





























more likely to complete the one-year extension phase. There were no

statistically significant pairwise comparisons in the time to relapse
between any of the olanzapine treatment groups and either the 0O1z1.0 or Hal
treatment groups. The low number of patients in the Olz1.0 group who
completed one year provides support for the non-efficacy of this dose. In
addition, olanzapine treatment groups showed greater improvement on the

Simpson-Angus scale as compared with the haloperidol treatment groups.

A few advisors encouraged Lilly to present the long-term data from E003 in
another format because the completion rates were so high as to seem an
artifact of the study, rather than a true finding. They suggested that all of
the data should be presented, including all sample sizes, at each stage of
assessment, rather than percentages alone at the start and at endpoint.
Furthermore, some argued that detailed survival curves may be helpful in

demonstrating the significance of the data, but others disagreed.

HGAJ. Preliminary data from the long-term extension phase of HGAJ
suggests retention rates from the acute phase were one and a half to two
fold greater than that reported in either HGAD or E003. Analysis of the
data is ongoing, but early results suggest that non-relapse rates are
significantly higher in the olanzapine treatment group as compared with
the haloperidol treatment group. In addition, preliminary results suggest
olanzapine treatment significantly reduced rehospitalization as compared

with haloperidol.

Advisors commented that the HGAJ data would be important to support the
long-term efficacy of olanzapine. Although the data from HGAD and E003
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are impressive, the sample sizes are too small to draw any firm
conclusions. Advisors also recommended initiating a relapse prevention
study with fixed-dose olanzapine to examine the possibility that patients

dropped out of the extension phase due to weight gain.
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LABELING ISSUES

Jim Lancaster presented the draft indication for olanzapine that was

submitted for approval.

Indication

ZYPREX is indicated for the management of the
manifestations of psychotic disorders consisting of positive and/or
negative psychotic signs and symptoms.

The antipsychotic efficacy of ZYPREX was established in
6-week controlled trials in schizophrenic inpatients and in
schizophrenic, schizophreniform, and schizoaffective in- and
outpatients. Further, the long-term effectiveness of ZYPREX in
maintaining an acute treatment response was demonstrated in 3
double-blind, controlled extension maintenance trials. Consistent
with a good standard of practice, the physician who elects to use
ZYPREX for extended periods should periodically reevaluate the
long-term usefulness of the drug for an individual patient.

Advisors largely agreed that it was both conservative enough to be approved
unchanged, and aggressive enough to distinguish olanzapine from other

antipsychotics, without overtly suggesting superiority.

Dosage and administration (excerpt)

Usual Dose—The recommended starting dose of ZYPREX is 10 mg
administered once daily.

The range of ZYPREX administration is 5 mg to 20 mg/day.
When clinically indicated, it is recommended for most patients that
an increase to a dose > 15 mg/day be made only after the patient has
been treated with a starting dose for at least 4 days.

There was some concern over the recommendation to wait four days before
increasing the dose over 10 mg per day. Some advisors felt that some

clinicians may interpret this recommendation to mean that olanzapine at

10 mg is not an effective dose, even though it is, and therefore, they might be
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however, advisors found the draft indication to accurately reflect the

findings of the four major clinical trials.
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