. $2
ANDA  #65-072

NAME AND ADDRESS OF APPLICANT

Hikma Farmaceutica (Portugal), Lda

U.S. Agent: West-Ward Pharmaceutical Corp.
Attention: Elizabeth A. Vasquez '
435/465 Industrial Way West

Eatontown, NJ 07724 -

Phone: 732-542-1191, ext. 68 or 732-460-0763
Fax: 732-542-6150 '

LEGAL BASIS FOR SUBMISSION

Reference drug Claforan® by Aventis Pharmaceuticals Inc.
(formerly Hoechst Marion Roussel)} under NDA #50-547:
Sterile powder for 500 mg, 1 g, 2 ¢, and 10 g.

No unexpired patents or exclusivity for this product.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

'NONPROPRIETARY NAME

Cefotaxime for Injection USP

(Former title: Sterile Cefotaxime Sodium, USP)

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

AMENDMENTS AND OTHER DATES:

Original application: 5/17/00

"Acknowledge" letter: 6/239/00.

Amendment 1/15/01 to N/A MINOR letter 10/30/00

PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibiotic " Rx

RELATED IND/NDA/DMF (s)
See under #37 DMF CHECKLIST

DOSAGE FORM
Sterile powder

POTENCY
500 mg/vial, 1 g/vial and 2 g/vial



15.

16.

17.

" CHEMICAL NAME AND STRUCTURE

Cefotaxime Sodium. 5-Thia-l-azabicyclo[4.2. O]oct 2—ene-
2carboxylic acid, 3-[(acetyloxy)methyl]-7-[[{(2-amino-
4thiazolyl) (methoxyimino)-acetyl]amino]-8-oxo, monosodium
salt, [6R-[6a,7P{(2Z)1]1-. CicHicNsNaQsS;. 477.45. 64485-93-4.

Antibacterical.

NaQ o
O

HzN—<S 1 NS OJ\CH
NS . 3
NN SN _‘
N s
N A

H
\OCH:;
RECORDS AND REPORTS
N/A
COMMENTS

Hikma has two applications for “Cefotaxime for Injection”
465-071: 10 g base/vial (Pharmacy Bulk Package)
$65-072: 500 mg/vial, 1lg/vial and 2 g/vial

Currently there are two approved generic versions:
Aventis (innovator): #62-659, 1 g and 2 g/vial
APP: #64-200, 500 mg, 1lg and 2 g/vial
464-201, 10 g base/vial (Pharmacy Bulk Package)

In Amendment 1/15/01 flrm answers N/A (MINOR) letter
10/30/00: =

Chemistry Deficiencies:

DommawmAdtrmea Fha Axnem cnnbhotammas (17231 -

Al. Firm encloses a copy of -—— cover letter dated
1/5/01, stating the submission of an amendment. We
have not located the document yet (2/5/01).
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10.

1z2.

13.

14.

CHEMIST'S REVIEW NO.: #3

ANDA #65-072

NAME AND ADDRESS OF APPLICANT

Hikma Farmaceutica (Portugal), Lda
U.S. Agent: West-Ward Pharmaceutical Corp.
Attention: Elizabeth A. Vasquez

435/465 Industrial Way West
Eatontown, NJ 07724

Fax:  732-542-6150

LEGAL BASIS FOR SUBMISSION

‘Phone: 732-542-1191, ext. 68 or 732-460-0763

Reference drug Claforan® by Aventis Pharmaceuticals Inc.
{(formerly Hoechst Marion Roussel) under NDA #50-547:

Sterile powder for 500 mg,

1 g,

2 g, and 10 g.

No unexpired patents or exclusivity for this product.

SUPPLEMENT (s)
N/A

‘PROPRIETARY NAME

N/A

NONPROPRIETARY NAME

Cefotaxime for Injection USP

(Former title: Sterile Cefotaxime Sodium, USP)

SUPPLEMENT (s} PROVIDE (s} FOR:

N/A

AMENDMENTS AND OTHER DATES:

Original application: 5/17/00
"Acknowledge" letter: 6/29/00

GM%\%MM (Ofll’.}bo %_ﬁ

Amendment 1/15/01 to N/A MINOR letter 10/30/00
Amendment 9/26/01 to N/A (MINOR) letter 2/28/01

PHARMACOLOGICAL CATEGORY
Antibiotic :

RELATED IND/NDA/DMF (s)
See under #37 DMF CHECKLIST

DOSAGE FORM
Sterile powder

POTENCY

11. Rx or OTC
Rx

500 mg/vial, 1 g/vial and 2 g/vial

1



15.

le.

17.

CHEMICAL NAME AND STRUCTURE

Cefotaxime Sodium. 5-Thia-l-azabicyclo[4.2.0)oct-2-ene-
2carboxylic acid, 3-[(acetyloxy)methyl]-7-[[(2-amino-
4thiazolyl) (methoxyimino) -acetyl]lamino}]-8-oxo, monosodium
salt, [6R-[6(X,7B(Z)]]—. Ci6H16NsNaQ0+S8,. 477.45. 64485-93-4.
Antibacterical. '

NaO_ 0O o
S o
0
HzN——{g :]L\“/Jl\ *1—¥£?;§I//\‘0’JL‘CH3
N -
N s
N H H

“OCH;
RECORDS AND REPORTS
N/A
COMMENTS

Hikma has two applicaticons for “Cefotaxime for Injection”:
#65-071: 10 g base/vial (Pharmacy Bulk Package)
#65-072: 500 mg/vial, 1lg/vial and 2 g/vial

Currently there are two approved generic versions:
Aventis {(innovator): #62-659, 1 g and 2 g/vial
APP: #64-200, 500 mg, 1g and 2 g/vial
#64-201, 10 g base/vial (Pharmacy Bulk Package)

In Rmendment 9/26/01 Hikma replies to our N/A (MINOR) letter
2/28/01: s — T -

e Y

¢ | | ' | ”"?

additional claim under NOTE for Compatibility and
Stability of your revised insert labeling that

N (page 47). Please submit‘sﬁch
information. '

A2. Hikma submits such data in Exhibit 2.
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CHEMIST'S REVIEW NO. #4 (revised)

ANDA #65-072

NAME AND ADDRESS OF APPLICANT

Hikma Farmaceutica (Portugal), Lda
U.S. Agent: West-Ward Pharmaceutical Corp.

. Attention: Elizabeth A. Vasquez

435/465 Industrial Way West
Eatontown, NJ 07724

Phone: 732-542-1191, ext. 68 or 732-460-0763
Fax: 732-542-6150

LEGAL BASIS FOR SUBMISSION

Reference drug Claforan® by Aventls Pharmaceuticals Inc.
(formerly Hoechst Marion Roussel) under NDA #50-547:
Sterile powder for 500 mg, 1 g, 2 g, and 10 g.

No unexpired patents or exclusivity for this product.

10.
12.
13.

14.

SUPPLEMENT {s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Cefotaxime for Injection USP
(Former title: Sterile Cefotaxime Sodium, USP)

- SUPPLEMENT (s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER - DATES:

Original application: 5/17/00

"Acknowledge" letter: 6/29/00

Amendment 1/15/01 to N/A MINOR letter 10/30/00
Amendment 9/26/01 to N/A (MINOR) letter 2/28/01
Amendment 5/20/02 to N/A (MINOR) letter 12/12/01

PHARMACOLOGICAL CATEGORY 11. Rx cor QTC
Antibiotic , Rx

RELATED IND/NDA/DMF(s)
See under #37 DMF CHECKLIST

DOSAGE FORM

Sterile powder

POTENCY
500 mg/vial, 1 g/vial and 2 g/vial



15.

16.
17.

CHEMICAL NAME AND STRUCTURE

Cefotaxime Sodium. 5-Thia-l-azabicyclo[4.2.0]oct-2-ene-
2carboxylic acid, 3-{{acetyloxy)methyl]-7-[[(2-amino-
4thiazolyl) (methoxyimino)-acetyllamino] -8-oxo, monosodium
salt, [6R-[6a,7Pp{(2)]1]-. Ci¢HigNsNa07S,. 477.45. 64485-93-4.

- Antibacterical.

L

“OCH;

RECORDS AND REPORTS N/A

COMMENTS

Hikma has two applications for “Cefotaxime for Injection”
#65-071: 10 g base/vial (Pharmacy Bulk Package)
#65-072: 500 mg/vial, lg/vial and 2 g/vial

Currently there are two approved generic versions:
Aventis (innovator): #62-659, 1 g and 2 g/vial
APP: #64-200, 500 mg, 1lg and 2 g/vial
#64-201, 10 g base/vial (Pharmacy Bulk Package)

In Amendment 5/20/02 Hikma replies to our N/A (MINOR) letter
12/12/01: {(All are acceptable) :

Q1. ~

Al.

ot




18.

19.

!.
W,

Note:

o - — -

For the other approved ANDAs

) R o ___ is
used for different configurations (attached). :

Status Summary for #65-072:

DMF : ———— adequate

Labeling: Acceptable 18436/0% ”//q/a:.- A gs
EER: Acceptable 9/13/01

Sample: Not requested (USP drug)

Bio: Acceptable (8/4/00)

Microbiology: Acceptable (7/5/02)

CONCLUSIONS AND RECOMMENDATIONS

Approval recommended 4pernding fabeling) 'V(q/vz.ﬁ4ei

REVIEWER: DATE COMPLETED:
Maria C. Shih 7/23/02. {Revised)
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Labeling{continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength ‘
vs Adult; Oral Solution vs Concentrate, Warning Statements that might be in
red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely
inconsistent between labels and labeling? Is "Jointly Manufactured by...",
statement needed?

Failure to describe solid oral dosage form |dent|fy|ng markings in HOW
| SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims *
which appear in the insert labeling? Note: Chemist should confirm the data
has been adequately supported.

*See NOTE TO THE CHEMIST

Scoring: Describe scoring configuration of RLD and applicant (page #) in
the FTR T

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement
been confirmed?

Do any of the inactives differ in concentration for this route of
administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in
neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the
composition statement?

Has the term "other ingredients™ been used to protect a trade secret? If so,
is claim supported?

Failure to list the coloring agents if the composmon statement lists e.g.,
Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in
DESCRIPTION?

