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Tobinai et al, Abeloff’s Clinical Oncology (ed 4) 2008:2425 EWEa BESmasr
ATLIZX 9 H1L 5%
#EEP AR E (1 line ) S ATL IS B2k am
(2" line )
10+, Hazard ratio = 0.751 (95% C1, 05010 1.1 (B FIBE R (3 )
il 1‘ One-sided P= 085
2 08l | A xE
0.7 = VCAP-AMP-VECP (n = 57) =
5 06- i Bi-CHOP (n=61) MST-16 0% (0/4)
¥ | } CPT-11 38
o 03 _ MST = 13M % (5/13)
o g: Iyear 05 %)= 14 2'-Deoxycoformycin  32% (10/31%)
® Cladribine 7% (1/15)
MST=11M * AR .
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Time After Random Assignment (years)

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

Ichihashi et al, Oncology 1992;49:333
Tsuda et al, BrJ Cancer 1994;70:771
Tobinai et al, Jpn 1 Clin 1992:22:164
Tobinai et al, Int ] Hematol 2003;77:512
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S8 FBASELER (2006-2008)

B AMIES | KW-0761
R I A B 2N

8 15 22

N=16 | > EL{H
Gokos Dose  No. of pts No. of pts ORR(%)
(mg/kg) (ATL) ALL CR PR
1 0.01 3(2) ATL/PTCL 16 2 3 31
3 0.5 3(3) ¥
ERER 2RI BR IR B B 1.0 mg/kg
= 1.0 3(2)
Expanded 1.0 3(2) Yamamoto et al, J Clin Oncol 2010;28:1519
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Phase I Study of KW-0761, a Defucosylated Humanized
Anti-CCR4 Antibody, in Relapsed Patients With

Adult T-Cell Leukemia-Lymphoma and Peripheral
T-Cell Lymphoma ;

Kazuhite Yamamotn, Atae Lininomive, Kensel Tobined, Kunihiro Taukasabi, Naskund Uske,
Kimifure Uoznmi, Kazunari Yamaguchi, Yanseli Varsada, Shuichi Honada, Sazus Tamn,

Shiges Nakawmra, Hiroshi Inagaki, Keichi Ohshima, Mitashi Kiyed, Takashi lshids, Keufi Matishima,
Shiro Aldnaga. Michinor! Opura, Masas Tamonane and fyics Usda

A B 5 T R A CT

I.‘Lﬂ-UFSI_ a dofucosylated hurmanized anti-CC chemoiine receptor 4 (CCRA! antibody, sxens a

stong antibody depandent osdulyr cytotomic effect. This phase | study assessed the salety,
coliinatics. recommanded phase || doss snd aMicsey of KWO781 n patients with rslapsed

CCRA-positive adult T-cell i [ATL! or pary Tcell IPTCLL.

Patinsts sad Methods

Sixteen patients received KW-OTE1 ance a week for 4 weeks by intravenous nlusion. Doses wers

escalsled, staring at 0.01, 0.1, 05, and finally 1.0 mghyg by a3 < 3 design

Resuits

Fifteen catents complelad the prowocol treatrmant. Oridy ore patient, 81 the | 0 mglg doss, devesopad
gade 3 dosebmiting toxkities, skin rash, and lebrie neutropents, snd grede 4 neutropersa. Cihor
reatmantselated geade 3 15 4 tooctias wers =100, Iev = 30, lvusl opei
in = 7, herpes 7oster in = 1, and 2oute infusion resctionic ine ralease synakome (n —~ 1), Nedher
the hequency nor saedty of tonicties with dosa - Ths ¢ o
wias nol fesched Therelces. the recommended phasa | dose was determined 1a b 1.0 mghg Ho
patiants Fad dotectable lovels o anti IWOTE] antibady, The plasme masimum and towgh, and the
araa under the curve of O 1o 7 days of KW-D761, tended 10 increase dase and frequency depandently.
Five patients (31%; 5% CI, 11% 1o S0%| schisved cbjective responses: hvo complete 10.1; 10
mighgl and theea panial 10.01: 2 & 1.0 mghg responses.

