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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH
Office of Drug Evaluation IV/ Division of Special Pathogens and Immunologic Drug Products

DATE: January 14, 1999

TO: NDA 14-214 /SLL OSD
NDA 17-430 /SIR -0l

FROM:  Marc Cavaillé-Coll, M.D., Ph.D. : l S,’ s V%79
Medical Officer Team Leader, HFD-590 :

SUBJECT:  NDA 14-214 NegGram ® (nalidixic acid, USP) Caplets (SLR-050)
NDA 17-430 MegGram ® (nalidixic acid, USP) Suspension (SLR-026)
Specific Requirement on Content and Format of labeling for Human
Prescription Drugs .
Addition of “Geriatric Use” Subsection in the Labeling
August 27, 1997 FR Volume 62 Number 166: 45313-45326
MEDICAL OFFICER’S REVIEW |

SPONSOR: Sanofi Pharmaceuticals, Inc.

DATE SUBMITTED: 12-04-98
DATE RECEIVED: 12-07-98

Background: NegGram ® is approved for the treatment of urinary tract infections caused by
susceptible gram-negative microorganisms. In response to the geriatric rule published in the
Federal Register of August 27, 1997, Docket No. 89N-0474, now included in 21 CFR 201.57
(£)(10), and in accordance with 21 CFR 314.70(b), Sanofi Pharmaceuticals has submitted a
labeling supplement, dated Decemberé, ]998) (e cavell e 3 At

After a review of their NDA, the sponsor believes there is insuffcient data to determine the
appropriate use of the drug in elderly patients. In addition, the sponsor believes it is unclear
whether or not this population differs in their response from younger patients. Therefore the
sponsor proposes the following language to be included in a revised label:

Geriatric Use

Clinical studies of NegGram® did not include sufficient numbers of subjects aged 65
and over to determine whether they respond differently from younger subjects. Other
reported clinical experience has not identified differences in responses between the
elderly and younger patients. Caution should be observed i in using nalidixic acid in
elderly patients. :



Reviewer's-Comment: The sponsor has chosen not to include a dose selection statement
since they do not recommend a dose range for this product as there is concern that
underdosing may encourage bacterial resistance. This is acceptable.

The proposed Geriatric Use subsection continues with:

_Reviewer’s Comment: The wording of this statement should be replaced by that whzch is
included in the Federal Register Notice:

“This drug is known to be substantially excreted by the kidney, and the risk of toxic
reactions to this drug may be greater in patients with impaired renal function. Because
elderly patients are more likely to have decreased renal function, care should be taken in
dose selection, and it may be useful to monitor renal function.”

Recommendations: The applicant should be requested to submit an amendment to this
supplement modifying their proposed “Geriatric Use” subsection as recommended above. With
such a modification, the proposed Labeling Supplement may be approved.

Concurrence:

HFD-590 Division Director: Goldberger, M. . - 5

HFD-590 Deputy Division Director: Albrecht, R. ! h\‘i
I
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HFD-590 chemistry: Schmuff

HFD-590 pharmtox: Hastings

- HFD-590 micro: Dionne

HFD-590 biopharm: Ajayi APPEARS THIS WAY
HFD-590 CSO: R. Anderson : ON ORIGINAL