Failure to list dyes in imprinting inks? (Colorlng agents e.g., iron oxides
need not be listed)

USP Issues: {FTR: List USP/NDAJANDA dlspensmglstorage
recommendations)

Do container recommendatlons fail to meet or exceed USP/NDA
recommendations? If so, are the recommendations supported and is the
difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant
container?

Failure of DESCRIPTION to meet USP Description and Solubility *
information? If so, USP information should be used. However, only include

solvents appearing in innovator labeling.
*same as RLD

Bioequivalence Issues: (Compare bioeqivalency values: msert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food
study done?

Has CLINICAL PHARMACOLOGY been mod:f' ed? If so, briefly detail
wherel/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or
cumulative supplement for verification of the latest Patent or Exclusivity.

List expiration date for all patents, exclusivities, etc. or if none, please state.

1
i v

> -




NOTE/QUESTION TO THE CHEMIST:

" Has the firm submitted adequate data to support the compatibility and stability claims which appear in the
DOSAGE AND ADMINISTRATION/Compatibility and Stability section of the insert labeling?

1 [See p. 000060 and 000061 of section V].

FOR THE RECORD:

1. Labeling model:

Claforan®, by Hoechst Marion Roussel, Inc.
NDA 50-547/5-045 approved 4/24/97

2. The ingredient listed in the DESCRIPTION section is consistent with the firm’s components and
' composition statements.
[Vol. B1.1, p. 000146]

3. Manufacturing Facility

Hikma Farmaceutica (Portugal), Lda
Terrugem Snt — Portugal

fvol. B1.1]
4, Patent and exclusivity —none pending
5. Storage and/or Dispensing:
USP - Preserve in containers for sterile solids as described under Injections
NDA, - Claforan in the dry state should be stored below 30°C. The dry material as well
as sofutions tend to darken depending on storage conditions and should be
protected from elevated temperatures and excessive light.
ANDA - ~ Same as.NDA
6. CONTAINER:

Section Xl is missing from red/B 1.1 and B1.2 volumes. | can obtain the information later from
the biue volume. : :

7. 500 mg, 1 g, 2 g viais —10 mL vials
1 g, 2 g infusion bottles - 100 mL bottles
[Vol.B1.1, p. 114]

8. BioavailabiIityIBioequivaIénce:

— Pending : :

- NOTE: Due to the solubility of this drug product, the L. M. route of administration does not
require a bio. study. The package insert labeling does not indicate that the I.M. dose forms a
suspension.
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NOTE/QUESTION TO THE CHEMIST:

Has the firm submitted adequate data to support the compatibility and stability claims which appear in the
DOSAGE AND ADMINISTRATION/Compatibility and Stability section of the insert labeling?
[See p. 000060 and 000061 of section V].

FOR THE RECORD:

1.

Labeling model:

Claforan®, by Hoechst Marion Roussel, Inc.
NDA 50-547/S-045 approved 4/24/97

The ingredient listed in the DESCRIPTION section is consistent with the firm’s components and
composition statements.
[Vol. B1.1, p. 0001486}

Manufacturing Facility

Hikma Farmaceutica (Portugal), Lda
Terrugem Snt — Portugal
[vol. B1.1]

Patent and exclusivity —none pending
Storage and/or Dispensing:
USP - Preserve in containers for sterile solids as described under Injections

NDA - Claforan in the dry state should be stored below 30°C. The dry material as well
as solutions tend to darken depending on storage conditions and should be
protected from elevated temperatures and excessive light.

ANDA - Same as NDA
CONTAINER:

Section Xl is missing from red/B 1.1 and B1.2 volumes. However, the container and stopper was
found to be satisfactory by the chemist, “coloriess, molded, : ——— ., bottles with the capacity
of 10 mL with 22 mm neck or 100 mL with 32 mm neck”. -

500 mg, 1 g, 2 g vials ~10 mL vials
1 g, 2 g infusion bottles - 100 mL bottles
[Vol.B1.1, p. 114]

Bioavailability/Bioequivalence:

— NOTE: Due to the solubility of this drug product, the |.M. route of administration does not
require a bio. study. The package insert labeling does not indicate that the |.M. dose forms a
suspension.

- The waivers of in vivo bioequivalence study requirements for this ANDA was granted on

7/14/2000. '

LABELING: DOSAGE AND ADMINISTRATION/Compatibility and Stability

The RLD contains the statement, “Reconstituted solutions stored in original containers and plastic
syringes remain stable for 13 weeks frozen”. We will not request the firm to print this statement
because their insert labeling contains another paragraph found in the labeling of the RLD which
refers to storing the drug product for 13 weeks under frozen conditions.
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APPROVAL SUMMARY

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

-ANDA Number: . =~ 65-072
Date of Submission:  September 26, 2001

Applicant's Name: Hikma Farmaceutica (Portugal), Lda.
' (U.S. Agent: West-Ward Pharmaceutical Corp.)

Established Name: Cefotaxime for injection USP, 500 mg, 1gand2 g

NOTE: DO NOT APPROVE ANDA 65-072 BEFORE THE APPROVAL OF ANDA 65-071, DUE TO
REFERENCE OF BOTH DRUG PRODUCTS IN THE HOW SUPPLIED SECTION.

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes
Container Labels: 500 mg, 1 g, 2 g vials and 1 g, 2 g infusion bottles
- Satisfactory in final print as of the September 26, 2001, submission.
CARTON: 500 mg - 10 vials

1g - 10, 25 and 50 vials

2g - 10, 25 and 50 vials

1g — 10s infusion bottles

2g - 10s infusion bottles
- Satisfactory in final print as of the September 26, 2001, submission.
Professional Package Insert Labeling
- Satisfactory in final print as of the September 26, 2001, submission.
Revisions needed post-approval:

1. CARTON
Relocate the statement, “Retain in carton untii time of use” to the top panet in bold upper
case print.
2. INSERT
a. General Comment
Improve the readability of the superscripts by increasing the print size.
b. INDICATIONS AND USAGE/Prevention
Start a new paragraph with the sentence, “—patients undergoing...”.
c. PRECAUTIONS ' '
' Start a new paragraph with the sentence, “As with other' ™—— o __ ... -
d. DOSAGE AND ADMINISTRATION '
' i, In the title revise “ADMINISTRATIONS” to read “ADMINISTRATION".
ii. Neonates, Infants and Children
Start a new paragraph with the sentence, “Infants and...”
jii. Compatibility and Stability
- Revise the font of the subsection heading to be consistent with your other
subsection headings.
- Relocate the last paragraph, “Solutions of ... frozen” to appear immediately
prior to the text, “NOTE:...".
BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Claforan®

NDA Number; 50-547

NDA Drug Name: Cefotaxime for Injection, USP

NDA Firm: Hoechst Marion Roussel, Inc. :
Date of Approval of NDA Insert and supplement #5-045 approved 4/24/97
Has this been verified by the MIS system for the NDA?

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: RLD

Basis of Approval for the Carton Labeling: RLD
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Other Comments

APPEARS THIS WAY
ON ORIGINAL




FOR THE RECORD:

1.

Labeling model:

Claforan®, by Hoechst Marion Roussel, Inc.

NDA 50-547/S-045 approved 4/24/97 and S-047 épproved 1/18/02

NOTE: . :
« The labeling of the PRECAUTIONS/Drug Laboratory Test Interactions, ADVERSE -
_ REACTIONS/Cutaneous/Cephalosporin Class Labeling and OVERDOSAGE sections

were based on the approved revisions in $-047 [The other portions of the insert labeling were
based on S-045]. :

« The PRECAUTIONS/Carcinogenesis, Mutagenesis , Pregnancy and Nonteratogenic Effects
subsections which were included in the approval letter for $-047 were not included in the
updated labeling supplied to our Office from the new drug division. After numerous attempts
to obtain the updated text from the Division of Anti-Infective Drug Products, a decision was
made to continue to use the approved insert labeling from 8-045 for these sections.

The ingredients listed in the DESCRIPTION section is consistent with the firm's components and

composition statements.

Vol. B1.1, p. 000148]

Manufacturing Facility

Hikma Farmaceutica (Portugal), Lda

Terrugem Snt — Portugal

[vol. B1.1]

Pate_aht and exclusivity —none pending

Storage and/or Dispensing:

USP - Preserve in containers for sterile solids as described under Injections |

NDA - Claforan in the dry state should be stored below 30°C. The dry material as well
as solutions tend to darken depending on storage conditions and should be
protected from elevated temperatures and excessive light.

ANDA - Same as NDA

* CONTAINER:

Sectidn XIi is missing from red/B 1.1 and B1.2 volumes. However, the container and stopper was
found to be satisfactory by the chemist, “colorless, molded, ~———_botties with the capacit
of 10 mL with 22 mm neck or 100 mL with 32 mm neck”. :

500 mg, 1 g, 2 g vials 10 mL vials

1 g, 2 g infusion bottles - 100 mL bottles
[Vol.B1.1, p. 114]

Bioavailability/Bioequivalence:

— NOTE: Due to the solubility of this drug product, the LM. route of administration does not
require a bio. study. The package insert labeling does not indicate that the .M. dose forms a
suspension.

- The waivers of in vivo bicequivalence study requirements for this ANDA was granted on

7/14/2000. : - :

E'@'l
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10.

LABELING: DOSAGE AND ADMINISTRATION/Compatibility and Stability

The RLD contains the statement, “Reconstituted solutions stored in original containers and plastic
syringes remain stable for 13 weeks frozen”. We will not request the firm to print this statement
because their insert labeling contains another paragraph found in the labeling of the RLD which
refers to storing the drug product for 13 weeks under frozen conditions. ' -

The firm plans to submit a letter of commitment to revise the storage recommendatiohs.
[See to volume 4.1]

cc:

APPEARS THIS way
ON ORIGINAL
Date pf Review: 11/7/02 '
' Date of Subgission: 10/29/02 - ' -
%‘r — ' : Y A SRR
wf’?f wer . ' Date
i ungil, Pharm.D.
Actifig Team Leader . Date

Captain Lillie Golson

ANDA: 65-072

DUP/DIVISION FILE :
HFD-613/JCouncil/LGolson (no cc)
VAFIRMSAM\HIKMA\L TRS&REV\65072ap.IL.doc
Review - : ‘

From Chem Rev #4:
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REVIEW OF PROFESSIONA LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was | X
assured. USP 25

Is this name different than that used in the Orange Book? *CEFOTAXIME X
SODIUM : :

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? if yes, complete this
subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider:
Misleading? Sounds or looks like another name? USAN stem present?
Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature
Committee? If so, what were the recommendations? If the name was
unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or
NDA? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the
Poison Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if
| given by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS
sections and the packaging configuration?

is the strength and/or concentration of the product unsupported by the
insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic
ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually
cartoned? Light sensitive product which might require cartoning? Must the
package insert accompany the product? '

Are there any other safety concerns?

