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provided for in 21 CFR 314.55, in order to provide the safety and efficacy data needed
to support such use. A useful starting point would be to obtain some pharmacokinetic
data in children and adolescents suffering from this disorder. The Division will be
happy to collaborate with your clinical and statistical staff in your design of such a
program. Please provide a pediatric drug development plan within 120 days of the date
of this letter, with proposed completion dates for Phase 4 studies you agree to conduct.

Pediatric studies conducted under the terms of section 505A of the Federal Food, Drug,
and Cosmetic Act may result in additional marketing exclusivity for certain products
(pediatric exclusivity). Please refer to the Guidance for Industry on Qualifying for
Pediatric Exclusivity, available on our Web site at ww.fda.gov.cder/pediatric, for
details. If you wish to qualify for pediatric exclusivity you should submit a "Proposed
Pediatric Study Request" in addition to the pediatric development plan described above.
If the request is not submitted within 120 days from the date of this letter, we wil
presume that you are not interested in obtaining pediatric exclusivity; however, you
should still submit a pediatric drug development plan. Please note that satisfaction of
the requirements of 21 CFR 314.55 alone may not qualify you for pediatric exclusivity.

Requests for Additional Information for Studies HGEH and HGEW

/
\

These two studies enrolled patients meeting DSM-IV criteria for acute manic or mixed
episodes associated with bipolar I disorder. Please provide information for each study
regarding the breakdown of the number of patients enrolled in each by type of episode,
i.e., manic or mixed.

Apparently a rule was used in the analysis of data from these trials requiring that the
total score for the YMRS (Young Mania Rating Scale) was treated as missing for any
particular visit if any of the items from that scale were missing for that visit. Please
provide a table, for each study, of the patients and visits for which the total scores were
treated as missing.

FINAL PRINTED LABELING

In addition, it will be necessary for you to submit 20 copies of the printed labels and
other labeling, ten of which are individually mounted on heavy-weight paper or similar
materiaL.

If additional information relating to the safety or effectiveness of this drug becomes
available, revision of the labeling may be required.

PROMOTIONAL MATERIALS

\:~ ". In addition, please submit three copies of the introductory promotional materials that



NDA 20-592 / S-006 page 3

you propose to use for this product. All proposed materials should be submitted in draft
or mock-up form, not final print. Please send one copy to the Division of
Neuropharmacological Drug Products (HFD-120), and two copies of both the
promotional materials and the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-40
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Within 10 days after the date of this letter, you are required to amend the application,
notify us of your intent to file an amendment, or follow one of your other options under
21 CFR 314.110. In the absence of such action, FDA may proceed to withdraw the
application. Any amendment should respond to all the deficiencies listed. We wil not
process a partial reply as a major amendment nor will the review clock be reactivated
unti all deficiencies have been addressed.

Under 21 CFR 314.102(d) of the new drug regulations, you may request an informal
meeting or telephone conference with the Division of Neuropharmacological Drug
Products to discuss what further steps need to be taken before the application may be
approved. The drug product may not be legally marketed until you have been notified in
writing that the application is approved.

If you have any questions concerning this NDA, please contact Doris J. Bates, Ph.D.,
Regulatory Project Manager, at (301) 594-5536.

Sincerely yours,

~ Jóh-fl~t;
Russell Katz" MD
Director
Division of Neuropharmacological

Drug Products
Offce of Drug Evaluation I
Center for Drug Evaluation and

Research

(:~£ Attachment (draft labeling)
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