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The past...

IL-2, interferon
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IL-2 and IFN in metastatic RCC

— Responses:15% — Responses:10%

— CR: 5% (durable) — CR: 2%

— Survival benefit: not — Survival benefit:
demonstrated In Increased median
prospective trials survival reported

— Toxicity: significant — Toxicity: dose

(high dose...) correlated...
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Advances in last years

 In understanding the biology and genetics of
renal cell carcinoma

 Availablility of novel targeted approaches for the
treatment of metastatic RCC
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VHL Gene Mutation in Clear-Cell RCC

\ —
VHL gene mutation: 60%
Hypermetilation: 20%

w

VHL complex disrupted
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HIF accumulation ;;

'Renal-cell
carcinoma

Sorafenib

Sunitinib

Rriicarnlae NE IM 2007
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New target-based agents

Sorafenib

Sunitinib

Rriicarnlae NE IM 2007




b siFo
Target-based agents in RCC:
phase 3 trials

* Inhibitors of VEGF receptors

* Monoclonal antibody directed against
VEGF

* Inhibitors of MTOR



Inhibitors of VEGF receptors
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Sunitinib (SU11248)
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Sunitinib: phase 2 trials in RCC

Two sequentially conducted multicenter
phase 2 trials in second-line therapy

Endpoint: response rate
* Overall response: 40% and 34%
Stable disease: 28% and 23%

Motzer RJ, J Clin Oncol 2006; Motzer RJ, JAMA 2006
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Sunitinib: Phase lll Trial for

first-line treatment of advanced RCC

Study Design: Randomized, Multicenter Trial (Enroliment Complete)

Sunitinib 4 wk on/2 wk off: 50 mg/d

— I | DEEE |

Patients with
treatment-naive

mRCC (N=750)
1:1 randomization IFN-. (subcutaneous): 9 MU tiw

{0 IR TR YO0 o A o Ta T )

1 week

Primary end-point: Progression-Free Survival

Motzer RJ, N Engl J Med 2007



Progression-free Survival

No. at Risk
Sunitinib
Interferon alfa

Sunitinib

Interferon alfa

Median PFS:
11 vs 5 months

Hazard ratio, 0.42; 95% Cl, 0.32-0.54; P<0.001

375
375

235
152

6 7 8 9
Months

90 32

472 18

10 1

1 1
1 12 13 14

Motzer RJ, N Engl J Med 2007
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Final Overall Survival

Overall Survival: Crossover patients

censored (h=25)

| Hazard Ratio = 0.821
1 (95% CI: 0.673 -1.001)
p =0.051 (Log-rank)

Sunitinib (n=375)
Median: 26.4 months
(95% CI: 23.0 - 32.9)
IFN-c (n=375)
Median: 21.8 months
(95% CI: 17.9 - 26.9)

Sunitinib 190

200

|
|
I Total Death
I
I IFN-c

I I I
0 3 6 9 12 15 18 21 24
Time (months)

-value: 0.0128 (Wilcoxon)

I I
27 30 33 36

ore appropriate test when the ratio of death rates between two
eatment groups is not constant over time in situations where
rvival data may be confounded by crossover or post-study

eatments)

Overall Survival Probability

0.9

=)
@
]

| Hazard Ratio = 0.808
| (95% Cl: 0.661 -0.987)

= Sunitinib (n=375)
Median: 26.4 months
(95% CI: 23.0 - 32.9)
IFN-c (n=375)
Median: 20.0 months
(95% CI: 17.8 - 26.9)

p =0.0362 (Log-rank)

1 1
0 3 6 9 12 165 18 21 24 27 30 33 36

Time (months)

Figlin R, ASCO 2008



Quality of life

VOLUME 26 - NUMBER 22 - AUGUST 1 2008

JOURNAL OF CLINICAL ONCOLOGY

Quality of Life in Patients With Metastatic Renal Cell
Carcinoma Treated With Sunitinib or Interferon Alfa:

ORIGINAL REPORT

Results From a Phase I1I Randomized Trial

David Cella, Jim Z. Li, Joseph C. Cappelleri, Andrew Bushmakin, Claudie Charbonneau, Sindy T. Kim,

