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Part |I: Why proposing a complementary treatment?
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Primary Endpoints
Surgical procedure

Drug

Clinical Stage
Locally advanced/mRCC
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In vitro whole genome siRNA screens

Tumour genomic / transcriptomic data
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Clear-cell histology (biopsy)
Resectable renal tumor
ECOGPS0or1

Good organ function
Measurable metastasis

No brain metastasis
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Secondary objectives:
% pts not starting sunitinib within 6 PO week
Nb nephrectomy in sunitinib arm
Nbnonresectable tumors
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Sunitinib

Nephrectomy

50 mg 4/2
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he patient undergoes right radical nephrectomy.
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Cytokine adjuvant trials that did-not demonstrate improvement with-intervention

R




Heo Y HIIFAV.VITY PN V- - V-V -
C C C

== H - - gm H L
T AUl U VAt sScouiiilua s

I Randomized adjuvant clinical trials in renal cell carcinoma
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Sunitinib
50 mg/day
Placebo
for 1 year

(Schedule 4/2)
for 1 year
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Sorafenib 400 mg twice
daily for 3 years (n = 621)

—p Stratify —J»

Sorafenib 400 mg twice
daily for 1 year followed by
placebo for 2 years (n = 621)

< S0 0 MmMA I

Placebo
for 3 years (n = 414)
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Sunitinib 50 mg/day
(Schedule 4/2)
Total = 9 cycles’
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Sorafenib 400 mg
BID for 6 weeks
Total = 9 cycles'
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Placebo BID
for 6 weeks
Total = 9 cycles'
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RMA

A
 RAD001 10 mg qd x
6 weeks x 9 cycles

Stratify

*Risk Group
*Histologic Subtypes
*Performance Status

ARM B

Placebo 10 mg qd x
6 weeks x 9 cycles
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*Primary Objective: DFS
eSecondary Objective: OS, Safety, Biomarkers, PK




Overall n = 1500
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Pazopanib
(800mg QD)
Matching
placebo
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