Labeling -

Is the name of the drug unclear in print or lacking in prominence? (Name
should be the most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo largei‘ than 1/3 container label? (No regulation - see
ASHP guidelines}




Labeling{continued)

["Joes RLD make special differentiation for this label? (i.e., Pediatric strength
vs Adult; Ora! Solution vs Concentrate, Warning Statements that might be in
red for the NDA)

is the Manufactured by/Distributor statement incorrect or falsely
inconsistent between labels and labeling? Is "Jointly Manufactured by...",
statement needed?

Failure to describe solid oral dosage form identifying markings in HOW
SUPPLIED? ‘

Has the firm failed to adequately support compatibility or stability claims
which appear in the insert labeling? Note: Chemist should confirm the data
has been adequately supported

*See NOTE TO THE CHEMIST _

Scoring: Describe scoring configuration of RLD and applicant {page #) in
the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where mactwes are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement
been confirmed?

Do any of the inactives differ in concentration for this route of
administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in
neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the
composition statement?

Has the term "other ingredients” been used to protect a trade secret? If $0,
is claim supported?

Failure to list the coloring agents if the composition statement lists e.g.,
Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in
DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides
need not be listed)

USP Issues: {FTR: List USP/NDAJANDA dispensing/storage
recommendations) '

Do container recommendations fail to meet or exceed USP/NDA
recommendations? If so, are the recommendations supported and is the
difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

is the product light sensitive? If so, is NDA and/or ANDA in a light resnstant
container?

Failure of DESCRIPTION to meet USP Description and Solubility
information? If so, USP information should be used. However, only include
solvents appearing in innovator labeling.

*same as RLD

Bioequivalence Issues: (Compare bioeqivalency values: insert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food
study done?

Has CLINICAL PHARMACOLOGY been modif‘ ed? If so, briefly detail
where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or
cumulative supplement for verification of the latest Patent or Exclusivity.
List expiration date for all patents, exclusivities, etc. or if none, please state.

s e
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' REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was
assured. USP 24

s this name different than that used in the Orange Book?

1 If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a propnetary name? If yes, complete this
subsection.

Do you find the name objectlonable‘? List reasons in FTR, if so. Con5|der
Misleading? Sounds or looks like another name? USAN stem present?
Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature
Committee? If s0, what were the recornmendations? If the name was
unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or
NDA? Hf yes, describe in FTR.

Is this package size mismatched with the recommended dosage" If yes, the
Poison Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if
given by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS
sections and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the
"insert labeling?

Is the color of the container {i.e. the color of the cap of a mydriatic
ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually
cartoned? Light sensitive product which might require cartoning? Must the
package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unciear in print or lacking in prominence? (Name
should be the most prominent information an the label).

Has applicant failed to clearly differentiate muiltiple product strengths?

Is the corporate jogo larger than 1/3 container label? {No regulation - see
ASHP guidelines)




Labeling(continued)

Does RLD make special differentiation for this label? {i.e., Pediatric strength
vs Adult; Oral Solution vs Concentrate, Warning Statements that might be in
red for the NDA)

Is the Manufactured by/Distributor statement incorrect or fatsely
inconsistent between labels and labeling? Is "Jointly Manufactured by..."
statement needed?

Failure to describe solid oral dosage fom1 |dent|fy|ng markings in HOW
SUPPLIED?

Has the firm failed to adequately support compatibility or stablllty claims
which appear in the insert labeling? Note: Chemist should confirm the data
has been adequately supported.

*Sea NOTE TO THE CHEMIST

Scoring: Describe scoring configuration of RLD and applicant (page #) in
the FTR '

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement
been confirmed?

Do any of the inactives differ in concentration for this route of
administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in
neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the
composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so,
is claim supported?

Failure to list the coloring agents if the composition statement lists e.g.,
Opacode, Opaspray?

Failure to list gelatin, coloring agents, antimicrobiais for capsules in
DESCRIPTION?

Failure to list dyes in imprinting inks? (Coionng agents e.g., iron oxides
need not be listed)

USP Issues: (FTR: List USPINDA/ANDA dispensing/storage .
recommendations)

Do container recommendations fail to meet or exceed USP/NDA
recommendations? If so, are the recommendations supported and is the
difference acceptable?

Does USP have labeling recommendations? {f any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant
container? '

Failure of DESCRIPTION to meet USP Description and Solubility
information? If so, USP information should be used. However, only include
solvents appearing in innovator labeling.

*same as RLD

Bioequivalence Issues: (Compare bioegivalency values: insert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food
study done?

Has CLINICAL PHARMACOLOGY been modified? If so, hnefiy detail
wherelwhy.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or
cumulative supplement for verification of the latest Patent or Exclusivity.
List expiration date for all patents, exclusivities, etc. or if none, please state.

!
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 NOTE/QUESTION TO THE CHEMIST:

Has the firm submitted adequate data to support the compatibility and stability claims which appear in the

DOSAGE AND DMINISTRATION/Cornpatibility and Stability section of the insert labeling? ( _
[See p. 000 and 000061 of secfign V] Cla
? T c«h oty I ﬁﬂ’i { ;Lﬁr F4% XV /7 /0/
FOR THE RECORD:
| peksd Tp CE’ 2.k (({ (A .
1. Labeling model: o 7 _

Claforan®, by Hoechst Marion Roussel, Inc.
NDA 50-547/5-045 approved 4/24/97

2. The ingredient listed in the DESCRIPTION section is consistent with the firm's components and
composition statements.
[Vol. B1.1, p. 000146]

3 Manufacturing Facility

Hikma Farmaceutica (Portugal), Lda
Terrugem Snt — Partugal

[vol. B1.1]
4 Patent and exclusivity —none pending
5. Storage and/or Dispensing:
USP - Preserve in containers for sterile salids as described under Injections
NDA - Claforan in the dry state should be stored below 30°C. The dry material as well
as solutions tend to darken depending on storage conditions and should be
protected from elevated temperatures and excessive light.
ANDA - Same as NDA |
6. CONTAINER:

Section Xl is missing from red/B 1.1 and B1. 2 volumes | can obtain the information later from
the blue volume.

7. 500 mg, 1 g, 2 g vials =10 mL vials
1 g, 2 g infusion bottles - 100 mL bottles
[Vol.B1.1, p. 114]

8. Bioavailability/Bioequivalence:

— Pending

-~ NOTE: Due to the solubility of this drug product, the 1. M. route of administration-does not
require a bio. study. The package insert labeling does not indicate that the 1.M. dose forfhs a
suspension.



THIS APPROVAL SUMMARY SUPERSEDES THE FIRM'S APPROVAL SUMMARY FOR THE FIRM'S

SEPTEMBER 26, 2001 SUBMISS!ON. :
APPROVAL SUMMARY

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA_Number: 65-072
Date of Submission:  October 29, 2002

Applicant's Name: Hikma Farmaceutica (Portugal), Lda.
(U.S. Agent: West-Ward Pharmaceutical Corp.)

Established Name: Cefotaxime for Injection, USP
500 mg, 1 g and 2 g vials
1 g and 2 g infusion bottles
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes
Container Labels: 500 mg, 1 g, 2 g vials and 1 g, 2 g infusion bottles
- Satisfactory in final print as of the September 26, 2001, submission. [Volumes 3.2, 3.3&34]
CARTON: 500 mg — 10 vials
19 - 10, 25 and 50 vials
29 - 10, 25 and 50 vials
1g — 10s infusion botties
2g - 10s infusion bottles
- Satisfactory in final print as of the September 26, 2001, submission, [Volumes 3.2, 3.3 & 3 4]
Professional Package Insert Labeling
- Satisfactory in final print as of the October 29, 2002, submission. [Code# Issued/Oct. 2002] {Volume 4.1)

Revisions needed post-approval:
1. CONTAINER: Vials ~ Revise to read, “Retain in carton...”. [Add “in"].

2. CARTON

Relocate the statement, “Retain in carton until tlme of use” to the top pane! in bold uppercase print.
3. INSERT
a. INDICATIONS AND USAGE/Prevention
Start a new paragraph with the second sentence, “__patients undergomg
b. PRECAUTIONS (General)
Start a new paragraph with the fourth sentence of the last paragarph, “As with other

c. DOSAGE AND ADMINISTRATION
i. Neonates, Infants and Children
Start a new paragraph with the second sentence of the last paragraph “Infants and..
ii. Compatibility and Stability
- Revise the font of the subsection heading to be consistent W|th your other-
subsection headings. '
- Relocate the last paragraph, “Solutions of ... frozen” to appear immediately prior to the
text, “NOTE:...". :

BASIS OF APPROVAL:
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Claforan®
NDA Number: 50-547
NDA Drug Name: Cefotaxime for injection, USP
NDA Firm: Hoechst Marion Roussel, Inc.
Date of Approval of NDA Insert and supplement # 5-045 approved 4.24.97 and S-047 approved 1.18.02
(See FTR#1] -
Has this been verified by the MIS system for the NDA?
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: RLD
Basis of Approval for the Carton Labeling: RLD

1
3
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ANDA APPROVAL SUMMARY

_ANDA #; 65-072 ' ._FIRM: Hikma Farmaceutica (Portugal), Lda -
 DRUG PRODUCT: Cefotaxime for Injection USP
rbOSAGE: Stérile powdér | |
STRENGTH: 500 mgfvial; 1 g/vial and 2 g/vial
CAMP STATEMENT/EIR UPDATE STATUS: Acceptable 9/13/01
BIO STUDY: Acceptable 8/4/OQ

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Not requested (USP drug)

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN CONTAINER
SECTION): The container/closure system used in the stability is the same
as those described in the container section.