Isan Chen, and Robert . Motzer

Table 2. Average Treatment Differences for Quality-of-Life Instruments

Least Squares Means

Instrurnent Sunitinib [FM-cx Difference 895% ClI P
FKSI-DRS 294 27.4 1.98 14610 2.51 =2 0007
FKSI-15 453 42.1 3.27 23610418 =2 0007
FACT-G 823 J6.8 558 3.911to7.24 < 0007

PWE 213 19.9 1.42 0.796t0 2.04 =2 0007
SFWE R 22.3 1.20 0.667 t0 1.73 =2 0007
EWE 18.3 17.5 0.787 032310 1.25 L0008
FWE 19.0 17.0 1.98 1.33to 2.63 =2 0007
EC-5D Index 0.762 0.725 0.0364 0.0109 to 0.0620 00R:
EQ-VAS 734 68.7 474 2e80t06.87 =2 0007
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Sunitinib: conclusions

Author Agent Setting Pts (mlc::rI:tShs) OR (%) 0S
Motzer Sunitinib ¢ 11 vs 5 31vs 6 HR: 0.65
(NEJM, 2007) vs IFN 1% line 750 (p<0.0001) (p<0.001) (p=0.02)*

- Sunitinib has consistently demonstrated
improvements in progression-free survival, response

rate and overall survival compared to IFN-a

- Sunitinib provided superior QoL compared with IFN-
iIn MRCC patients

- Sunitinib is the reference standard for the first-line
treatment of MRCC
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Sorafenib
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VOLUME 24 - MUMBER 16 - JUME 1 ZO0O&

Phase 11 Placebo-Controlled Randomized Discontinuation
Trial of Sorafenib in Patients With Metastatic Renal
Cell Carcinoma

Mark J. Ratain, Tim Eisen, Walter M. Stadler, Keith T. Flaherty, Stan B. Kave, Gary L. Rosner, Martin Gore,

Apurva A. Desai, Amita Parnaik, Henry Q. Xiong, Eric Rowinsky, James L. Abbruzzese, Chenghua Xia,
Ronit Simantov, Brian Schwartz, and Peter |. O’ Dwyer

e Methods

— Study design: randomized discontinuation trial
— Primary end-point: progression-free survival (PFS) at 12 weeks
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RCC

Patient flow

% progression
free at 24 weeks

Tumour Continue sorafenib
Shrinkage >25% > open label
(n=73) (n=79)
Sorafenib
12 weeks
Sorafenib Tumour growth/ / (n=32)
12-week run-in » Shrinkage <25%
(n=202) (n=69) \ Placebo*
' 12 weeks
. (n=33)
| Tumo:zrsgo/rowth/ [ Off study
= (1) -
: (n=511) (n—A58)
| Disease status

----- » at12weeks [
unknown (n=9)

*Placebo patients who progressed could cross over to sorafenib

Tincluding 36 patients without bidimensional tumor measurements, but

with radiological evidence of progression

Ratain, ASCO 2005
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Randomized discontinuation trial

 |tis arational phase Il study design to demonstrate
activity of a possibly cytostatic agent in a disease
having substantial patient-to-patient variation in
tumor growth rates, and for which disease
stabilization is a clinically meaningful measure of

activity

Rosner et al. JCO 2002
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Sorafenib: phase 2 results

1.00 4.
—— Sorafenib (n = 32)
8 Placebo (n = 33)
[ Censored
=
a3 0.75 )
§ Median progression-free survival
from random assignment:
E Placebo = 6 weeks
0.504 Sorafenib = 24 weeks
E - P =.0087
a
S
§ 0251
k-
EL
) °.m 1 L | T
-84 0 100 200 300 400 500
12-Week Days From Random Assignment
Run-in Period
Fig 2. Kaplan-Meier plot of investigator-assessed progression-free survival from
week 12 randomization for patients randomized to placebo (n = 33) or to
sorafenib (n = 32).

