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Translational Research of the anti-CCR4 mAb [KW-0761 (mogamilicima i de e S e e

KW-0761 phase | trial in Japan (2006-2008) treatment of relapsed or refractory ATL (2012) )

Phase Il for relapsed PTCL in Japan (2010-)
Phase Il for untreated ATL in Japan (2010-)

Phase I/lla for relapsed PTCL in the USA
(2009-10)

Phase Il for relapsed ATL in Japan (2009-10)
J Clin Oncol, 2012

KW-0761 was given first in

ﬂ ﬂ ﬂ ﬂ cancer patients in Japan.

J Clin Oncol, 2010

O T-lymphoma cell
Complete Response

Development of defucosylated humanized
anti-CCR4 mAb (KW-0761)
Clin Cancer Res, 2010
Anti-CCR4 mAb mediated antitumor
activity in humanized mice models
Cancer Imnmunol Immunother, 2009
J Immunol, 2009

Anti-CCR4 mAb mediated potent
antitumor activity in mice models
BrJ Haematol 2008, Clin Cancer Res 2007
Leukemia 2006
Anti-CCR4 mAb as anti-Treg agent
Int J Cancer, 2007, Cancer Sci, 2006
Cancer Res, 2006

Anti-CCR4 mAb mediated potent ADCC in vitro

Clin Cancer Res, 2005

Clin Cancer Res, 2004b
Development of defucosylated anti-CCR4 mAb

Cancer Res, 2004
CCR4 expression in PTCL
Clin Cancer Res, 2004a
CCR4 expression in ATL
Clin Cancer Res, 2003
Development of mouse anti-CCR4 mAb
Int Immunol, 1999

ATL LN
CCRA4 staining

TR P EAE ) /B
Bl LB VU NEICHBLTPRAFTRTHS

/
/ Uy BEREAR

TR EAE ) /N[

0.9 4 .
) Anaplastic LC
Anaplasti 0.8 1 AT METTRTITI
—Anaplasti L T T 1
100 — All natural 0.7 1
== Peripheral = 0.6 o
90 Angioimm g O . DLBC Bififa M EM /B
: = Adult T-c Ele 1
@ 0.4-
0.3 1

&£7F (%)

0.2 )
o | THERAMEEREY S/ S
. Log Rank Test: p<0.001
0.0 4 : : : : T T : - :
0 1 2 3 4 5 6 7 8 9
Years
Blood 1997; 89: 3909

L L L L L L L
0 123456?8910\

(%E) J Clin Oncol 2008; 26:4124.
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Ishida et al, Clin Cancer Res 2004;10:5494

Ishida et al, Clin Cancer Res 2003;9:3625

ATLIZX}9"% JCOG9801 phase Ill study D§HE

1.0 Hazard ratio = 0.63 (95% Cl: 0.39-1.02)
0.9 one-sided p=0.029
) (after adjustment of charact. at reg.)
0.8 [
07 f ——VCAP-AMP-VECP (n=57)
0'6 I —Bi-CHOP (n=61)
£t 0:5 I 417 P R{E=138 VCAP-AMP-VECP L EF D
o | 3FEAF=24% B h R EIE568
03T
0.2 [
01 FEFHME+TRE=11A
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0 1 2 3 4 5 6 7
Years after randomization E

Tsukasaki et al, J Clin Oncol 2007;25:5458
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EH6/kM4Mm 586 184 100 53 21 12 5 2
s 174 28 13 4 0 0 0 0
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Number at risk
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Ishida et al, Blood 2012;120:1734
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//> FASHAE
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Imai et al, Int Immunol, 1999 Niwa et al, Cancer Res, 2004 Ishii et al, Clin Cancer Res, 2010 j
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CCRAIGTEATL/PTCLZ X &R ELT= KW-07610D FIFHFAERDFER

BRATL/ KW-0761
PTCL
(CCR4+) ‘L ‘1’ ‘1' ‘1'

Nel6  ——— REE/EYE SHE

S L— #E5E  No.ofpts No. of pts h s (o
Th=T  (melke) (ATL) AL CR PR ZAE(%)
1 0.01 3(2) ATL/PTCL 16 2 3 31
2 0.1 4(4) ATL 13 2 2 31

3 0.5 3(3)
! 10 3(2) HREZEESE: 1.0mg/kg ITRE
Expanded 1.0 3(2)

