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MERCK & Co., Inc.

Attention: Henrietta N. Ukwu, M.D.
Director, Regulatory Liaison

P.O. Box 4, BLA-30A

West Point, PA 19486-0004

- Dear Dr. Ukwu: e e

We acknowledge your March 11, 1993 supplemental new drug application received on March
18, 1993, under section 507 of the Federal Food, Drug, and Cosmetic Act for PRIMAXIN®
IL.M. (Imipenem-Cilastatin Sodium for Suspension).

The original supplemental application provides for revisions to the CLINICAL
PHARMACOLOGY and PRECAUTIONS sections of the labeling.

We acknowledge receipt of your amendment dated June 10, 1994, which provides for
revisions in the following sections: HEADING, DESCRIPTION, CLINICAL
PHARMACOLOGY, INDICATIONS AND USAGE, WARNINGS, PRECAUTIONS,
ADVERSE REACTIONS, and REFERENCES.

We have completed the review of this supplemental application, as amended, and have
concluded that adequate information has been presented to demonstrate that the drug is safe
and effective for use as recommended in the final printed labeling submitted on June 10, 1994.
Accordingly, the supplemental applieation is approved effective on the date of this letter.
However, at the next printing of the labeling, the following revisions should be made:

DESCRIPTION

The word "formimidoylamino" in the chemical name of imipenem, should be revised to read
"Formimidoylamino", and the word "sodium" in the chemical name of cilastatin sodium,
should be revised to read "Sodium".

CLINICAL PHARMACOLOGY

1. In the sixth paragraph, revise "...is questionable (see OVERDOSAGE)." to read
"...is questionable. (See OVERDOSAGE.)"

2. In the third paragraph of the Microbiology subsection, revise "...sodium (see
INDICATIONS AND USAGE)." to read "...sodium. (See INDICATIONS AND
USAGE.)"
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3. In the first paragraph of the Susceptibility Tests subsection, revise "(See CLINICAL
PHARMACOLOGY section for...)" to read "(See CLINICAL PHARMACOLOGY

section for....)"

PRECAUTIONS S

In the General subsection, third paragraph, revise "...vessel (see DOSAGE AND
ADMINISTRATION)." to read "...vessel. (See DOSAGE AND
ADMINISTRATION.)"

ADVERSE REACTIONS
These comments are specific to the Potential ADVERSE EFFECTS subsection:

1. The heading "Potential ADVERSE EFFECTS:" should be revised to read "Potential
ADVERSE REACTIONS:".

2. In the first paragraph, the word "effects" should be revised to read "reactions".

3. In the Systemic Adverse Reactions-subsection, revise "(see PRECAUTIONS)" to read
"(see PRECAUTIONS)" and revise "..., see WARNINGS),..." to read "..., see
WARNINGS),...".

DOSAGE AND ADMINISTRATION

In the DOSAGE GUIDELINES table, revise "tSee INDICATIONS AND USAGE section."
to read "tSee INDICATIONS AND USAGE section."

Please submit one market package of the drug when it is available.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.
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If you have any questions, please contact Maureen P. Dillon-Parker, Project Manager at (301)
827-2125.

Sincerely yours,

David W. Feigal, Jr.,
Acting Director
Division of Anti-Infective Drug Products
Office of Drug Evaluation IV

Center for Drug Evaluation and Research

m./-/%

.» M.P.H.
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cc:
Original NDA 50-630/S-009

HF-2/Medwatch (with labeling)
HFD-2/Lumpkin

HFD-80 (with labeling)

HFD-104/D.Feigal

HFD-520/Div. files
HFD-520/PMS/M.Dillon-Parker .
HFD-520/TL/Roberts/rd 9/20/96 e a]as I
HFD-520/MO/Thompson
HFD-520/Pharm/Buko
HFD-520/Micro/Altaie
HFD-830/Chem/Dunn

HFD-40/DDMAC (with labeling)

HFD-613 (with labeling)

HFD-735/(with labeling)

