Phase Ill Double-Blind Placebo-Controlled
Crossover Study Evaluating a SHT,
Receptor Antagonist + Dexamethasone
+/- Aprepitant in Germ Cell Tumor
Patients Receiving 5 Day Cisplatin
Combination Chemotherapy
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INTRODUCTION

» Standard prophylaxis for 1 day highly
emetogenic chemotherapy

* No data for multiple day cisplatin regimens

» 5 day cisplatin-based regimens for germ
cell tumors
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SCHEMA

Study Cycle 1 Study Cycle 2

S R Arm A Aprepitant 125 mg Matched _placebo

JAN p.o. day 3, then 80 mg p.o. daily on
T on days 4-7 days 3-7

\
R

D
Al—lo
T Matched placebo Aprepitant 125 mg
| \ p.o. daily on p.o. day 3, then

| - days 3-7 80 mg on days 4-7
F m

/
Y E * Patients stratified by chemotherapy naive vs. prior chemotherapy

* Both arms received a 5HT3 RA + Dex 20 mg days 1-2;

8 mg BID D6-7 placebo arm, 4 mg BID D6-7 aprepitant arm;
both arms 4 mg BID day 8
* Patients served as their own control

Annual 11
PRESENTED AT: ASC@ eetlng
q ‘\MI "" R .: VI : ;‘ ‘;\s':.‘ '" r}“ '?"1"}' ; ;:: ‘ i“l' A ' " ‘:‘ b 'l ' VU VAI IL

rh\‘
‘,..;.. |“



STATISTICAL PLAN

* The power and sample size considerations are
based on the primary outcome of emetic control

« Total sample size of 57 evaluable patients to
produce a 20% improvement with aprepitant vs.
placebo with projected power of 80%

« Assuming 20% inevaluable, total recommended
sample size 71 subjects
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PRIMARY OBJECTIVE

 Determine whether the addition of

aprepitant to a 5HT3 RA +
dexamethasone can increase the
complete response rate in patients
receiving 5 day courses of cisplatin
combination chemotherapy

* C.R. definition
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SECONDARY ENDPOINTS

* Emetic episodes (acute and delayed)
* VAS measurement for nausea
» Patient preference
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PARAMETERS MEASURED
* VVomiting or retching log: days 1-8 of each cycle
* Rescue medication log: days 1-8 of each cycle
 VAS: days 1-8 each cycle

» Patient preference
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ELIGIBILITY

« Male germ cell tumor patients receiving
5-day cisplatin-based chemotherapy

* No N/V 24 hrs. prior to study entry
* No antiemetics 72 hrs. prior to study entry
* Serum creatinine < 2 mg/dl and LFTs < 3x ULN

e No known CNS metastases
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ENROLLMENT

* No. enrolled: 71
« Screen failures at entry: 2
* No. entered.: 69
* No. evaluable both cycles: 60
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INEVALUABLE (N =9)

REASONS FOR
WITHDRAWAL APREPITANT PLACEBO

Prior to study start

Prior to study drug

Nausea/vomiting
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PATIENT POPULATION

Placebo Aprepitant

Median age 34 30
Chemonaive 29 (cyclel) 28 (cyclel)

BEP chemotherapy {0 32
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NO EMESIS OR RETCHING (N = 60)

Aprepitant Placebo p value

Days 1-5 50 (80%) 31 (52%) < 0.0001
Days 6-8 55 (92%) 47 (/18%) 0.0047
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NO RESCUE MEDICATION (N = 60)

Aprepitant  Placebo p value

Days 1-5 33 (55%) 23 (38%) 0.0412
Days 6-8 43 (72%) 31 (52%) 0.0143
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COMPLETE RESPONSE (N = 60)

Aprepitant Placebo p value

Days 1-5 28 (47%) 9 (15%) < 0.0001
Days 6-8 38 (63%) 21 (35%) 0.0004

Overall
(days 1-8) 25 (42%) 8 (13%) < 0.0001
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Mean (SE) VAS Score
by Aprepitant/Placebo and Day
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PREFERENCE (N = 60)

Aprepitant 38 (63%)
Placebo 11 (18%)
No preference 11 (18%)

0 < 0.0001
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TOXICITY

No differences between
aprepitant and placebo
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CONCLUSIONS

* No safety signals
* Primary objective achieved

* CR rate statistically and clinically improved
with aprepitant

» Aprepitant consistently superior to placebo
In all secondary objectives
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