LABELING: Acceptable T6#4%70T “Wigloz, M5 fal->
STERILIZATION VALIDATION: Acceptable 7/5/02
_ SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): See below

SIZE OF STABILITY BATCHES -~ (IF DIFFERENT FROM BIO BATCH, WERE THEY
MANUFACTURED VIA THE SAME PROCESS?): See below

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

Pilot batches for the five presentations: vials for 500 mg/lO mL
(#9028, —™————vials)}, vials for 1 g/lO mL (#9029, e Vvials),
= _vials (bottles) for 1 ¢g/100 mL (#9032, -~ vials), ~—=—— vials
for 2g/10 mL (#9030, -~~—— vials), and _~=— vials (bottles) for 2 g/100
mL (#9031, —— wvials). They are no less than - of the proposed
maximum production sizes. :

Specifications for active ingredient: Under #23A

Specifications for the finished product: Under #28 and #29

CHEMIST: - Maria C. Shih ‘ . DATE: 7/23/02

SUPERVISOR:: Richard Adams DATE:
. ’ 4ﬁg/$t~



ANDA 65-072

- OFFICE OF GENERIC DRUGS
Food and Drug Administration
HFD-600, Metro Park North IT
7500 Standish Place, Room 150

Rockville, MD 20855-2773
Fax: 301-594-0180

FAX TRANSMISSION COVER SHEET

TO: APPLICANT: Hikma Farmaceutica TEL: 732-542-1678 x 7068
{Portugal), Lda.
_ FAX: 732-542-6150
ATTN: Elizabeth Marro .
: _ PROJECT MANAGER: 301-827-5789
FROM: Mark Anderson '

Dear Madam:

This facsimile is in reference to your abbreviated new drug application dated May 16, 2000, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cefotaxime for Injection USP,
500 mg, 1 g, and 2 g vials, and 1 g and 2 g infusion bottles.

- We are pleased to inform you that this application is APPROVED!

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW,

if received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissermination, copying, or other action 1o the content of this cormrmmication is not authorized. I you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-072

CORRESPONDENCE



UJQSt- lllOl‘d - " 465 Industrial Way West, Eatontown, NJ 07724

PHARMACEUTICAL CORP. _ 732-542-1678 FAX 732-542-6150

LABELING TELEPHONE FAX
AMENDMENT

November 15, 2002

Office of Generic Drugs, CDER, FDA YEOP VT ARCHEIVAE™
Document Control Room COPY 2 - REVIEW
Metro Park North II, HFD 600 ORIG AMENDMENT

7500 Standish Place, Room 150 N/ .
Rockville, MD 20855-2773 / AF

Attn: Lillie Golsen

UPS NEXT DAY AIR

Re: Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 g/Bottle
ANDA65-072/LABELING TELEPHONE AMENDMENT

Dear Ms. Golson:

Reference is made to the pending original ANDA submission dated May 17, 2000 for
Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 g/Bottle and
your telephone request for a Statement of Commitment for the dry powder storage conditions per
the current USP.

On behalf of Hikma Farmaceutica and acting as their U.S. Agent, we submit their Commitment
to make the storage statement change requested prior to marketing for commercial distribution.
See attached commitment.

We are confident that the information provided in this telephone fax amendment will satisfy your
requests and we look forward to your prompt approval of this original ANDA.

| Sincerely, ‘ _ _ _
ﬂvm GL S RECEIVED
Elizabeth A-Marro ' '

Senior Director, Regulatory Affairs and Quality Assurance 'NOV 1 g200?
cc: Cristina Neves — Hikma Farmaceutica ' ‘
OGD /CDER



uIGSt' word ' R 465 Industrial Way West, Eatontown, NJ 07724 |

PHARMACEUTICAL CORP. 732-542-1678 FAX 732-542-6150

LABELING AMENDMENT

- October 29, 2002

COPY 1 - ARCHIVAL
COPY 2 - REVIEW -
COPY 3-FIELD

Office of Generic Drugs, CDER, FDA
Document Control Room

Metro Park North II, HFD 600

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Attn: Mark Anderson

UPS NEXT DAY AIR

Re: Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 g/Bottle
ANDA 65-072/LABELING AMENDMENT '

Dear Mr. Anderson:

Reference is made to the pending original ANDA submission dated May 17, 2000 for
Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 ngottle and
your facsimile labeling deficiency letter dated August 29, 2002. Additionally, on September 26,
2002 Dr. Council from the FDA’s Labeling Branch phoned to say that not all changes that were
outlined in the August 29" fax were to be made at this time. We have included a copy of an e-
mail detailing the FDA contact with only those changes requested by Dr. Council. |

On behalf of Hikma Farmaceutica and ‘acting as their U.S. Agent, we submit 12 final printed
package inserts and 4 side by side compansons with the labeling that was submitted in a 9/26/01
correspondence. :

We are confident that the information provided in this amendment will satisfy your requests and
we look forward to your prompt approval of this original ANDA.

Sincerely,

Rloir8ei

Elizabeth A, Marro o o i

Senior Director, Regulatory Affairs and Quality Assurance _ : :

cc: Cristina Neves — Hikma Farmaceutica RECEIVED
neT 3 02002
OGD/CDER



west'wnrd o - | 465 Industrial Way West, Eatontown, N;J 07724

PHARMACEUTICAL CORP. : 732-542-1678 FAX 732-542-6150

' MINOR AMENDMENT-RESPONSE TO
~ MICROBIOLOGY

May 20, 2002 | S
Office of Generic Drugs, CDER, FDA m
Document Control Room COPY 2 - REVIEW
Metro Park North II, HFD 600 COPY 3 - FIELD

7500 Standish Place, Room 150
Rockville, MD 20855-2773
Attn: Mark Anderson

UPS NEXT DAY AIR

Re: Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 g/Bottle
ANDA 65-072/MINOR AMENDMENT MICROBIOLOGY RESPONSE TO 12/12/01 FACSIMILE

Dear Mr. Anderson:

Reference is made to the pending original ANDA submission dated May 17, 2000 for
Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 g/Bottle and
your 2™ facsimile deficiency letter received on December 12, 2001.  On behalf of Hikma
Farmaceutica and acting as their U.S. Agent, we submit the attached response to the
Microbiology deficiencies.

We are confident that the information provided in this amendment will satisfy your requests and
~ we look forward to your approval of this original ANDA.

Elizabeth A. Marro | | X RECEIVED
Senior Director, Regulatory Affairs and Quality Assurance
| o MAY 2 2 2002

OGD/CDER

cc: Cristina Neves — Hikma Farmaceutica



West-ward

465 Industrial Way West, E .
PHARMACEUTICAL CORP. y West, Eatontown, NJ 07724

732-542-1678 FAX 732-542-6150

v@@d

COPY 1 - ARCHIVAL

May 17, 2000

Office of Generic Drugs, CDER, FDA

Document Conirol Room , _ _ COPY 2 - REVIEW
Metro Park North IT, HFD 600 R COPY 3 -FIELD
7500 Standish Place, Room 150 .

Rockville, MD 20855-2773 '

Attn: Gary Buehler

Acting Director, Office of Generic Drugs (0 (’2®(
UPS NEXT DAY AIR
Re: Cefotaxime for Injection, USP

(Equivalent to 500 mg Base/Vial, 1 g Base/Vial,and 2 g Base/ Vial)
ORIGINAL ANDA

Dear Mr. Buehler:

In accordance with the statutory provisions governing ANDA requirements outlined in Section
505(j) of the Federal Food, Drug and Cosmetic Act we submit on behalf of Hikma Farmaceutica
of Portugal an Abbreviated New Drug Application for Cefotaxime for Injection, USP
(Equivalent to 500 mg Base/Vial, 1 g Base/Vial, and 2 g Base Vial). West-ward Pharmaceutical
Corp. is the authorized U.S. Agent for U.S. FDA submissions on behalf of Hikma Farmaceutica
of Portugal. : '

This drug product is the generic equivalent of Claforan® manufactured by Hoechst Marion
Roussel under NDA 50-547 and NDA 62-659. The drug product for which the applicant seeks
approval will be manufactured, packaged and labeled at Hikma Farmaceutica located at EN9,
Cruzamento de Vila Verde-Fervenca 2715-775 TERRUGEM SNT —Portugal under Drug Master
File Number - — (CFN 9614121). '

In support of this ANDA submission, enclosed please find the following:

. VOLUMES 1of4,20f4, 30f4 AND 4 of 4 (4 Red Binders)
LABELING, CHEMISTRY AND MANUFACTURING CONTROLS

. VOLUME 1 of 1 (1 Orange Binder) _
IN VIVO BIOEQUIVALENCE WAIVER REQUEST

. VOLUME 1 of 4, 2 of 4, 3 of 4 AND 4 of 4 (4 Blue Binders)
ARCHIVAL COPY



In addition, a Third Copy (FIELD COPY - Burgundy Binders) is being submitted as required
under Title 21 CFR Part 314. This third copy is to be used for a Pre-approval Inspection by FDA
investigators to audit application commitments and statements against actual manufacturmg
practices. The applicant certifies that this FIELD COPY is a true copy of the original
submission. (SEE SECTION XXI — FIELD COPY Certification.)

All"correspondence regarding this application should be directed to the undersigned. | All
telephone communications should be directed to 732-542-1191; ext. 68 or 732-460-0763. The
facsimile number is 732-542-6150.

We look forward to your review of this ANDA and await notification of receipt of this
submission.

Sincerely,
Mplgm 9 0 a,@ﬁ%t
Elizabeth A. Vasquez
Senior Director, Regulatory Affairs and Quality Assurance

cc: Dr. Cristina Neves — Hikma Farmaceutica -

L 's'q
B
A



w35t" u.lﬂrd ' 465 Industrial Way West, Eatontown, NJ 07724

October 12, 2000 e pet

TCOPY 1 -

Office of Generic Drugs, CDER, FDA \) ARCIHYVAL
Document Control Room ¢ COPY 2 - REVIEW
Metro Park North IT, HFD 600 “p “-COPY 3 - FIELD
7500 Standish Place, Room 150 : - ,
Rockville, MD 20855-2773 _ NDA ORIG AMENDMENT:
Attn: Mark Anderson w N / o

Project Manager A A’

UPS NEXT DAY AIR

Re: Cefotaxime for Injection, USP
(Equivalent to 500 mg Base/Vial, 1 g Base/Vial, and 2 g Base/Vial)
ANDA 65-072
AMENDMENT TO A PENDING ANDA-CORRECTED LABORATORY DATA

Dear Mr. Anderson:

Reference is made to pending ANDA 65-072 for Cefotaxime for Injection, USP. At this time we
submit an amendment to correct several discrepancies noted in the stability data presented in the
original submission dated May 17, 2000. West-ward Pharmaceutical Corp. is the authorized
U.S. Agent for U.S. FDA submissions on behalf of Hikma Farmaceutica of Portugal. The
following information is provided. :

'During an internal review of the laboratory notebooks for total accuracy and in anticipation of an
FDA Pre-Approval Inspection, the Quality Control Laboratory Manager noted some minor
corrections to the stability data reported in the original ANDA submission - Section XVI
(Stability of Finished Dosage Form). 1t is noteworthy to mention that a satisfactory C}NW
Inspection with no FD-483 was the outcome of the September 25 - October 2, 2000 FDA.