DISTRICT OFFICE
HFD-222/ONDC/DivDir

drafted: mdp/September 12, 1996/N50630.LS9
r/d Initials:mpd
final:September 24, 1996

APPROVAL
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Division of Anti-Infective Drug Products

PROJECT MANAGER REVIEW OF SUPPLEMENT AND
FINAL PRINTED LABELING (FPL)

Application Number: NDA 50-630/5-009
Name of Drug: PRIMAXIN I.M. (Imipenem-Cilastatin Sodium for Suspension)
Sponsor: Merck & Co., Inc.
Material Reviewed
Submission Date(s): June 10, 1994
Receipt Date(s): June 14, 1994
Background and Summary Description:

Final printed labeling (FPL) submitted in response to the Agency's not-approvable letter of
November 4, 1993. Supplement 009 was originally submitted March 11, 1993.

The package insert has been revised in the following areas: HEADING, DESCRIPTION,
CLINICAL PHARMACOLOGY, INDICATIONS AND USAGE, WARNINGS,
PRECAUTIONS, ADVERSE REACTIONS and REFERENCES. Also, there is a new
Corporate logotype and signature resulting from the new Corporate Identity Program.

Review
The labeling was revised according to the not-approvable letter of November 4, 1993, and the
NDA Holders letter of January 26, 1993, as well as a few additional changes as specified
below:

HEADING

1

2. The product name has been replaced with the new corporate logotype and signature
added as a result of the new Corporate Identity Program.

This is acceptable.
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DESCRIPTION

1.

As requested in the approval letter dated November 19, 1993, for NDA 50-587/S-040,
Primaxin® I.V., the chemical names for imipenem and cilastatin sodium have been
revised to the uninverted JUPAC name.

This is acceptable, per the November 19, 1993 request. However, at the next printing
the word "formimidoylamino" in the chemical name of imipenem, should be revised to
read "Formimidoylamino", and the word "sodium" in the chemical name of cilastatin
sodium, should be revised to read "Sodium", per the uninverted [UPAC name as
found in the USP Dictionary of USAN and International Drug Names, 1996.

2. The molecular weight of cilastatin sodium has been revised fror. ___ " to "380.44",
due to a change in the molecular weight of sulfur.
This change is accé table per the USP Dictionary of USAN and International Dru
Names, 1996.

CLINICAL PHARMACOLOGY

1. The abbreviation for microgram, "mcg", has been replaced with "xg" wherever it
appears in the labeling.
This change was requested in the November 4, 1993 letter and is acceptable.

2. In the first listing of microorganisms, under Gram-positive aerobes:

: D

These changes were requested in the November 4, 1993 letter and are acceptable.
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"The following i vitro data are available, heir clinical significance is
unknown,

Imipenem exhibits in vitro minimal inhibitory concentrations (MIC's) of

4 pg/mL or less against most (=90%) strains of the following microorganisms;
however, the safety and effectiveness of imipenem in treating clinical infections
due to these microorganisms have not been established in adequate and well-
controlled clinical trials."

This change was requested in the November 4. 1993 letter and is acceptable.

4. In the second Vi~tin~ of microorganisms, under Gram-negative aerobes, " —._ .,
including ~" has been revised to read "Hafnia alvei".

This change was requested in the approval letter for S-006 and S-007 dated N ovember

23. 1992 and is acceptable.

5. The Susceptibility Tests subsection has been revised according to the NDA Holders
letter of January 26, 1993.

This change was requested in the November 4. 1993 letter and is acceptable per the

microbiology review dated June 21, 1996 for NDA 50-630/S-013.

INDICATIONS AND USAGE

In Intra-abdominal infections, has been revised to read
"Viridans group streptococci*".

This change was requested in the November 4. 1993 letter and is acceptable,
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WARNINGS

1. In the second paragraph of the pseudomembranous colitis warning, "imipenem-
cilastatin sodium" has replaced the word "PRIMAXIN".

2. C‘/ >

has been revised to read "In moderate to severe cases, consideration should be given to
management with fluids and electrolytes, protein supplementation and treatment with an
antibacterial drug clinically effective against C. difficile colitis."

