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SUBJECT:. Recommendation for Approval Action Ior

zyprexa olanzapine for the treatment of psychotic

disorders . .

File NDA 20-592

iNot.: This overview should be filed with thi 9-16-96

submission.]

In our 8-30-96 appràvable letter, we requested a safety update, a

foreign regulatory update, a world literature, update, and a

commitment . to conduct a relapse prevention :tUdY. In the

biopharmaceutics area, we identified our preferred dissolution

methodology and specifications, and we asked the sponsor to

consider a. further exploration of the population PI database as an

approach to providing additional information regarding drug

interactions. We also attached our proposal for labeling. Lilly
responded formally to the approvable letter with the 9-16-96

submission. . .. .. . . .

The review team, up . to the level of Team Leader, interacted with

the sponsor over a period of several weeks to arrive at the version

of labeling fLABOLWPS.AP33 that. is included with the approvaJ
letter. The sponsor responded initially with an alternative
labeling proposal on 9-6-96, including additional modifications on
9-9-96. we responded with a counterproposal that was faxed to
Lilly on 9-16-96. The sponsor responded with fax.s dated 9-16-96
and 9-17-96, and we held a teleconisrence with the sponsor on 9-17-

96, reaching agreement an most of the :disputed issues. Lilly
provided language consistent with these agreements in faxes dated
9-18-96 and 9-19-96. Additional faxes dated 9-18-96 and 9-20-96
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The sponsor submitted a proposed labeling that was edited and
modified by Thomas Laughren, M.D., Greg Dubitsicy, M.D., and this
reviewer. These modifications were discussed with. rePresentatives
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addressed remaining issues for pharmacology and a 9-18-96 fax

addressed remaining chemistry iSsues. We faxed a final version of

labeling on 9-23-96, and Gary Tollefson, M.D., from Lilly, 4
confined late on that same day that this version of labeling,

which is included with the approval package, was acceptable to

them.

Dr. Paul Ane!reason reviewed the clinical sections of the 9-16-96

response to the approvablC letter, including the safety update, the

literature update, and the regulatory stitus update. . 14

2 0 SAPETY UPDATE

The safety update included reports. of deaths, serious adverse 4
events, adverse dropouts, and patients experiencing potentially

clinically significant changes in vital signs, laboratory values,

and SCGs. This update covered a period from 7-15-95 through 8-14-
96 for deaths and seriouS adverse events and from 7-15-95 through

.2-14-96 for all Other safty data. The sa'ety update included data . . `1
for 765 olanzapine patients front the primary database 690 ongoing
patients for wtom some safety data had already been reviewed in
earlier submissions and 75 new patients and for l4S total patients

from the. secondary datibase, including 14 olanzapine. patients, and
134 blinded patients

There were 5 deaths, 1. other serious adverse event, andTh adverse
dropouts, none of. which . could ` be reasonably attributed to
olanzapine treatment. Dr. Andreason considered only. 1. of the
patients with potentially clinically .:significantly laboratory
abnormalities to have likely had olanzapine-related changes. That
patient had an. increase in. LFTs, an issue already `addressed in
labeling

In summary, none of these reports contained new, or unusual findings
that would change my view about the .approvability of this drug or
necessitate further labeling changes. `. .

3 0 WORLD LITERATURE UPDATE

the sponsor's literature update cOvered the period from the cutoff
date for the original NDA submiseion..to 9-4-96, and included 159
clihical and preclinical references .Dr...Aszdroason reviewed
abstracts for all the. `clinical' references and titles for all the.
preclinical. references.: These references contained no findings
that would `adversely affect the. conclusions .flti olanzapine' a
safety. . .
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4 * 0 TORIIGN RIGULflORT UPDATE

The sponsor warranted in the 9-16-96 lubmission that Zyprexa: is not

approved in any countries at the present time, and that no negative

regulatory actions have been taken with regard to olanzapine.

5.0 REQUEST FOR RELAPSE PRIVUTION TRXAX.

the sponsor ha conmtttted to conducting a phase 4 study to

adequately address the question of long term effectiveness.

6.0 axonamauncs

The sponsor accepted our proposed dissolution method ant1

specifications.

7.0 LABELXNG

Lilly proposed numerous changes to the . labeling for Zyprexa, many
of which we found acceptabie,.whi].e.others were the subject of
negotiations with the review team. over .the roughly 2-week time
period described under Background. As noted, we were able to reach
agreement at .a Team Leader level on labeling. I will comment here
on the resolution of labeling issues that required additional data
review and discussion:

Suggested Stnrttna Dose/Concerns About Orthnstatir Hvnotension

In our labelix.g proposal, we had emphasized the possibility of
orthostatic changes, and recommended a focus.by clinicians and
patients on Initial titration as the period of greatest risk. We
also recommended 5 mg as the initial dose, iith an increase to 10
mg after several days. . .

Our view was based partly on theoretical grounds, i.e., .olañzapine
is apotent a1 antagonist, and drugs with that property predictably
have problems with initial tttration. Counon sense.would lead one
to be cautious based solely on this fact Our recommendations were
also based on finding 1 5 5% of olanzapine vs 1 8% of placebo
patients'- in apool of studielIHGAD .and.1IGAP having a
potentially.. clinically significant postural change in . systolic
blood pressure .30 smiflg decrease in systolic B?, supine to :
standing and 2: spontaneous reports of hypotsniion in 5.2% of
olanzapine patients vs 1.7% of placebo pItients for this same pool.
These patients also differed in the incidence ot.dizziness and

Table 2 Studies erising the secondary Safety .da''S ,

11-140: 134 *tillblind.d .
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