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Answers That Matter.

Letter of Invitation

Dear Colleague,

On behalf of Eli Lilly and Company, | would like to extend an invitation

to you to be our guest at the upcoming Latin America Regional
Neuroscience Conference. As a regional thought leader, you have been
selected to attend this meeting, which will be held March 27-29, 2006, in
Buenos Aires, Argentina.

As you can see from the agenda, this program will deliver an interactive
and educational journey through schizophrenia and bipolar disorder.
During the course of the program, we will explore new treatment options
and patient management strategies that may redefine successful
outcomes for those suffering from serious mental illness.

Leading researchers and international experts will begin day one with an
overview of schizophrenia, followed by presentations on cognition, EPS,
and endocrinology. Treatment effectiveness (as evidenced by CATIE trial
outcomes), time to treatment discontinuation, and acute treatment will
also be reviewed

On day two, we will present an overview of bipolar disorder, bipolar
depression, and mixed bipolar disorder.

It is with great pleasure that | cordially invite you to attend this conference
We trust that the faculty will deliver an interactive and informative
program of the highest scientific standards which will be thought
provoking and clinically relevant.

Sincerely,

L L () |
<~ /
| ks (/"“"}\,

Martin Dossenbach, MD

Medical Fellow I,

Medical Leader, Neurosciences

Lilly Intercontinental Region and Japan
Lilly Research Laboratories
Indianapolis, Indiana, USA
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Long-term antipsychotic monotherapy: clinical outcomes
from the 3-year Intercontinental Schizophrenia Outpatients
Health Outcomes Study (IC-SOHO)
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ABSTRA!

Objective: The Intercontinental Schizophrenia Outpatients Health Outcomes
Study (IC-SOHO) was a pan-regional, 3-year, observational study of
participants (pts) with schizophrenia, designed to examine the economic,
clinical, and functional outcomes associated with treatment in a ‘real-life’

context. Here we describe the of
monotherapies.
Methods: Clinical and functional assessment of outpatients initiating or

switching to olanzapine (olz, n=2641), risperidone (ris, n=863), quetiapine
(quet=142) or haloperidol (hal, n=189) was made at 0, 3, 6, 12, 18, 24, 30, and
36, months. Kaplan-Meier estimates of time to discontinuation, response,
relapse, and remission were calculated while patients remained on their
baseline (B) P linical Global (CGl) total
score decreased by >2 points lower than B, if the B CG total score was 24, or
>1 point lower if the B CGI total score=3. Remission=CGI total, positive,
negative, and cognition scores <2 for 2 consecutive visits > 6 months post
baseline and no inpatient admissions.

Results: Patients on olanzapine were more likely (p<.001) to maintain their
monotherapy than patients on risperidone, quetiapine, or haloperidol; and were
also more likely (p<.001) to respond than risperidone, quetiapine or haloperidol
patients, with median response times (months) of: olz 5, ris 6, quet 11, and hal
12. Median times to remission (months) were — olz 25, ris 36, and quet 36;
patients on olz were more likely (p<.001) to experience remission than ris or
hal patients. For haloperidol, the risk of relapse was 2.8 times that (p<.001) of
olanzapine, and 2.1 times that (p=.006) of risperidone.

Data Analysis

« This report evaluates a subset of patients who were prescribed
olanzapine, risperidone, quetiapine or haloperidol monotherapy at
enrolment and maintained this treatment for at least 3 months.

« Time from baseline visit until treatment discontinuation, response,
and remission were estimated by Kaplan-Meier survival curves.

« Time to relapse was calculated from date of response.

« Patients who did not experience an event were censored at the
last evaluable monotherapy visit.

* Where an event occurred between two visits, 1 day prior to the
date of the later visit was used.

« Treatment groups were compared using Cox proportional hazards
regression models and results reported as hazard ratios with 95%
confidence intervals (Cl).

« Given the large number of statistical comparisons undertaken, the
level required for statistical significance was defined, a priori, to
be p<.001.

RESULTS
Figure 1. Patient Disposition

c is a viable treatment strategy for
schizophrenia, however there appears to be variable across
compounds. 7658 Enrolled
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+ To assess the comparative effectiveness of globally available and (2 (n=5836) | (n=1559) (n=263)
registered antipsychotics for treatment of schizophrenia, with a I
specific emphasis on olanzapine. ¥ 1] ¥ ¥

5 Olanzapine | R\spendonel Quetiapine | | ‘Haloperidol ”mhsr atypical 1n:3411
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upto (n=1703, 66%)|| (n=516,60%) || (n=106,75%) || (n=114,60%)| 3Year
ROM* ROM" ROM"* ROM* .

Enrolment (n=1169, 44%) || (n=284,33%) || (n=51.36%) || (n=38, 20%) Remain on

» Male or female outpatients >18 years of age

« Initiating or changing antipsychotic medication for treatment of . L.
schizophrenia (ICD-10 or DSM-IV) Table 1. Baseline Characteristics

« Patient consent followed country requirements - . .