Inspection.

The following pages from Section XVI of the original ANDA are being replaced. Forease«of
review, the paginated sheet is the replacement sheet and the copy immediately. following- i3~

hilighted and annotated with the data being amended including the reason for the change. I '

addition, for the LTRT data replacement pages we have provided the data for timepoints up to
the present date.

500mg/10ml (BN 9028); previously page 1360 - Accelerated Testing
2g/10ml (BN 9030); previously page 1365 - LTRT Testing .
1g/100ml (BN 9032); previously ppERRFORN =

[RCRIg
o

PHARMACEUTICAL CORP. ' 732-542-1678 FAX 732-542-6150




" We appreciate your review of the amended data as presented in this submission for Section XVI |
on stability of the finished dosage form. If you have any questions, please feel free to contact the
undersigned. S : _

Sincerely,
b aiﬁﬂd’
Elizabeth A. Vasquez

Senior Director, Regulatory Affairs and Quality Assurance
cc: Cristina Neves — Hikma Farmaceutica

——



wQSt' wﬁrd . 465 Industrial Way West, Eatontown, NJ 07724

PHARMACEUTICAL CORP. 732-542-1678 FAX 732-542-6150

MINOR AMENDMENT-RESPONSE TO
CHEMISTRY DEFICIENCIES

September 26, 2001

Office of Generic Drugs, CDER, FDA COPY 1 - ARCHIVAL
Document Control Room | COPY 2 - REVIEW
Metro Park North II, HFD 600 COPY 3 - FIELD

7500 Standish Place, Room 150 ORIG AMENDMENT
Rockville, MD 20855-2773 N s
Attn: Mark Anderson /ﬁ M

UPS NEXT DAY AIR

Re: Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 g/Bottle
ANDA 65-072/MINOR AMENDMENT CHEMISTRY RESPONSE TO 2/28/01 FACSIMILE

Dear Mr. Anderson:

Reference is made to the pending original ANDA submission dated May 17, 2000 for
Cefotaxime for Injection USP, 500.0 mg, 1.0 g, and 2.0 g/Vial, and 1.0 g and 2.0 g/Bottle and
your facsimile deficiency letter received on February 28, 2001. ~ On behalf of Hikma
Farmaceutica and acting as their U.S. Agent, we submit the attached response to the Chemistry
‘deficiencies. '

We are confident that the information provided in this amendment will satisfy your requests and
we look forward to your approval of this original ANDA.

g

Sincerely,

M Mﬁ&/\

Senior Director, Regulatory Affairs and

SEP 2 8 2001

Oww &
$

ce: Cristina Neves — Hikma Farmaceutica L ' | §



~ MINOR AMENDMENT R
u.IGSt-I.I.IC'Ird 465 Industrial Way West, Eatontown, NJ 07724

- PHARMACEUTICAL CORP. 732-542-1678 FAX 732-542-6150
d /_,--. .
. A » L W:; P s

~ January 15, 2001 12 ,&9)’* g v‘i‘ | ,,»o"” —
- . . = i*allﬂ"“

Office of Generic Drugs, CDER, FDA CEE*Y } —ARCHEVAL

Document Control Room COPY 2 —REVIEW

Metro Park North I, HFD 600 COPY 3 - FIELD

7500 Standish Place, Room 150 ORIG AMENBMENS
Rockville, MD 20855-2773 ' '

Attn: Mark Anderson /V / /"?M
Project Manager
UPS NEXT DAY AIR

Re: Cefotaxime for Injection, USP
500mg/vial, lgfvial, and 2g/vial
ANDA 65-072
MINOR AMENDMENT TO A PENDING ANDA

Dear Mr. Anderson:

Reference is made to pending ANDA 65-072 for Cefotaxime for Injection, USP (500mg/vial,
1g/vial and 2g/vial) and your facsimile letter dated October 30, 2000. At this time we submit
this MINOR AMENDMENT response to address the deficiencies cited in the letter. West-ward
Pharmaceutical Corp. is the authorized U.S. Agent for U.S. FDA submissions on behalf of
Hikma Farmaceutica of Portugal. See the attached response to the October 30, 2000 letter
provided by Hikma Farmaceutica.

We look forward to your approval of ANDA 65-072 as amended.

Sincerely,

Qnyobe Qa@,ﬁmt

Elizabeth A. Vasquez
Senior Director, Regulatory Affairs and Quality Assurance
cc: Cristina Neves — Hikma Farmaceutica




w35t'w0rd 465 Industrial Way West, Eatontown, NJ 07724

PHARMACEUTICAL CORP. 732-542-1678 FAX 732-542-6150

June 27, 2000

Office of Generic Drugs, CDER, FDA COPY 1~ ARCHIVAL
'Document Control Room . _ COPY 2 - REVIEW
Metro Park North I, HFD 600 ' COPY 3 -FIELD
7500 Standish Place, Room 150
Rockyville, MD 20855-2773 : '
Attn: Greg Davis , ' . NEW CORRESP
FAX &
UPS NEXT DAY AIR

Re: Cefotaxime for Injection, USP
(Equivalent to 500 mg Base/Vial, 1 g Base/Vial, and 2 g Base/Vial)
ANDA 65-072: AMENDMENT TO A PENDING ANDA

Dear Mr. Davis:

Reference is made to your telephone call and request for information on 6/27/00 for the Hikma
Farmaceutica original ANDA for Cefotaxime for Injection, USP (equivalent to 500mg, 1g and
2g base/vial). West-ward Pharmaceutical Corp. is the authorized U.S. Agent for U.S. FDA
submissions on behalf of Hikma Farmaceutica of Portugal. The following information is
provided: _

COMMENT

1. Your cover letter refers to the Reference Listed Drug (RLD) Claforan® under NDA numbers
50-547 and — Please withdraw all references to NDA ——— since this application is
fully covered under the RLD under NDA 50-547. '

RESPONSE : _ | -
Tn accordance with your request please be advised that we withdraw all information referencing

COMMENT ' _ '

2. Your 356h form identifies the drug product that is the basis for the submission as Rocephin®
and the holder of the approved application as Roche. This appears to be an error since thez
cover letter correctly refers to the RLD as Claforan® manufactured by Hoechst Marig )
Roussel (currently known as Aventis).

RESPONSE
Your comment is correct in that the RLD is Claforan® manufactured by Aventis (formgga
Hoechst Marion Roussel). The 356h form has been corrected and included with this angds

R



Addltxonally, all references to Hoechst Marion Roussel, as the holder of the approved NDA,
- should now be referred to as Aventis.

COMMENT

3. The Section I Patent Certification statement in your apphcemon is hsted asa Paragraph 3
Certification, and it is not necessary. The patent number 5,583,216 does not apply since it is
a manufacturing process patent. This was conferred upon with Mary Ann Holovac from the
FDA’s Patent Research section. Please refer to the Orange Book only when making patent
certification statements. A Paragraph 1 Certification is appropriate. Please resubmit. '

RESPONSE
As you have advised, the Section III Patent Certification Statement is bemg resubmitted as a
Paragraph 1 Certification.

We look forward to your review of this ANDA and await notification of “Acceptable for Filing”
status.

Sincerely,
ladtT } Ons gz
 Elizabeth A. Vasquez

Senior Director, Regulatory Affairs and Quality Assurance
~ec: Dr. Cristina Neves — Hikma Farmaceutica



ANDA ©5-072

West-ward Pharmaceutical Corp.

U.S. Agent for: Hikma Farmaceutica (Portugal), Lda.,,JUN 29 gmm
Attention: Elizabeth A. Vasquez

465 Industrial Way West.

Eatontown, NJ 07724

”IIIIIIII“IIIIIIlIIIIIII“IIII

Dear Madam:
We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal

Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated June 27,
2000 and your correspondehce dated June 27, 2000.

NAME OF DRUG: Cefotaxime for Injection USP, 500 mg/vial, 1 g/vial
and 2 g/vial

DATE OF APPLICATION: May 17, 2000
DATE (RECEIVED) ACCEPTABLE FOR FILING: May 18, 2000

"We will correspond with you further after we have had the
opportunity to review the application.

Please 1dent1fy any communlcatlons concernlng ‘this application
with the ANDA number shown above.

Should you have-questions concerning this application, contact:
Mark Anderson

Project Manager
{(301) 827-5849

Siﬁﬁerelv vourns,

sl

ﬂ&vPeter Rickman

Acting Director '

‘Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



CC: AADA 65-072
" DIVISION FILE :
HFD-650/ Bio Drug File
HFD-658/ B. Davit
HFD-658/ F. Nouravarsani

Endorsements: (Final with Datee} : ' .
HFD-658/ F. Nouravar | IS , 7//‘#/&009
HFD-658/ B. Davit IEB Mgt © : '

HFD-650/ D. Connt%:f ,sl oo

V:\FIRMSAM\Hikma\ltrs&rev\65072W.500
Printed in final on 7/14/2000
BIOCEQUIVALENCY - ACCEPTABRLE SUBMISSION DATE: 5/17/2000

0K WAIVER (WAI)} Strength: 500 mg/Vial
Outcome: AC

Strength: 1 g/Vial and 1 g/Bottle
Outcome: AC '

Strength: 2 g/vVial and 2 g/Bottle
Outcome: AC

. OUTCOME DECISIONS:
AC - Acceptable

WINBIO COMMENTS: Waivers are granted.

A

e~



Cefotaxime for Injection; USP ' Hikma Farmaceutica

500 mg, 1 g, and 2 g/Vial ' - Portugal

1 g and 2 g/Bottle US Agent: West-Ward
AADA #65-072 Submission Date:
Reviewer: F. Nouravarsani , : - May 17, 2000 '

65072W.500
Review of Waivefs Request

Hikma Farmaceutica requested waivers of biocequivalence study
requirements for its Test products, USP Cefotaxime for
Injection, 500 mg, 1 g and 2 g (free acid equivalent) per Vial
for IV/IM Injection, and 1 g and 2 g (free acid equivalent) per
Bottle for IV Infusion.