Yamamoto et al, J Clin Oncol 2010;28:1519

BREATLZWNRELT- KW-07610) FE B ER

FeERAERIC & 8% KW-0761

B3 ATL CCRAF T ZTih TCra » 1.0 mg/kg/B (BRiEFET)
1[E]/58 x8

BEBIUVEHE R7o1—

KW-0761, 1.0 mg/kg

YV VYAV S

36 43 50

v

y v _
—— RESHE ONE

Ishida et al, J Clin Oncol 2012;30:837
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1.0 mg/kg
KW-0761

Day 63

Y2/ EIRE : ST £ EHE

KwW-0761 HmEBEHE

BEAORGHE e
B3 ¥ > B E
b5 3 E A (%) [95% CI]
Overall 26 8 5 2 11 13 (50 %)[30-70]
BRATL BEATL
_ 1) memsmamess: s2A ] SEBMMBRIE: 1375
x 1 80 -
& 60 A g 60 -
Eg 40 - ¢ 40 -
?é’ 20 # 20
o A o — T T T T T
0 5 10 15 20
ﬁ 0 5 10 15 ZDH
No. atrisk 26 12 8 2 No. atrisk 26 22 16 4 1

Ishida et al, J Clin Oncol 2012;30:837
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KwW-0761 HmEBEHE

BEAORIGHE E3IES
FEET ¥ > EE
:
%Bﬁ%ﬁl i%llh\ Aﬂ(%) [95% CI]
Overall 26 8 5 2 11 13 (50 %)[30-70]
#FATL BERATL
1.0 Hazard ratio = 0.751 185% CI, 0.50 to 1.13) 100 T £t 7 HA RS o R
. 0a- ‘(\, One-sidad P = 085 50 - B E: 13.7H
i\— E? | — YCAP-AMP-VECP (n = 67) —_—
o6 \ Bi-CHOP (n = 61) X 60 -
H 05 |
I8 0.4 z.‘f;r_c:;h:w—za & 40 +
I 0.3 #H 20
-4 g'i: MST = 11M
. 3year 05 (%) =13 0 -
0 1 2 3 4 5 6 7 6 ; 1'0 1'5 z'o A
Time After Random Assignment (years)
No. atrisk 26 22 16 4 1

Tsukasaki et al, J Clin Oncol 2007;25:5458

Ishida et al, J Clin Oncol 2012;30:837
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ine ( )
mLSG15
(VCAP/AMP/VECP)
Untreated e x 4 cycles
. ASSESS
(> 20y0) mLSG15 x 4 cycles
: +
KW-0761

(Bi-weekly x 8)

FMMEER: TEEHRE

T/NK cell Iymphoma (2010-) ClinicalTrials.gov ID:NCT01192984

(inc| uding CTCL) Ishida et al, ASH 2012, Abstract #795

Relapsed T/NK cell KW-0761
CCR4+ .
lymphoma — 1.0 mg/kg/day (iv)
(>20yo) (n=35) weekly x 8
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Study of KW-0761 (Mogamulizumab) in Subjects With Previously Treated
Peripheral T-cell Lymphoma (PTCL)

(2012') This study is currently recruiting participants. EU
Verified September 2012 by Kyowa Hakko Kirin Pharma, Inc.
= Denmark
First Received on May 30, 2012. Last Updated on September 12, 2012 History of Changes = France
sponsor: | Kyowa Hakko Kirin Pharma, Inc. = Germany
Information provided by (Responsible Party): | Kyowa Hakko Kirin Pharma, Inc. " Italy
= Spain
ClinicalTrials.gov Identifier: | NCT01611142 . UK

KW 0761 or Investigator's Choice in Subjects With Previously Treated Adult T-cell Leukemia-Lymphoma

(ATL)
(2012_) This study is currently recruiting participants.
Verified September 2012 by Kyowa Hakko Kirin Pharma, Inc. Global study
First Received on June 19, 2012. Last Updated on September 12, 2012 History of Changes = USA
— * France
Sponsor: | Kyowa Hakko Kirin Pharma, Inc. .
— = Belgium
Information provided by (Responsible Party): | Kyowa Hakko Kirin Pharma, Inc .« UK
ClinicalTrials.gov Identifier: | NCT01626664

TV OFA L. first in cancer patient NE A TEINT=
H—R_ONAMAKEERTHY. BATOEENDEFRAR

ATLFGE FRE1ER X2
EER . TRYBATLIZHT S BULERAEK?
ATLAETOBEYLFRER?

ATLEBE IS S RIEBEL OB AAEIE?
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