. This change was requested in the November 4, 1993 letter and is acceptable.

PRECAUTIONS

been revised to read:

"Laboratory Tests

While PRIMAXIN I.M. possesses the characteristic low toxicity of the beta-lactam
group of antibiotics, periodic assessment of organ system functions, including renal,
hepatic, and hematopoietic, is advisable during prolonged therapy."

This change was requested in the November 4, 1993 letter and is acceptable.

2. The dagger (1) in this subsection has been replaced with a double-dagger (11).

This change is acceptable as the single dagger had already been used earlier in the

labeling to identify PRIMAXIN as a registered trademark of MERCK & CO.. Inc.

The double dagger identifies animal data based on patient weight of 50 kg.
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ADVERSE REACTIONS

Ty #lan T - - . . . . mw

— -- , : pseudomembranous colitis (the
onset of pseudomembranous colitis symptoms may occur during or after antibacterial
treatment, see WARNINGS),...."

This change was requested in the November 4. 1993 letter and is acceptable. However, at the

next printing the word "WARNINGS" should be bolded.

PREPARATION FOR ADMINISTRATION

The dagger (1) in this subsection has been replaced with a triple-dagger (t11).

The single dagger and double-daggers have been used earlier in the labeling. See #2 in the
PRECAUTIONS section above. This change is acceptable.

REFERENCES

The references have been revised in accordance with the December 1993 NCCLS publications.

These are acceptable as written.

Conclusions

An approval letter should be issued for the supplement, acknowledging the FPL. The letter
should request that the following changes be made at the next printing:

DESCRIPTION

The word "formimidoylamino" in the chemical name of imipenem, should be revised to read
"Formimidoylamino", and the word "sodium" in the chemical name of cilastatin sodium,
should be revised to read "Sodium", per the uninverted [UPAC name as found in the USP
Dictionary of USAN and International Drug Names, 1996.
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CLINICAL PHARMACOLOGY

1. In the sixth paragraph, revise "...is questionable (see OVERDOSAGE)." to read
"...is questionable. (See OVERDOSAGE.)"

2. In the third paragraph of the Microbiology subsection, revise "...sodium (see
INDICATIONS AND USAGE)." to read "...sodium. (See INDICATIONS AND
USAGE.)" _

3. In the first paragraph of the Susceptibility Tests subsection, revise “(See CLINICAL
PHARMACOLOGY section for...)" to read "(See CLINICAL PHARMACOLOGY
section for...)".

PRECAUTIONS

In the General subsection, third paragraph, revise "...vessel (see DOSAGE AND
ADMINISTRATION)." to read "...vessel. (See DOSAGE AND
ADMINISTRATION.)"

ADVERSE REACTIONS

These comments are specific to the Potential ADVERSE EFFECTS subsection:

1. The heading "Potential ADVERSE EFFECTS:" should be revised to read "Potential
ADVERSE REACTIONS:

2. In the first paragraph, the word "effects" should be revised to read "reactions".

3. In the Systemic Adverse Reactions subsection, revise "(see PRECAUTIONS)" to read
"(see PRECAUTIONS)" and revise "..., see WARNINGS),..." to read "..., see
WARNINGS),...".
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DOSAGE AND ADMINISTRATION

In the DOSAGE GUIDELINES table, revise "tSee INDICATIONS AND USAGE section. "
to read "tSee INDICATIONS AND USAGE section."

Projéct Manager

Concurrence:

/ 2 S & Ny

—
T

Supervisory/Clkmical Team Leader

cc:
Original NDA

HFD-520/Div. Files
HFD-520/PM/Dillon-Parker
HFD-520/TL/Roberts/rd 9/20/96
HFD-520/MO/Thompson
HFD-520/Pharm/Buko
HFD-830/Chem/Dunn
HFD-520/Micro/Altaie
HFD-520/PMS/Roche

draft: mdp/September 11, 1996/N50630.S09
final: September 24, 1996

FPL REVIEW