The Reference listed products are Claforan® (Cefotaxime Sodium),
500 mg, 1 g, and 2 g ({(free acid equivalent) per Vial for IV/IM
Injection, and 1 g and 2 g {free acid equivalent) per Bottle for
IV Infusion by Hoechst Marion Roussel/Aventis Pharms. Sterile
Claforan® is a dry off-white to pale yellow crystalline powder
supplied in Vials and Bottles containing Cefotaxime Sodium. It
is a semisynthetic, broad spectrum cephalosporin antibiotic for
parenteral administration (PDR, 2000}.

For intramuscular use, Vials are reconstituted with Sterile

Water for Injection or Bacteriostatic Water for Injection. For
intravenous use, Vials are reconstituted with at least 10 mL of

Sterile Water for Injection. Infusion Bottles are reconstituted

with 50 or 100 mL of 0.9% Sodium Chloride Injection or 5%
Dextrose Injection (PDR, 2000).

Cefotaxime Sodium is freely soluble in water (Remington’s
Pharmaceutical Sciences, 1990). A constituted solution of
Cefotaxime for Injection (USP) meets the USP requirements for
Constituted solutions at the time of use (USP 24).

Formulation Comparison: -

Test Product ' Reference Product
Cefotaxime Sodium ' Cefotaxime Sodium
500.0 mg*/Vial for IV/IM Injection 500.0 mg*/Vial for IV/IM Injection
1.0 g*/vial for IV/IM Injection : 1.0 g*/vVial for IV/IM Injection
2.0 g*/vVial for IV/IM Injection 2.0 g*/Vial for IV/IM Injection
1.0 g*/Bottle for IV -Infusion 1.0 g*/Bottle for IV Infusion
2.0 g*/Bottle for IV Infusion 2.0 g*/Bottle for IV Infusion

*: free acid equivalent

e



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

AADA #: 65-072 : SPONSOR: Hikma Farmaceutica
' US Agent: West-Ward

DRUG AND DOSAGE FORM: Cefotaxime for Injection, USP
STRENGTHS: 500 mg, 1 g, and 2 g/Vial, and 1 g and 2 g/Bottle

TYPE OF STUDY: N/A
CLINICAL STUDY SITE: N/A

ANALYTICAL SITE: N/A

STUDY SUMMARY: N/A
DISSOLUTION TESTING: N/A
WAIVER REQUEST: Waivers were granted.

'DSI INSPECTION STATUS

Inspection Inspection status: Inspection results:
needed:
N/A
First Generic Inspection requested:
{date)
New facility Inspection completed:
(date)

1 For cause

Other
PRIMARY REVIEWER: Farahnaz Nouravarsani, Ph.D. BRANCH: 3
INITIAL: /S/ \TE : Z/ [ 4] D oo

Tavie, ... TRENCE 3

INITIAL: . ’\IQI DATE: . "}/n{/()‘O

- DIRECTOR, DIVISION OQF BIOEQUIVALENCE: Dale P. Conner, Pharm. D.

INTTIAL: . !_S!/ o " paTe: /17/00

A




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

AADA #: 65-072 - - SPONSOR: Hikma Farmaceutica
: US Agent: West-Ward

DRUG AND DQSAGE fORM: Cefdtaxime:fér Injéctiqﬁ, Usp
'STRENGTHS: 500 mg, 1 g, and 2 g/vial, and 1 g and 2 g/-Bottle
TYPE OF STUDY: N/A | | |
CLINICAL STUDY SITE: 'N:/A

ANALYTICAL SITE: N/A

STUDY SUMMARY: N/A
DISSOLUTION TESTING: N/A
WAIVER REQUEST: Waivers were granted.

DSI INSPECTION STATUS

' Inspection ' Inspection status: - Inspection results:
' needed: 5
N/A ,
First Generilc Inspection reguested:
(date)
New facility - | Inspection completed:
(date)

For cause

Other
 PRIMARY REVIEWER: Farahnaz Nouravarsani, Ph.D. BRANCH: 3
INITIAL: ‘%‘ ,;@ATE: /i (4] Qo00
. : . UaVlE, Pl L. ] BERANCUH? ..'5.
INITIAL: _ lSI DATE: _ | /‘l{ (0O
. L _ (T

“DIRECTOR, DIVISION OF BIOEQUIVALENCE: Dale P. Conner, Pharm. D.

INITIAL: L ‘S‘ | DATE: 7//%/00




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-072

ADMINISTRATIVE
DOCUMENTS



. Form Approved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: April 30, 2000

FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN = OF FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE P
(Title 21, Code of Federal Regulations, 314 & 601) _ APPE'&;'ZON NUMBER
{ APPLICANT INFORMATION -
NAME OF APPLICANT . DATE OF SUBMISSION
' : ' 6127100
Hikma Farmacéutica (Portugal), Lda. . . :
TELEPHONE NO. (inchxe Area Cods) . FACSIMILE (FAX) Number (Inciude Area Code)
++ 351 2196084 10 C ' + 351 21 961 51 02
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail | AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Streel, City,
Code, and U.S. License number if previously issued): State, ZIP Code, lefephone & FAX number) IF APPLICABLE
Estrada do Rio da Mo, 8, 8A e 8B West-Ward Pharmaceutical Corp.
Fervenca 465 Industrial Way West
2715-775 Terrugem-SNT, Portugal Eatontown, NJ 07724
DMF 11877 (Hikma Facility) United States of America
PRODUCT DESCRIPTION -
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued)
ESTABLISHED NAME (s.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Cefotaxime for Injection USP Not applicable
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (If any)
Chemica Not applicable
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Sterile powder for injection 500 mg, 1g, 2 g MM injection , 1g,2g IV IV /1M injecction; [V infusion
infusion,

{(PROPOSED) INDICATION(S) FOR USE:
Treatment of lower respiratory tract infections, Genitourinary infections, Gynecologic infections, Bacteremia/Septicemia, Skin and skin structure
infections, Intra-abdominal infections, Bone and/or joint infections, Central Nervous System infections, and prevention of certain postoperative infections

APLICATION INFORMATION

APPUCATION TYPE :
(check one) [0 NEW DRUG APPLICATION {21 CFR 314.50) Xl ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.84)
] BIOLOGICS LICENSE APPLICATION (21 CFR part 601) '

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [] 505 (b) (1) L] 505 (b} (2) D 507

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approved Application
CLAFORAN AVENTIS =
TYPE OF SUBMISSION . )
{check one} [J ORIGINAL APPLICATION B3 AMENDMENT TO A PENDING APPLICATION [ RESUBMISSION
3 PRESUBMISSION [T} ANNUAL REPORT _ [ ESTABLISHMENT DESCRIPTION SUPPLEMENT 1 suPAC SUPPLEMENT

] EFFICACY SUPPLEMENT - -[] LABELING SUPPLEMENT (] CHEMSTRY, MANUFACTURING AND CONTROLS SUPPLEMENT [ OTHER

REASON FOR SUBMISSION
Telephone request
PROPOSED MARKETING STATUS (check one) B PRESCRIPTION PRODUCT (R¥) 0 OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED THIS APPLICATION IS PAPER [ PAPER AND ELECTRONIC  [[J ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of all manufaciuring, packaging and control sites for drug substance and drug product {continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps andior type of testing (e.g. Final dosage form, Stability testing)
conducted at this site. Please indicale whether the site is ready for ingpection or. if not. when it will be ready.

Drug substance manufactured, packed and controlled by 7 ™ - =
Drug product manufactured, packed and controlled v Hilere Farmacéutica (Portugaf), Lda., Estrada do Rio da M6, 8, 8A e 8B,
Fervenga, 2715-775 Termugem-SNT, Portugal - DMF - — CFN n° 9614121

S

43 f“'. d in the current application)

L i A
P

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, !DEs, BMFa ik
DM B e e e et o

FORM FDA 356h (7197} PAGE 1
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- This ication contains the following items: (Check al that apply)

Inclex

Labeling (check one) L_| Draft Labeling [ Final Printed Labeling

Summary (21 CFR 314.50 (c))

A e

Chemistry section

A Chemistry, manufacturing, and controts information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.'2)

B. Samples (21 CFR 314.50 {e) (1), 21 CFR 601.2 (a)) {Submit only upon FDA's request)

C. Methods validation package {e.g. 21 CFR 314.50 {e) (2) (), 21 CFR 6(1.2)

Nonclimical pharmacology and taacology section (e.9. 21 CFR 314.50 (d) (2), 21 CFR601.2)

Fluman pharmacokinefics and Gioavaliability section (€.g. 21 CFR 314.50 (d} (3). 21 CFR 601.2)

Clinical data section (e.g. 314.50 (d) (5), 21 CFR 601.2)

5
6.
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
)

Safety update report (e.g. 21 CFR 314.50 (d) (5) () (b), 21 CFR 601.2)

10, Statistical section (e.g- 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations {e.g. 21 CFR 314.50 () (1), 21 CFR 601.2)

2. Case reports forms (e.g. 21 GFR 314.50 (7) (2), 21 CF R 601.2)

13, Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or {c})

X | 14. A paient certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j} (2) (A))

5. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

X | 19. OTHER (Specify) Telephone request to amend origins| ANDA

CERTIFICATION

1 agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications, wamings,
precautions, or acverse reactions in the draft iabeling. | agree to submit safety update repoits as provided for by regulation or as requested by FDA. If this
application is approved, | agree 1o comply with all applicable laws and regulations that apply to approved applications, including, but not limited to the following:
1. Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.
2. Biological establishment standards in 21 CFR Part 600.
3. Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 808.
4. In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
5. Regulations on making changes in appiication in 21 CFR 314.70, 314.71, 31472, 314.97, 31499, and 601.12.
6. Regulations on reports in 21 CFR 314.80, 314.81, 600.80, and 800.81.
7. Local, state and Federal environmental impact laws. . .
I this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the product until
the Drug Enforcement Administration makes a final scheduling decision.
| The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Waming: a willfully false statement is a criminal offense, 1).S. Code, title 18, section 1001.