« PFS at 12 weeks: 50% with sorafenib vs 18% with placebo (p=0.0077)

 Median PFS: 24 weeks with sorafenib vs 6 weeks with placebo
(p=0.0087)



Sorafenib: Phase lll Trial for
cytokine pretreated advanced RCC

Eligibility criteria

* Histologicallwicyvtologically
confirmed, unresectable
andfior metastatic disease

= Zlear cell histolooy
= leasurable disease

* Failed one prior systemic
therapy in last 8 months

o =B W 2o O
» Zood organ function
= Mo brain metastasis

= Poor rigk Motzer group
excluded

{1:1)
Randomization

h~884
Stratification
= hotzer criteria
« Country

Larafenib

AQd g bid

Major endpoints
= Survival (alpha=0.04)
= PFS {alpha=0.01)
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Progression-free and
overall survival

o

Probability of Progression-free
Survival (%)

A

100—- 100+

90d | P<0.001 90 P=0.02
80+ B—E\- 80

70 T; 70+ Sorafenib
60 S 60

50 @ 504
40 - S 40

Placebo >

30 : = 30 Placebo
204 Sorafenib E 20—

L T s S 2 104

O+——T T 7T T T T T T T T T T T T T 0 : : : : : | | | |

01234567 8091011121314151617 0 72 4 6 % 10 1o 14 16 18

Months Months

Escudier B, N Engl J Med 2007



Sorafenib for older patients:
subset analysis

1.00 {=
) median, days {95% Cl) HR (Sor/Pla) (85% Cl)
: 9 Placebo < 70 yrs 83 (77, 88) 0.55 (0.47, 0.66)
———— Sorafenib < 70 yrs 167 (159, 181)
0.75 - ) . . T Placebo =z 70 yrs 97 (49, 129) 0.43 (0.26, 0.69)
. | % — —- Sorafenib 2 70 yrs 184 (164, 280)
E . Y L.__Q © Censored Data
2 > 70 years: 115 Patients
S 0501
(=
o
[72]
L
o
0.25
0'00 1 T T T T T T T T T T T T
0 50 100 150 200 250 300 350 400 450 500 550
Weeks
Patients at Risk
Placebo <70yrs 221 138 71 47 24 17 7 6 2 1
Sorafenib <70 yrs 305 212 153 91 45 25 15 9 3 1
Placebo 270yrs 27 18 11 6 2 1 0 0 0 0
Sorafenib 270 yrs 57 44 34 20 15 6 4 1 0 0

Eisen T, JNCI 2008
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Sorafenib: conclusions

(NEJM, 2007)

vs Placebo

(p<0.001)

(p<0.001)

: PFS o
Author Agent Setting Pts (months) OR (%) 0S
Escudier | Sorafenib ond line | 903 | 5-5vs2.8 | 10vs2 | HR:0.72

(p=0.02)

- Sorafenib has demonstrated improvements in PFS
compared to placebo

- Sorafenib is the reference standard for the second-
line treatment of cytokine pretreated mRCC
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Monoclonal antibody directed

against VEGF

VEGFR-2

Bevacizumab

Gene transcription
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Plasma membrane of
endothelial “tip" cell

Notch signaling receptor (e.g., notch 4)

Kerbel RS, N Engl J Med 2008




The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JULY 31,2003 VOL.349 NO.5

A Randomized Trial of Bevacizumab,
an Anti-Vascular Endothelial Growth Factor Antibody,
for Metastatic Renal Cancer
James C. Yang, M.D., Leah Haworth, B.S.N., Richard M. Sherry, M.D., Patrick Hwu, M.D.,

Douglas J. Schwartzentruber, M.D., Suzanne L. Topalian, M.D., Seth M. Steinberg, Ph.D., Helen X. Chen, M.D.,
and Steven A. Rosenberg, M.D., Ph.D.

e Methods

— Design: randomized, double-blind, phase 2 trial, comparing placebo with
bevacizumab at doses of 3 and 10 mg per kilogram of body weight, given
every two weeks

— Primary end-point: TTP (time to progression of disease)
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Months since Beginning of Treatment

A
P<0.001
$
'
E= ]
R
g3
5 <
g
]
£z
ik
t High-dose bevacizumab
._"—---1 Placebo
o T T T T T 1
0 6 12 18 24 30 36
Months since Beginning of Treatment
B
100 P=0.041
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g 80
ik =
*E 3 704
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o 204
104 !,. Low-dose bevacizumab
TVl — = =4 Placebo
o T T T T T 1
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Figure 1. Kaplan—Meier Analysis of Survival Free of Tumor Progression for Pa-
tients Receiving High-Dose Bevacizumab (Panel A) or Low-Dose Bevacizu-

mab (Panel B), as Compared with Placebo.

