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Printed by Patrizia Cavazzoni

' ‘\’& Walter Deberdt To: Tricia M Timpe/AM/LLY@Lilly
; e T ) cc: Elyse Breeden/AM/LLY@Lilly, Patrizia Cavazzoni/AM/LLY@L.lly, Barry
| . ,» 7=/ 11/06/00 05:09 AM Jones/AM/LLY@Lilly ,

Subject: Re: amantadine data[’|
Tricia,

Up to now the only data | have are comming from the case observation series (n=12). I'm sending you
herewith an Excell sheet with the individual data and also the Powerpoint version of the poster that

contains a graph of these individual data. What is striking in these data is their consistency, although |
verified that there is no reporting bias from the side of the investigators: they really reported everybody
they knew of.

summary table.xls Poster amantadine cases.pj

in these data you will also see that at one center everybody received only 100 mg amantadine once a day,
while in the other 3 pts. received 200 mg and 3 received 300 mg, in most cases devided over 2 or 3
intakes. In this small sample there was no indication of any dose-effect relationship.

Meanwhile other centers here in Belgium are using amantadine. They confirm the efficacy at this low
dose. There seems also to be a clinically relevant extra effect on depressive symptoms.

Recruitment in the local study should start from now on. An interim analysis is foreseen when all patients
reach Visit 2, i.e. 4 weeks of treatment with 100 mg/d. You can expect these data in April next year.

Kind regards,
Walter

. Tricia M Timpe

i

i
L } Tricia M Timpe
f { 10/31/2000 08:41 PM =
,, s |

T I

M- T S

To: Walter Deberiditl cc: Elyse Breeden, Patrizia Cavazzoni, Barry Jones

Hi Walter!

| have a question for you. What would the possibility of obtaining data from the amantadine study that you
performed. Specifically what is the baseline and endpoint weight per patient and what was the dose of
amantadine they were on (ie was there a dose response seen for amantadine)?

We have some final details we need to pass by an endocrinology expert to prove the viability of using

amantadine for olanzapine associated weight gain. E
[\]
Thanks!! N
tricia OOO
[@)
W
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Sep-15-00 12:37PM; Page 3/3

Sent By: Eli Lilly and Company ; 618 233 9488;
v oucp Aci L (P xesearcn Uffice 4 505-272-3572 p.2
Juan R. Bustilio, MD
’ John Laurtello, M.D.
Dennis Wast
Dear Dannis

Below is the abstract we have submitted for Intemnat Congress on Schizophrenia Research
and will submit for ACNP. As you will note the study i complstad but results are forthcoming. We

Musendyouﬂwproposadpooiermhmumspnormaachmeew\g

J Laurisiio
J Bustilio

TREATMENT OF WEIGHT-GAIN WITH FLUOXETINE IN OLANZAPINE-TREATED
SCHIZOPHRENIC OUTPATIENTS

Oianzapine (OLZ) has become a first line treatment forischizophrenia. Although its side-effect
profile is quite favorable it can induce significantly mof® weight-gain than many other
amipsychotlics. Fluoxetine (FLX). a serotonin reuptake thhibitor, 1s an effective anorectic sgent
during the first few months of its use. Since OLZ-inducidd weight-gain may be mediated by its
serotonergic hlockade; FLX may be an effeclive anomcéhc agent in OLZreated patients. As the
maxirmum weight-gain with OLZ end weight-loss with FEX occur between 8 and 12 weeks with
both treatments, earty addition of FLX may prevent OL2-induced weight gain. The primary goal
of this study evailusted the efficacy of high-dose FLX (6bmg) as a weight reducing agent for
patients with eerly weight-geln with OLZ, Persons with chizophrenia (N=53) initiated open-labe)
OLZ and weighed weekly. N=31 met predstermined crif of sustained 3% weight-galn during
the initial 1-2 mos of OLZ treatment and were rando! to double-blind FLX or placebo for 4
mos. N=10 did not gain the weight and N=1Ztemunaiea prior to randomizstion. Outcome

nwasum to be presented are weight, appetite and -m composition. We aiso expiore the

effects of OLZ treatment and addition of FLX on cigareffe smoking parameters,
SEP 15 2000

N

<

S

]

[\

s <

©0

o - =
N

- e 618 233 5488 PAGE .3
Zyprexa MDL 1596 Confidential-Subject to Protective Order ZY1 00376519
Page 28

Zyprexa MDL Plaintiffs' Exhibit No.01444