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
- a ' Elizabeth A. Vasquez
‘ﬂj”(w\gﬂl& a S GAT Senior Director, Regulatory Affairs and 6/27/00
j : Quality Assurance .
ADDRESS (Strest, City, State, and ZIF Code) - Telephone Number
435/465 Industrial Way West ) :
Eatontown, NJ 07724 : . , (732)542-1678; ext. 68

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send comments
regarding this burden estimate or any ather aspect of this collection of information, including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a -
Paperwork Reduction Project (0910-0338) person is not required 1o respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information uniess it displays a currently valid OMB
200 Independence Avenue, S.W. i . control number.

Washington, DC 20201

Please DO NCT RETURN this form to this address.

RM FDA 356h (7/87) ' PAGE 2



PARAGRAPH I CERTIFICATION

The app'!icanf certifies that, to the best of our know'ledge,- there is no patent information
referenced in the “Orange Book” as published in the _20"‘ Edition of this compilation; page
ADAT. | |
In addition, according fo the current 20" Edition Orange Book marketing exclusivity does

not exist at this time for the reference listed drug CLAFORAN® manufactured by
AVENTIS.

Regulatory Affairs Manager
Hikma Farmacéutica (Portugal), Lda

5/0'27/0/0

Date

HIKMA FARMACEUTICA (PORTUGAL) LDA.
CONFIDENTIAL INFORMATION

xl'f



REVIEW OF PROFESSIONAL LABELING :
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 65-072

Date of Submission:  January 15, 2001

Applicant's Name: Hikma Farmaceutica (Portugal), Lda. .

(U.S. Agent: West-Ward Pharmaceutical Corp.)

" Established Name: . Cefotaxime for Injection USP, 500 mg, 1gand 2 g

Labeling Deficiencies:

-1

- CONTAINER:

500 mg, 1 g, 2 g vials
and
1 g, 2 g infusion botties

We note that you have selected different shades of green to differentiate several
of your drug product strengths. We encourage you to further differentiate your
container labels by using a different color.

CARTON:

500 mg ~ 10 vials

1g - 10, 25 and 50 vials

29 - 10, 25 and 50 vials
and

1g - 10s infusion bottles

2g - 10s infusion bottles

See comment under CONTAINER.
INSERT
a. DESCRIPTION

Revise the last paragraph to read as follows:

...In vials and infusion bottles. Each vial contains ...or 2 g of cefotaxime.

Each infusion bottie contains ...
b. CLINICAL PHARMACOLOGY

Throughout this section revise ' ™= - 20 read
“Cefotaxime” and ¥ waeememrsemme—. 10 read “Cefotaxime”.

c. DOSAGE AND ADMINISTRATION
i IM Administration
Re\.lise Y o— o read "Cefotaxime”.
.‘ii. .~ 'COMPATIBILITY AND STABILITY
A) Revise ' — " ——- " {0 read "Cefotaxime';.

B) Delete the extra space between “90” and *%".



B)  Relocate the penultimate paragraph, “Solutions ... 13 weeks
' frozen” to appear immediately following the second paragraph,
“Reconstituted ... without Electrolytes”.

‘Please revise your container labels, carton and insert labeling, as instructed above, and submit in
final print. ' '

Prior to approval, it may be necessary to further revise your labeling subéequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following
website for any approved changes, hitp://www .fda.qov/cder/ogdirid/labeling review branch.
html. : : '

To facilitate review of your next submission, and in accordance with 21 CFR 314;94(a)(8)(iv),
please provide a side-by-side ¢ rison of your proposed labeling with your last submission
with all differences annotated gnd eXplained. A »

William Peter Rickm

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




Shih, Maria C

From: . Anderson, Mark D
- Rent: Tuesday, October 30, 2001 9:26 AM
' : Shih, Maria C
" dject: : . FW; 65071 65072 CEFOTAXIME FOR INJECTION- update
" Maria, FY!
mda
——-QOriginal Message-—-
" From: Council, Jacqueline
Sent: Monday, October 22, 2001 4:31 PM
To: Anderson, Mark D
Cc: _ - Hoppes, Charles V
‘Subject: 65071, 65072 _CEFOTAXIME FOR INJECTION-update _
" Hi Mark, ' '

The new drug division approved labeling revisions on 10/12/01 for the reference I:sted drug, Zinacef. Therefore, the insert
labeling will have be revised again prior to approval. | pfan to contact Hikma.

Jacqueline

lﬂ‘BEARS THIS WAy
- @GN ORIGINAL

S, v )



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
- LABELING REVIEW BRANCH

ANDA Number: 65-072..
Date 6f Submission:  May 17, 2000

Applicant's Name: Hikma Farmaceutica (Portugal), Lda.
(U.S. Agent: West-Ward Pharmaceutical Corp.)

Established Name:  Cefotaxime for Injection USP, 500 mg, 1 g and 2 g

‘Labeling Deficiencies:

1. CONTAINER:
a. 500 mg, 1 g, 2 g vials

i. When printing final print, ensure that the established name is the most
prominent text on the front panel.

ii. Piease note that your background contrast makes the text very difficult to
read. Improve the readability of your labels by improving the clarity of
the background contrast.

iii. We encourage you to differentiate your container labels by using
contrasting colors, boxing or some other means.

iv. Delete the text* on the front panel.

V. Add an asterisk following the strength, “__mg or g*".

vi Add the fol.lowing as the first statement on the side panel:

*Each viai contains sterile cefotaxime sodium equivalentto ___mgorg
of cefotaxime. The sodium content is approximately _ mg { mEqg)
~ of sodium per gram cefotaxime.

vi.  Add the following statement in bold uppercase print on the side panel:
RETAIN IN CARTON UNTIL TIME OF USE.

b. 19,2¢ infusion bottles

i Delete the text *——

[Note: Retain the text 100 mL Infusion Bottie}

ii. See comments under CONTAINER.

2. CARTON:
a. 500 mg- 10 vials
L 1g -10, 25 and 50 vials
o _ 2g  -10, 25 and 50 vials

Replace the text* <" with “IM/IV Use".

i b. 1g — 10s infusion bottles -
' 2g - 10s infusion bottles

/

Replace the text “ - with "For IV Infusion”.
- ‘q ) ii
B : Vi



3. INSERT
'a’ GENERAL COMMENT

Wé encourage you to use "meg” for the abbreviation of micrograms instead of
;—-'“‘.
b. DESCRIPTION

i. Revise the first sentence to read ", antnbnotlc for intramuscluar or
intravenous administration. ltis the

B e——

ii. Delete the sentence,
jib. Add the following as the last sentence of the first baragraph:

The structural forumia is:

iv. Include the molecular weight and the molecular formula. We refer you to
21 CFR 201.57(a) and USP 24.

V. Inciude a statement that indicates the amount of active ingredient in each
vial, [i.e., Each vial contains cefotaxime sodium equivalentto ___ (mg or
g) of cefotaxime. We refer you to 21 CFR 201.57 (a){iii).

vi. Delefe * * from the last sentence of this section.
c. CLINICAL PHARMACOLOGY

Revise this section to be in consistent with the reference listed drug insert
labeling, Claforan® approved Aprii 24, 1997.
kY [See attachment].

d. DOSAGE AND ADMINISTRATION
i. Compatibility and Stability

A) 'Add an asterisk following *Travasol®*” and a note at the end of
-your insert labeling naming the manufacturer.

B) ~ Add the paragraph below immediately prior to the
: ‘paragraph, “NOTE: ... Sodium Bicarbonate Injection” and/or
comment.

Solutions of cefotaxime reconstituted in 0.9% Sodium Chloride
Injection or 5% Dextrose Injection in Viaflex®** plastic
containers maintain satisfactory potency for 24 hours at or below
22°, 5 days under refrigeration (at or below 5°C) and 13° weeks
frozen.

| **At the end of your insert add a note to indicate the
manufacturer.

ii. Add the following as the last paragraph:

" Parenteral drug products should be inspected wsuatly for particulate
: matter and discoloration pnor to admlmstratlon whenever solution and .
' container permit. _



e.  REFERENCES

Revise to be consistent with the reference listed drug, “Claforan®”
approved April 24, 1997.

Please revise your container labels, carton and insert labeling, as instructed above, and submit in
final print. :

" Please note that we reserve the right to request further changes in your labels and/or labeling
based upon changes in the approved Iabellng of the listed drug or upon further review of the
-application prior to approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following
website for any approved changes, http://www fda.govicder/ogd/ridfiabeling review branch.
htmt.

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission
with all differences annotated and E)fp{ained.

Y

William Peter Rickmar\\

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

Attachments: 1. Mocked-up draft insert labeling
2. Copy of the reference listed drug insert labeling, “Claforan®”.



REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item?-if so, USP supplement in which verification was
assured. USP 24 '

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this
subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider:
Misleading? Sounds or looks like another name? USAN stem present?
Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature
Committee? If so, what were the recommendations? If the name was

unacceptable, has the firm been notified?
Packaging ‘

Is this a new packaging configuration, never been approved by an ANDA or
NDA? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the
Poison Prevention Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if
given by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS
sections and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the
insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic
ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually
cartoned? Light sensitive product which might require cartoning? Must the
package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or Iacking in prominence? {Name
should be the most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1.'3 container label? {No regulation - see
ASHP guidelines)




CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:
65-072

MICROBIOLOGY REVIEW



Microbiology Comments to be Provided to the Applicant

ANDA: 65-072 APPLICANT: Hikma Farmaceutica (Portugal),Lda.

" DRUG PRODUCT: Cefotaxime for Injection USP; 500 mg in 10 mL
vial; 1 g in 10 mL vial; 2 g in 10 mL vial; 1 g in 100 mL

vial and 2 g in 100 mL vial; sterile powder for injection. -

A. Microbiology Deficiencies:

e supmsr i
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S13.
14

15.

Please clearly identify yvour amendment to this facsimile as
RESPONSE TO MICROBIOLOGY DEFICIENCIES. The RESPONSE TO
MICROBIOLOGY DEFICIENCIES should also be noted in your covex
page/letter

Singerely yours,
sl
Mary Fajning, M.D., Pn.D.

Associate Director of Medical Affairs

Office of Generic Drugs
Center for Drug Evaluation and Research

g



CcC:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiology Review #1
January 31, 2001
1. ANDA 65-072
APPLICANT Hikma Farmaceutica (Portugal),Lda.