The high dose of bevacizumab was 10 mg per kilogram of body weight. The low
dose of bevacizumab was 3 mg per kilogram. Doses were given every two weeks.

P values were calculated by the log-rank test.

p<0.01

RO = 10%
(95% Cl: 2.9-24.2%)

0=0.041
RO = 0%
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Bevacizumab plus interferon alfa-2a for treatment of
metastatic renal cell carcinoma: a randomised, double-blind

phase lll trial

Bernard Escudier, Anna Pluzanska, Piotr Koralewski, Alain Ravaud, Sergio Bracarda, Cezary Szczylik, Christine Chevreau, Marek Filipek,
Bohuslav Melichar, Emilio Bajetta, Vera Gorbunova, Jacques-Olivier Bay, Istvan Bodrogi Agnieszka | agiello-Gruszfeld, NicolaMoore, for the

AVOREN Trial investigators

AS C @ AMERICAN SOCIETY of CLINICAL ONCOLOGY
AVOREN: study design

IFN-tZa (n=327) +

; —_—
Bevacizumah

RCC patients

IFH«2a + placebo
(n=322)

® Multinational ex-US study: 101 study sites in 18 countries

Stratification fac country and Motzer soore .
B Stratibicatior s Nty ar tzer soo ESCUdler B, Lancet 2007

Us; 5.¢. = subcutanecus F.l. Bernard Escudier



Frobabilityof survival

Number of patients at risk
Placebo plus interferon alfa
Bevacizumab plus interferon alfa

B

Probability of progression-free sunival

Mumber of patients at risk
Placebo plus interferon alfa
Bevacizumab plus interferon alfa

— Bevacizumab plus interferon alfa

n alfa

0.2 4 — Placebo plusinterfero
19.8
0 T T T T T
0 & 12 18 24 30
322 262 176 53 1 0
37 275 197 60 2 0

322
3%

137
196

Time (months)

59 15 0
107 18 0

0S

PFS

Figure 2: Kaplan-Meier estimates of (A} overall survival and (B) progression-free survival
Interim analysis of averall survival based on 261 of 450 scheduled events. Median averall survival had not been
reached in the bevacizumab plus interferen alfa group. Final analysis of progression-free survival based on

COC progression events.,
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Bevacizumab : Phase 3 Trials in
Renal Cell Carcinoma

Patient Population : Metastatic Clear Cell
Ca No Prior Systemic Therapy

BO17705 (Avoren)
N = 649

NENEN. W IFNa 9.0 MU TIW
IFNc 9.0 o + IFNa 9.0 MU TIW

MU TIW + Bevacizumab +

Bevacizumab
10 mg/kg d1,15
10 mg/kg d1,15 il Placebo

CALGB 90206 AVOREN?

Therapy m IFNa + Bev IFNa + Bev IFNa + Placebo

TRini, B : GU Malignancy Symposium, ASCO 2/08; 2Escudier, B et al : The Lancet, 2007

Bukowski RM, Berlin 2008
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Bevacizumab: conclusions

Author Agent Setting Pts (mI:EtShs) OR (%) 0S
Escudier | —°'2¢/zumab 1stline | 649 | 10-2vs54 | 31vs13 | HR: 0.75
(Lancet, 2007) + IFN (p<0.0001) (p<0.0001) (p<0.0026)*
vs placebo+IFN

- Bevacizumab + interferon has demonstrated
improvements in PFS compared to interferon + placebo

- Bevacizumab + interferon can be considered an
alternative treatment for the first-line therapy of mRCC



Inhibitors of mMTOR

Cell Stimuli
(e.g. growth factors)

L] - -"1,‘_‘_ off —-._,:_-_“I
t' Temsirolimus

Everolimus

mRNA Fanslation

¥ N

Cycln D Tranacripthonal
c-Myc -—F attivation ol

. Esec) HIF targat genes —
\ I \,_‘-—:fﬁ

Ll groswth and survival

ENDOTHELIAL
CELL

Rini Bl, ASCO 2008
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Temsirolimus
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JOURNAL OF CLINICAL ONCOLOGY

Randomized Phase II Study of Multiple Dose Levels of
CCI-779, a Novel Mammalian Target of Rapamycin
Kinase Inhibitor, in Patients With Advanced Refractory

