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Rockville, MD 20857
NDA 21-520 - Symbyax {olanzapine/fluoxetine combination)
NDA 20-592 — Zyprexa (clanzapine) tablets
NDA 21-086 - Zyprexa Zydis {olanzapine) orally disintegrating tablets
NDA 21-253 ~ Zyprexa IntraMuscular (olanzapine for injection)
Eli Lilly and Company
Altention: Rebin Wojcieszek, R.Ph.
Associate Director, U.S. Regulatory Affairs
Lilly Corporate Center
indianapolis, IN 46285
Dcar Ms. Wojcieszek:
Please refer to your New Drug Applications (NDAs) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for Symbyax (olanzapine/fluoxetine combination),
Zyprexa (olanzapine) tablets, Zyprexa Zydis (olanzapine) orally disintegrating tablets, and
Zyprexa IntraMuscular (olanzapine for Injection).
- We also refer to your April 25, 2007 submission, containing a briefing document that

summarizes results on weight gain, lipids, glucose dysregulation, and metabolic syndrome.

We have reviewed the data you have submitted thus far as well as the available literature, and we
would Efke 10 request that you make the labeling changes listed below pertaining to the cil’rbcl of
ulamrjapme and Symbyax on body weight, lipids, and glucose. We anticipate that additional
'abeling changes will be necessary when we have reviewed the results of the additional analyses
that we hay ¢ requested. Given that your completing these analyses and our review of them will
Italu.:*: 20Mme Lime, we believe that it is in the best interest of the publio health to make interim
labeling changes now based on the data that we already have available.

:;‘:-Jf:: r*:q_l'lcr:fr that the ti;jrliutf,'mg language regarding hyperglycemia be implemented in the
1 f RNINGS subs-:ctmn_m plaf:e of the present language in labeling regarding this risk. In
::mtﬂ';;“ ER::.?EELM iollowing language regarding weight gain and hyperlipidemia be added
W WARNINGS subsections: (strike through font denotes deletion '
NINC s . st0 0
double underline font denotes additions). s
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with glanzapine yse
9.4 me/dL,

Modest mean increases in total cholesterol and decreases in HDL cholesterol have also been seen
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Chinical monitoring, including bascline and follow-up lipid evaluations in patients using

Yis€Q,

We request that you make these labeling changes within 30 days of this letter. In addition, we
are requesting that you issue a “Dear Healthcare Practitioner” letter conveying this new

P:’CSEE:YEEI‘%E information pertaining to the metabolic effects of olanzapine and Symbyax. Please
submit this “Dear Health Care Practitioner” letter to us for review prior to distributing it,

We request that you include as the last paragraph of the “Dear Healthcare Practitioner” letter the

following language:

The Medical Community can further our understanding of adverse events by
reporting all cases 10 the Agency via the Med Walch program by phonc at |1-800-
FDA-1088, by fax at 1-800-FDA-0178, via the MedWatch website at
www.ida.gov/medwatch, or by mail:

MEDWATCH

Food and Drug Administration
2315 Security Lane

Suite 5100, HFD-001
Rockville, MD 20852
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I you have any questions, call Sonny Saini. Ph '
\ : , ’harm D, S

i y afety Regulatory Project Manager, at
Sincerely,
ySee appended clectronic sighature pagel
Thomas Laughren, M.D.
Director
Division of Psychiatry Products
Office of Drug Evaluation ]
Center for Drug Evaluation and Research
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