2.  PRODUCT NAME: Cefotaxime for Injection USP

3. DOSAGE FORM AND ROUTE OF ADMINISTRATION: 500 mg in 10mL
vial; 1 g in 10 vial, 1g in 100 mL vial, 2 g in 10 mL
vial, 2 g in 100 mL wvial; I/V and I/M

4. METHOD (S) OF STERILIZATION: o

5. PHARMACOLOGICAL CATEGORY: Antibiotic
1. DATE OF INITIAL SUBMISSION: May 17, 2000

Subject of this Review (Received May 18, 2000}

2. DATE OF AMENDMENT: None

3. RELATED DOCUMENTS: DMF - e
for Cefotaxime Sodium Sterile drug substance

4. ASSIGNED FOR REVIEW: January 24, 2001

REMARKS: The subject drug product is manufactured by Hlkma

Farmaceutica of Portugal and is. ~w
— . e

-

LY

CONCLUSIONS: The submission is not recommended for approval

on the basis of sterility assurance. Specific comments are
provided in "E. Review Notes" and "Microbiology Comments to

be Provided to the Applicant" found at the end of this
review. The deficiencies represent a minor amendment.

sl

. _ ' Nraﬁendra Nath, Ph. D.
Original ANDA ‘ ‘ /"I?‘T

Duplicate ANDA s .
[ 2lol

Division Copy

Field Copy

Drafted by N. Nath, HFD 600; V:\microrev\65072.doc
Initialed by A. High .
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ANDA 65-072 : : " Microbiology Review #2

Microbiology Comments to be Provided to the Applicant

ANDA: 65-072 APPLICANT: Hikma Farmaceutica (Portugal),lLda.
DRUG PRODUCT: Cefotaxime for Injeétion USP; 500 mg in 10 mL vial;
1 g in 10 mL vial; 2 g .in 10 mL vial; 1 g in 100 mL vial and 2 g
‘in 100 mL vial; sterile powder for injection.

A. Microbiology Deficiencies:

1.

2. The acceptance criteria listed on Page 238 of the

.

o



ANDA

65-072 : _ : ‘Microbiology Review #2

B J
)
_

Pq--—"l--:._ R, PR - -1 .
Please clearly identify your amendment to this facsimile as

RESPONSE TO MICROBIOLOGY DEFICIENCIES. The RESPONSE TO

MICROBIOLOGY DEFICIENCIES should also be noted in your
cover page/letter. '

erely yours,

/ — 4
A Méry anning, M. D \ Ph.D.
Associate Director of Medical Affalrs

Office of Generic Drugs
‘Center for Drug‘Evaluation and Research

SN
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4.

OFFICE OF GENERIC DRUGS, HFD-640
Microbiology Review #2
October 23, 2001

- ANDA 65-072

APPLICANT Hikma Farmaceutica (Portugal),LdaJ'

PRODUCT NAME: Cefotaxime for Injection USP

DOSAGE FORM AND ROUTE OF ADMINISTRATION: 500 mg in 10mL
vial; 1 g in 10 vial, 1g in 100 mL vial, 2 g in 10 mL
vial, 2 g in 100 mL vial; I/V and I/M

METHOD (S) OF STERILIZATION: =~

PHARMACOLOGICAL CATEGORY: ‘Antibiotic

DATE OF INITIAL SUBMISSION: May 17, 2000
(Received May 18, 2000)

DATE OF AMENDMENT : September 26, 2001
Subject of this Review (September 28, 2001)

RELATED DOCUMENTS: DMF
for Cefotaxime Sodium Sterile drug substance

ASSTIGNED FOR REVIEW: October 18, 2001

REMARKS: The subject amendment provides for the response to
microbioclogy deficiencies in the correspondence dated
February 28, 2001. DMF — —, was found adequate
for sterility assurance on October 12, 2001.

CONCLUSIONS: The submission is not recommended for approval

on the basis of sterility assurance. Specific comments are
provided in "E. Review Notes" and "Microbiology Comments to
be Provided to the Applicant" found at the end of this
review. The deficiencies represent a minor amendment .

2 I T A YN

H
. .:'v'rl- ~ [V L et \'g_;.ﬁ!oi
Nrapedddf Nath, Ph. D.

Original ANDA _ - ‘
( 1S

Duplicate ANDA ' '
Division Copy . ' : . IOJ

Field Copy : -
Drafted by N. Nath, HFD 600; V:\microrev\65-072al.doc

(0l 2°

Initialed by A. High

4
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Product Quallty Mlcroblology Rev1ew N
Rev1ew for HFD 640 |

5 July 2002

ANDA: 65-072

Drug Product Name
Proprietary: N/A
Non-proprietary: Cefotaxime for Injection USP
Drug Product Classification: Antibiotic

Review Number: #3

Subject of this Review
Submission Date: May 20, 2002
Receipt Date: May 22, 2002
Consult Date: N/A
Date Assigned for Review: July 3, 2002

Submission History (for amendments only)

Date(s) of Previous Submission(s):
Initial Submission May 17, 2000 (Received May 18, 2000);
Amendment- September 26, 2001 (Received September 28, 2001)

Date(s) of Previous Micro Review(s): January 31, 2001 and October 23, 2001

- Applicant/Sponsor
Name: Hikma Farmaceutica (Portugal),Lda.

- Address: 2715-775 Terrugem—SNT Portugal .
Representative: West Ward Pharmaceutical Corp., Eatontown, NJ
U.S. Agent: Elazabeth A. Marro :
Telephone: 732-542-1678

Name of Reviewer: Nrapendra Nath

Conclusmn The subrmssmn 1S recommended for approval on the bas1s of

‘sterility assurance.



ANDA 65-072

Microbiology Review #3

Product Quality Microbiology Data Sheet

A 1

2,

5.

6.

TYPE OF SUPPLEMENT: N/A

SUPPLEMENT PROVIDES FOR: N/A

MANUFACTURING SITE:
Hikma Farmacutica (Portugal), Lda
2715-775 Terrugem Snet- Portugal.

DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY: 500 mg in 10mL vial; 1 gin 10 vial, 1g in 100
mL vial, 2 g in 10 mL vial, 2 g in 100 mL vial; 'V and 'M

METHOD(S) OF STERILIZATION:

PHARMACOLOGICAL CATEGORY: Antibiotic

B. SUPPORTING/RELATED DOCUMENTS: DMF —— —

C. REMARKS: The subject amendment provides for the response to microbiology
deficiencies in the correspondence dated December 12, 2001.

DMF —— was found adequate for sterility assurance on October 12, 2001.

File name: V:\Microrev\ 65-072a2.doc

APPEARS THIS waY
ON ORIGINAL

Page2



'ANDA 65-072°

Microbiology Review #3

Executive Summary

L

1L

III.

L
Recommendations

Al Recommendation on Approvability -

The submission is recommended for approval on the basis of
sterility assurance. Specific comments are provided in the "Product
Quality Microbiology Assessment”.

- B. Recommendations on Phase 4 Commitments and/or

Agreements, if Approvable - N/A
Summafy of Microbiology Assessments
A. Brief Description of the Manufacturing Processes that relate to

Product Quality Microbiology -

B. Briel pescription ot mcrobiology Deficiencies -
Response to microbiology deficiencies is adequate.

C. Assessment of Risk Due to Microbiology Deficiencies -

N/A
Administrative
A.  Reviewer’'s Signature _ oy / 3 /ﬂ, 0

B. Endorsement Block - E;
Microbiologist / Nrapendra Nath -
- Microbiology Team Leader/Neal J. Sweeney 7/ ?/"Z_

C. CC Block

cc:

Original ANDA 65- 072
HFD=600/Division File’/ANDA 65-072
Field Copy

Y

Page3
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:
65-072

BIOEQUIVALENCE REVIEW



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 65-072 - APPLICANT: Hikma Farmaceutica

DRUG PRODUCTS:'7' . Cefotaxime for Injectlon, UsSP
' ‘ ' (500.0 mg, 1.0 g, and 2.0 g/Vlal
and 1.0 g and 2.0 g/Bottle)

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

Please note that the bioequivalence comments provided in
this communication are preliminary. These comments are
subject to revision after review of the entire application,
upon consideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
regulatory issues. = Please be advised that these reviews
may result in the need for additional bicequivalence
information and/or studies, or may result in a conclusion
that the proposed formulation is not approvable.

Sincerely yours,

8]~

pvale P. Conner, Pharm

Director ‘ o

Division of Biocequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research




Comments:

1. The Test products will be manufactured,'packaged; and
labeled by Hikma Farmaceutica. West-ward Pharmaceutical
Corp. is the firm’s agent in the United States.

2. The Test and Reference products are identical with regard
to conditions of use, dosage form, active ingredient, '
routes of administration, and strengths. The products
contain no inactive ingredients.

3. Both, Test and Reference products contain Sterile
Cefotaxime Sodium, which is off-white to pale yellow

crystalline powder.

Deficiency: None.

Recommendation:

The Division of Bioequivalence agrees that the information
submitted by Hikma Farmaceutica demonstrates that USP Cefotaxime
for Injection, 500 mg, 1 g, and 2 g (free acid equivalent) per
vial, and 1 g and 2 g (free acid equivalent) per Bottle fall
under 21 CFR, Part 320.22(b) (1) of the
Bioavailability/Biocequivalence Regulations. The waivers of in
vivo biocequivalence study requirements for the Test products are
granted..

From the biocequivalence point of view, the Test products, USP
Cefotaxime for Injection, 500 mg, 1 g, and 2 g (free acid
equivalent) per Vial, and 1 g and 2 g (free acid equivalent) per
Bottle are deemed bicequivalent to- Claforan®, 500 mg, 1 g,
and 2 g (free acid equivalent) per Vial, and 1 g and 2 g (free
acid equivalent) per Bottle. l(\, ]

o ¢
Farahnaz Nouravarsani, Ph.D e ' : - ‘7/ /"L/ 2o00
Division of Bioequivalence
‘Review Branch III

. ~ "Aut = : . o
RD INITIALED B. Davit \S‘ — @ ’)/u{/‘-’n

1 { " .
FT INITIALED B. Dayi ‘Q! Date:

concur: \13 = Date: 7//9//00

Dale P. Conher, Pharm.D.
Director
Division of Bioequivalence

F Nouravarsanl/D 7-12- 2000/65072W 500