Renal Cell Carcinoma

Michael B. Atkins, Manuel Hidalgo, Walter M. Stadler, Theodore F. Logan, Janice P. Dutcher,
Gary R. Hudes, Young Park, Song-Heng Liou, Bonnie Marshall, Joseph P. Boni, Gary Dukart,

and Matthew L. Sherman

ORIGINAL REPORT

Table 3. Tumor Response Rates of RCC Patients Treated With CCI-779

CCI-779 Dose Lavel

Total 25 mg 75 mg 260 mg
=111 in = 36) in =38 in =37
Response Mo. % Mo. % Mo, % Mo. %
CR 1 0.8 0 0 0 0 1 2.7
PR 7 6.3 2 iz 3 = 2 .
CRIPR 8 7.2 2 e 3 ¢ s (&)
895% CI 3.2t0137 0.7t 183 1.7t0 2™ 1.7 to
MRt 29 26.1 5 13.9 13 342 11 297
SD = 8 weeks, < 24 weeks 23 207 8 222 5] 168 9 243
SD = 24 weeks 19 171 12 333 5 13.2 2 54
CR/PR/MR/SD = 24 weeks 56 50.6 19 52.8 21 563 16 43.2
959% Cl 40.810 60.1 35510 69.6 3B3to714 27110805
PD 22 19.8 5] 16.7 9 237 7 189
Unknown 10 9.0 3 B.3 2 5.3 5 136
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Table 7. Classification of RCC Patients Treated With CCI-779 Into Risk Groups for Survival

CCI779 Dose Level

Total in = 111) 25 mg (n = 36) 75 mg (n = 38) 250 mg fn = 37)
Risk Group Mo, %% Mo. %% Mo. %% Mo. %%
Good 8 7 2 6 2 5 4 1
Intermediate 48 43 14 g 14 20
Poor 43 44 20 o 19 o 10 27
Unknown® 5] b 0 ¥ 3 2 3

Abbreviation: RCC, renal cell carcinoma.
*Patients had data missing for one or more of the prognostic factors and could not he assigned to a risk group.

Table 8. Median Survivals of CCI-779-Treated RCC Patients by Risk Group

Good Intermediate Poor
Patients Median Patients Median Patients Median
CCI779 Dose S— Survival S— Survival E— Survival
Level Mo, % (months) 95% CI Mo, %5 (months) 95% CI Mo. %5 (rmonths) 95% CI

P —
25 mg (n = 38 2 & 184 18.41to 23.6 14 39 23.0 12.5 1o NA 20 bE Qg;) 4110 156.0
75 mg (n = 35)° 2 & A 24.1 to NA 14 40 20.9 10.4 to 26.1 19 54 7310103
260 mg (n = 34)° 4 12 224 14.4 1o NA 20 54 19.3 16.5 10 29.5 10 29 8.4 2910173
All (n = 108) 8 8 238 17.7 to 271 48 46 2256 16.9 to 26.7 49 a7 8.2 7010101

Abbreviations: RCC, renal cell carcinoma; MA, not available.
*Three patients had data missing for one or more of the prognostic factors and could not be assigned a risk group.
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Temsirolimus: Phase lll trial for first-
line therapy of poor-risk RCC

Advanced RCC
No prior therapy
KPS 260
(N=626)

a

_—>» IFN-a (18 million U three times per week)

» Temsirolimus (25 mg weekly)

~—» Temsirolimus & IFN-o (15 mg weekly; 6 MU twk)

Primary end point: Overall Survival

Demographics

— MSKCC poor-risk patients (modified criteria)
— Predominately clear-cell carcinoma
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Poor-risk patients

* At least three of the following six predictors of
short survival were required:

— LDH > 1.5 times the upper limit of the normal range

— Hemoglobin level below the lower limit of the
normal range

— Calcium level > 10 mg per deciliter

— Time from initial diagnosis of renal-cell carcinoma
to randomization < 1 year

— Karnofsky performance score of 60 or 70
— Metastases in multiple organs




1.004
E 0.75-
g
3
= 0307 Combination = =
= Temsirolimus vs IFN
=1
S 025 .
: s OS: 10.9 vs 7.3 months
" 5 10 15 20 2 30 HR: 0.73; p=0.008
Months
MNo. at Risk
Interferon 207 126 80 42 15 3 o}
Temsirolimus 209 159 110 56 19 3 0
Combination 210 135 93 50 17 7 2
i 1.00+
£ \ . .
e Temsirolimus vs IFN
g_g 1-.- .Temswollmus
€2 o50d |
$2% U\ PFS: 3.8 vs 1.9 months
> \.. Combination
025 p<0001
2 e
o -
0.00 T T T T T 1
0 5 10 15 20 25 30
Months
MNo. at Risk
Interferon 207 55 24 10 5 1 o}
Temsirolimus 209 91 38 14 7 1 0
Combination 210 39 32 16 4 1 1
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Temsirolimus: conclusions

Author Agent Setting Pts (mI:EtShs) OR (%) 0S
Hudes Temtir”c:)ll\limus 1st line, 626 37vs1.9 | 9vs7Vvs | HR: 0.73
(NEJM, 2007) vs TEMSR+IEN poor-risk vs 3.7 11 (p=0.0069)

- Temsirolimus as a single agent (25 mg iv weekly)
significantly improves outcomes as first-line therapy of
poor-risk mRCC patients

* The combination of temsirolimus + IFN-a did not
significantly improve survival vs IFN-a.

* N <ctaticticallvy cianificant acecardina to O’'Rrien-Flemina
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Everolimus
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Everolimus: phase 2 trial

 Everolimus is an oral mTOR inhibitor

* Promising anti-tumor activity in patients
with pretreated RCC.:

— response rate 32%
— stable disease 51%

Jac J, ASCO 2007
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Study Conduct

N=410

Everolimus + BSC
Stratification

®* Prior VEGFr
TKI: 1 or 2

* MSKCC risk
group: favorable,
intermediate,
oT poor

ZO0THPRPNTEZOOZPD

Progression

Placebo + BSC
(n=138)

Interim Interim  _ Final
analysis analysis andlysis

y g
=k

= 410 patients randomized bebtween September 2006 and Cctober 2007
= Second interim analysis cut-off: Ociober 15, 2007, based on 151 PF5 evenis
= Independent Data Monitoring Commitiee recommended termination of study

Motzer R, ASCO 2008



Progression-Free Survival by Treatment
Central Radiology Review

Hazard ratio= 0.30
95% C1[0.22,0.40]

Median PFS
Everolimus: 4.0 mo
Placebo: 1.9 mo

Log rank P value < 0.001
Everolimus (n = 27 2)
- Placebo (n=138)

==
£
=
]
o
=
o

Patients at Rick
Evemnlimus
Placebo

Motzer R, ASCO 2008
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Everolimus: conclusions

PFS

o
(months) OR (%) S

Author Agent Setting Pts

Motzer | Everolimus | on4; b HR: 0.83
(Lancet, 2008) vs placebo 2" line 410 (p<0.001) 1vs O (p=0.23)

Everolimus is the first and only agent with established
clinical benefit for the treatment of patients with
advanced renal cancer after therapy with inhibitors

of VEGF receptors
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a

RCC Therapeutic algorithm: 2008

: : Thera Options
Patients Setting Py p
(level 1) (level >2)
MSK Risk: Sunitinib or HD IL-2
good or Bevacizumab + Clinical Trials
intermediate :
Untreated IFN Observation
MSK Risk: T Sunitinib
Temsirolimus . _
poor Clinical trials
i ] Sunitinib
r(é?rfclftlg © Sorafenib 5 _ .
Refractory y evacizuma
Refractory to Everolimus

angiogenesis
inhibitors

Clinical Trials

Investigational
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The present...:
an embarrassment of riches ?
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Targeted therapies:
challenges and future directions

« Combination therapy

 New schedules

« Sequential strategies

* Role of cytokines

 New agents

* Predictive biomarkers

« Adjuvant and neo-adjuvant therapy
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Ongoing studies...
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Phase lll Study of Bevacizumab plus Temsirolimus vs
Bevacizumab plus IFN for First-line Treatment of mRCC

a
Eligibility criteria \
® Metastatic RCC
® No prior systemic
treatment
® No brain

metastases
N

(N=800)

R

A

g-—> Bevacizumab + temsirolimus
o)