Characteristic Quetiapine value'

Sampling (n=2641)  (n=863)  (n=142)  (n=189)

« Olanzapine patients were systematically over-sampled to achieve ~Gender. % women 452 481 548 471 00849
two equal cohorts. Patients who: Mean age, years (SD) 34.8(12.2) 36.0(12.3) 35.6(12.2) 35.1(11.4) 0.1005
1: initiated or changed to olanzapine (alone or in combination) Mean duration iliness, years (SD) 8.6 (9.7)  9.2(10.1) 9.6(10.8) 9.4(96) 0.2266

: initiated or changed to non-olanzapine (alone or in combination)  First time use of antipsychotic, % 18.1 18.1 1.3 19.0 0.2319

Measures Involved in relationship, % 358 380 45.1 269 0.0060

+ Demographics and clinical status: Involved in social activities, % 592 60.7 636 497 00327
Age, gender Employment (paid or unpaid), % 23.2 23 234 164 01967
Diagnosis and history Living independently, % 329 333 404 271 00913
CGl severity, and single items for severity of symptom clusters Overall CGI, mean (SD) 435(1.07) 4.33(1.09) 422(1.06) 4.30(1.07) 00134

CG: Clinical Global Impression-Schizophrenia Scale’ Positive CGI, mean (SD) 3.90 (1.41) 3.82(147) 385(1.40) 4.15(1.31) 0.0576

. Br\-sf assessment instrument - evaluated positive, negative, Negative CGI, mean (SD) 3.97(1.33) 4.07(142) 388(1.25) 3.79(1.37) 0.0607
cognitive, depressive and overall symptoms on the day of DePressive CGlmean(SD)  337(0.03) 354(0.12) 324(0.05) 289(0.10) <0001
assessment on 7-point scale: Cognitive CGI, mean (SD)  3.69(1.37) 3.67 (1.32) 3.63(1.36) 3.62(133) 06169
1-Normal, not at all ill; 2-Borderline ill; 3-Mildly ill; 4-Moderately ill; CGl: Clinical Global Impression-Schizophrenia scale
5-Markedly ill; 6-Severely ill; 7-Among most severely ill. * Groups compared using analysis of variance or Wald chi-square test.

Definitions . . . . .

Dlscontinuation: Figure 2. Time to Drug Discontinuation:

« Included discontinuation of the original baseline antipsychotic or patients who their o
the addition of, or switch to, another antipsychotic. 1.0

« Patients who were lost to follow-up or had missing drug o
information were also considered as a discontinuation event. £ 08

Response: % 06

« CGl total score decreased to at least 2 points lower than baseline, ] Olanzapine
if baseline CGl total score 24. T 04 Quetiapine

« CGl total score decreased to at least 1 point lower than baseline, £ 02 Risperidone
if baseline CGl total score =3.

- Patients with a baseline CGI score of 1, 2, or missing were 0.0
excluded from the analysis. 0 3

Remission:? Time. years

« CGlI total, positive, negative, and cognition score <2 for two Ol Quetiapine
consecutive visits, and Discontinued 1476 (56%)  581(67%)  91(64%) 151 (80%)

+ at least 6 months postbaseline, and Kaplan-Meier median, 2.5 (25,2.6) 19(1.6,20) 1.3(10,20) 1.1(09,1.5)

« had no inpatient admissions during the two visits. years (Cl)

. Hazard ratio vs olanzapine - 14(1316) 15(1.2,18) 22(18,26)

Relapse: . o - p<.001 p<.001 p<.001

+ Only patients who met the criteria for response were eligible for  yazarq ratio vs risperidone R R 11(08,13) 16(13,19)
analysis. p=678 p<.001

» CGl total score reversed back to the severity at baseline or worse. ~ Hazard ratio vs quetiapine - - - 5(1.1,1.9)

p=.005

« CGl total score increased at least 2 points.

Figure 3. Time to Response:

patients who met response criteria
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Responded 1945 (74%) 530 (61%) 62 (44%) 85 (45%)
Kaplan-Meier median, 044 5: 094 097
years (CI) (0.42,046)  (050,056)  (0.53,1.46) 0.55,1.48)

Hazard ratio vs olanzapine - 0.76 (0.69, 0.83) 0.57 (0.44, 0.74) 0.54 (0.43, 0.67)
p<.0! p<.001 p<.001

Hazard ratio vs risperidone - - 076 (058, 0.98) 0.71(0.57, 0.90)
p=.03 p=.004

Hazard ratio vs quetiapine 0.95 (0 sz; 131)

p=736

Figure 4. Time to Remission:

patients who experienced remission
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Olanzapine  Risperidone  Quetiapine  Haloperidol
Remitted 960 (36%) 24 (17%) 218 (25%) 18 (10%)
Kaplan-Meier median,  2.1(2.0,24) 3.0(2.5,3.1) 3.0(29, >3.0

years (Cl)

. 0.78 (0.67, 0.90) 0.56 (0.37, 0.85) 0.35 (0.22, 0.56)
Hazard ratio vs olanzapine - -

p<.001 p=.00! pe.

Hazard ratio vs risperidone - - 0.72 (047, 1.11) 0.45 (0.28,0.73)
p=.136 p=.001

Hazard ratio vs quetiapine - - 0.63 (0.34, 1.16)
p=.139

Figure 5. Time to Relapse:
patients who relapsed following treatment response
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Kaplan-Meier median, years ~ >3.0 >3.0 >3.0 >25
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KEY FINDINGS

« Patients switched to/initiated on olanzapine were significantly
more likely (p<.001) to:

— maintain their baseline monotherapy than patients on
risperidone, quetiapine, or haloperidol

— respond to their baseline monotherapy than patients on
risperidone, quetiapine, or haloperidol

— experience symptom remission than
risperidone or haloperidol.

« Patients on olanzapine monotherapy were 2.8 times less likely
(p<.001) to experience symptom relapse than patients on
haloperidol monotherapy.

« Patients on risperidone were significantly more likely (p<.001) to
maintain their baseline monotherapy than patients on haloperidol

CONCLUSIONS

* The IC-SOHO study provides important insight into the clinical
and functional outcomes associated with long-term
antipsychotic treatment in less-studied outpatient communities
across the world in a naturalistic setting.
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