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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
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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. : - :
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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]
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