M

|

S

A

T :

| > Bevacizumab + IFN-o
o)

N

Primary end-point: PFS
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Randomised Phase lll Study of Temsirolimus
vs Sorafenib as second-line Therapy in mRCC

4 \ i Temsirolimus 25 mg i.v.
Eligibility criteria N—P> +
* Metastatic clear cell RCC D Best supportive care
* Measurable disease o)
* Failed sunitinib N=440 M
« Karnofsky PS 270% —P |
* 21 measurable lesion by S
RECIST A
No prior mTOR inhibitors T Sorafenib
o ¥ y
N

 No brain metastases
" Y

Best supportive care

Primary end-point: PFS

NCT00474786. www.clinicaltrials.gov
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START: Randomised Phase Il Sequential Two-agent
Assessment in RCC Therapy

R -
n=60
A - (4L Temsirolimus
(n=12 e
- \ N Sunltlnlb ...... > R (n=60
Eligibility criteria CD) 4‘ Bevacizumalt
® mMRCC of any type
® PS 0/1 (N=240) M P :
@ No brain mets —> é rogression
® No prior systemic
therapy A (n=60L e
F j T (n=12 _ Sunitinib
| —0‘ Bevacizumab [P R (n=60 |
g 4‘ Temsirolimus
Stratification: Objectives:
 Clear cell vs non—clear cell Estimate TTP1 and ORR with each drug (first-line setting)
 Prior nephrectomy (yes/no) Estimate TTP2 and ORR with each drug (second-line setting)

 PS (0/1) Estimate and rank TTP1 + TTP2 for each sequence



R S-TRAC:

Sunitinib Phase lll Trial in Adjuvant Renal Cancer

1igh-risk patients : R Sunitinib 50 mg/day
iccording to P A 4 weeks on/2 weeks off
JISS Staging System* H N for 1 year
_ R D
N=236 —>»| E [P Stratify—Pp| O
C M
Endpoint: T ' P
0 S acebo
Disease-free “\’(' E R
survival

Primary end point: Disease-free survival

ints: ient-
T3 NO or NX, MO, Fuhrman’s grade =2, ECOG SeIC;)r:jdar); end points OS’[ safe;y, plat e Itr
1 or T4 NO or NX, MO, any Fuhrman'’s grade, related outcomes, association or molecuila

nd any ECOG status or Any T, N1-2, MO, any markers with regression - free survival
uhrman’s grade, and any ECOG status

tart Date: September 2007; recruiting NCTO00375674. www.clinicaltrials.goy
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Adjuvant Sorafenib or Sunitinib for Unfavourable RCC

ECOG-sponsored, randomised, double-blind, multicentre phase Il trial; currently recruiting

Sunitinib 50 mg/day
4 weeks on/2 weeks off

Non-metastatic RCC Total = 9 cyclest

Disease stage -1V

=1332 —>

Sorafenib 400 mg
twice daily for 6 weeks
Total =9 cyclest

—Pp Stratify*—Jp

mn-=00Z2>» 23X
\ 4

Placebo twice daily
for 6 weeks
Total =9 cyclest

<=20--0O0mxITumzZ

» Duration: 1 year
 Primary endpoint: DFS

UISS (1I-V); Histologic subtype clear cell/non-clear cell
Biopsy at recurrence

tart Date: Mav 2006: recruitina NCT00326898. www.clinicaltrials.goy
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SORCE:

Sorafenib in Patients with Resected Primary RCC at
High or Intermediate Risk of Relapse

R
A ) Sorafenib 400 mg b.i.d. for
: N 3 years
P 0
Patients with H !
high- and N=1420 | R _ M Sorafenib
: diate- risk | E [ Stratify P | » 400 mg b.i.d. for 1 year then
intermediate- ris C S placebo for 2 years
resected RCC T A
N\ o T
M
Y I | Placebo
o) for 3 years
N

Endpoint: time to metastases

Duration: 1 vs 3 years

Start Date: June 2007; recruiting NCTO00492258. www.clinicaltrials.gov
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In the next years....
* Ongoing studies will clarify:

— The role of combination therapy (also
including cytokines...)

— The optimal sequence of therapy
— Therapy for resistant disease
— Long term toxicities...

— Molecular biomarkers defining groups
benefiting from anti-VEGF therapy



