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P-l/ll of IFN-a and low dose IL-2 for mRCC

- Overall responses -

Response

n CRPR MR NC PD F0°° 95CI%

P1 9 - 4 1 4 - 444
P37 - 8 2 14 13 21.6 9.8~38.2

IL-2 : 0.7 x 10° Japan reference unit (JRU)/person for 5 days a week

(Akaza H. Int. J. Clin. Oncol. 11 :434, 2006)




IFN a2b and Thalidomide in the treatment of
MmMRCC

Overall survival

©
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S
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Time to treatment failure

Mos
(Hernberg M et al. J Clin Oncol 21:3770,2003)




Sorafenib Study 100391 Trial Schema

= 25% Shrinkage
Continue Sorafenib

Open Label
/ :

12 Week . >-25% to <25% Tumor
Induction Randomized Assessment

\ =25% Growth

Off study

|
Base line 12 wks 24wks

* May cross over to Sorafenib (Ratin MJ et al. ASCO, 2004 )




RCC in Hamamatsu Univ. Sch. of Med. A
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RCC in Hamamatsu Univ. Sch. of Med. ﬁ

- OS according to N,M classification -

NO (n=929)
p<0.0001 (%)
50 N1 (n=27) 100
18 18 30
N2 (n=55) P=0.0426

MO (n=873)
60 -

10 15 20 25 30
(Yrs) ] p<0.0001

3 M1 (n=186)
1l0 1.5 2lO 2lS 3.0
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Phase |l study of Sorafenib in Japan

- Best overall response -

JAPAN P-II TARGET
n=129 % n=451 %

Complete response 0 0.0 1 <A

Partial response 19 14.7 10
Stable disease 03 72.1 74
Disease progression 13 10.1 12

Not evaluated 4 3.1 4

Response rate 14.7% 9.8%

(Akaza H et al. : Jpn J Clin Oncol 37:753,2007) (Escudier B, et al. N Eng J Med 356:125,2007)




Phase Il study of Sorafenib in Japan
- PFS at 32 wks (95% CI: 25 - 40 wks ) -

- RCC Ph-Ill in Japan

Sorafenib in G Ph-Ill
(TARGET)

——~ Placebo in G Ph-IlIl (TARGET)
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*Based on investigator assessment

(Naito S et al. : 95th JUA annual meeting,2007)




Phase Il study of Sorafenib in Japan

- Adverse events -

JAPAN P-ll (n=131) TARGET (n=451)
Any Grade G3/4 Any Grade G3/4

Adverse Event (%)

Cardiac-hypertension 36(28) 16 (12) 76 (17) 16(4)
Hematologic-decreased Hb 90(69) 7(5) 34 (8) 12(3)

Constitutional
Fatigue 21(16) 1(1) 165 (37) 22(5)

Gastrointestinal
Diarrhea 45(34) 1(1) 196 (43) 11(2)
Anorexia 18(14) 4 (3) 73 (16) 3 (<1)

Dermatologic
Rash or desquamation 49 (37) 5 (4) 180 (40) 4 (1)

Hand-foot skin reaction 72(55) 12 (9) 134 (30) 25 (6)
Alopecia 14 (11) 0 122 (27) 1 (<1)
Pruritus 29 (6) ) 85 (19) 1 (<1)

(Akaza H et al. : Jpn J Clin Oncol 37:753,2007) (Escudier B, et al. N Eng J Med 356:125,2007)




Phase Il study of Sunitinib in Japan

- Response rate -

KQ JAPAN P-Il Motzer P-lI

1stline 2nd line Total Total
Best response (%)
(n=25) (n=26) (n=51) (n=335)

Independent Central Review :
CR ) 0 0 0 (0)
PR 13 (52) 14 (54) 27 (53) 103 (31)

RR 13 (52) 14(54) 27 (53) 103 (31)

[95%CI] [31.3-72.2] [33.4-73.4] [38.5-67.1]

(UemuraHetal. : JUCO 40:194,2010) (Motzer RJ, et al. N Eng J Med 356:115,2007)




Phase Il study of Sunitinib in Japan
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= P-ll in JAPAN 1st line (n=25), med, 10.6 mos.
= P-Il in JAPAN 2nd line (n=26), med. 7.7mos.
— P-lll by Motzer 1st line (n=335), med. 11mos.
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Phase Il study of Sunitinib in Japan

- Laboratory abnormality(%) -

n JAPAN P-ll (n=51) Motzer P-lll (n=375)
Grade 3/4 (%) Grade 3/4 (%)

Hematoloaic
Thrombocytopenia 55 8
Leukopenia 20 5
Neutropenia 53 12
Lymphopenia 33 12
Anemia 8 4

Biochemical
Increased lipase 49

Increased AST 10
Increased ALP 2

Increased amylase 12




HKIZH T D57 FIRHEDFHFEIK

- BN FENEDAKE - H5ohFH -

(REBHH) Everolimus
IL-2 Sorafenib Temsirolimus Bevacizumab + IFN Axitinib
Sunitinib Pazopanib

Dec 05] Jan 06 Mar 09 Oct 09 Jan 12

Apr 1
Sorafenib Sep 10

Sunitinib Temsirolimus




ARICETLHETEERORDRETILTIA L
, MSKCC risk criteria/
settin 9 Pre-treatment

IFNa(+ low dose IL-2)(Lung)
favorable IL-2

or e s
intermediate Ul

Sorafenib

oor Temsirolimus
P Sunitinib
cytokine refractory —
Sunitinib 1. R

TKI refractory
MTOR inhibitor m
refractory
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Approved molecular agents for RCC A

Sorafenib 2006  (2008) Ry
Sunitinib 2006  (2008)
Bevacizumab 2007 -
Temsirolimus 2008 (2010)
Everolimus 2009 (2010)
Pazopanib 2010 no yet
Axitinib noyet soon?
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Hypertension as a biomarker of improved
efficacy during sunitinib treatment

BHypertension associated with improved response, PFS and survival
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Relative Dose Intensity of Sunitinib

Japanese SDUI data (n=1671)

Cycle Cycle Cycle Cycle
RCC 1 2 3 4

# of cases 1618 1340 1110 951

Average dose (mg) 1016 943 883 834

Relative Dose
Intensity(%)

726 674 631 59.6

Expanded- Access Trial
Median number of treatment: 5 cycles (range 1-25)

Mean relative dose intensity: 95.2% (SD 25.3)
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