Conclusion

IW-0781 was tolerated &t all ihe dose levels tesied, demonstrating potential aHicssy against
relapsed CORA-posinive ATL of PTCL. Subsequent phasa Il stuses at the 1.0 mglg dase are
thus warranied,

J Ciin Oncol Z81581-1598 & 2010 by Amancan Socaty of Cinica! Cacsicgy
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Patieml Gender| Age . # of Response PFS
Cohort Disease <
No. M/F | Year infustorw PB | skin | LN OR (days)
5 101 | ™ 46 |MF tumorstage| 4 - | po | sp PD 29
(0.01) 102 M 60 ATL acute a - sD - SD->CR 1002+
103 F 68 ATL acute 4 CR - CR PR 85
201 M 55 ATL acute 4 R | PR | sD sD 50
2 202 F 66 ATL acute 4 PR | - SD sD 36
(0.1) | 203 M 66 ATL acute 1 - - sD PD 8
204 F 57 ATL acute 4 R | crR | - CR 1071+
301 ] 60 ATL acute 3 - PD | - PD 36
3 302 | m | ea ATL acute a |- |- || po 29
(05) | 303 | ¢ 69 | ATLiymphoma | 4 |- | - |so| D 29
4 401 F 64 PTCL-NOS 4 cR | crR | PR PR 812+
(1.0) 402 F 62 ATL acute 4 CR CR PR PR 64
403 F 64 ATL lymphoma B - - SD SD 43
Ex- 411 M 55 ATL acute 4 - PD | - PD 28
pante 412 M 62 ATL acute 4 CR - - CR 714
(1.0) | 413 F 58 PTCL-NOS 4 - . sD SD 590+
RN E; 31.3% (5/16; 2 CRs & 3PRs) EHFRBERNE; 43.7% (7/16)  (Aug, 20108%)




B ER 5 2485 BR (design #1)

% ME % F FER (2009-2010)
' fE SRR D CCrRA e l___ _____ kw_gyﬁi
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BEEES* (n=27) CTCAE v3.05%{ff

EOAEE g MBEH aREE
FEER 3 a2 174 HEER —3 4 1—4
SEMIRE 1 0 24 Y s SERE D>+ 9 11 26
;43 5 0 17 B MR D 8 0 18
FFH88E (ALT) 2 0 11 /iR 3 2 14
FFi88E (AsT) 2 0 10 AR 5 0 14
{EERRE 3 0 5 AETOEY 1 0 8
FFi88E (y-GTP) 3 0 a4

BT 1 0 a
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B MO EEE* (n=26%*)

BEHR BTE
BESEL f CR*** PR SD PD NE >PR (%) [95%cCl]
A4 MmN EARRa 13 13 0 0 0 0O 13 (100 %)
EMRE 8 3 2 0 2 1 5 (63%) [25-92)
'J:g;ﬁ%‘;ﬂl 12 3 0 4 5 o 3 (25%) [6-57)
ESE3 26 8 5 2 11 0 13 (50%) [30-70]

* Tsukasaki et al. My3CIZHEBR(J Clin Oncol 2009;27:453)
** KERAA PR O 151 RR< -
LSRR, B EENTELEYD RuLED)

EBRYE £XEHFE (ORR)50% (95%CI 30-70)
(95% MM REIX M) TR 25 RUME 22y 3B 5% # L [AS5)

BREK#Z18 (P206); 5548, B, MR

133800801118

10000
(cells/pL) 1.0mg/kg KW-0761
—— 8000§ &FHTLWAR
REmo
bR ER

U2 \ER (ATTHIIRZ S D)

0 14 28 42 56 70
Time (days)
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Day -6

Day57 M E: TEFEL

8l 1.0mg/ke
| Kkw-0761

HEHER(KPD) (P206); 558, B, AR

v 57, Grade 1

¥

PR O R CHE

BEMER (days57): ELMEBIRL, BEXDF—X
EEL i KT D %




ERERAZE (P213); 69R%, Kk, U /ER

NN Vo VR AR B

1.0mg/kg Day63

R F 2R DLIE anurans e 2 200

- BRATLEE27E 926 R THMMEO @A T RETH 1=
( KW-0761: 1. 0 mg/kg)

« TINES0% (13/26; 95% Cl, 30 — 70%) :
TERY A, MAEYSE
IELEFM(Prs) - R{E $95HA

» 27RCDER S

EHRECRBEL-AEERIAMRIRGE (YA IV BEERE) .
EEEBIORBHREBL-BEMNSL LV, LHL, RFOSREE
[CTER/AE

HFFBE(ALT, ASTIE)D L& . (EERE. hxEl
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ATL 1%t line ClinicalTrials.gov ID:NCT01173887
" : mLSG15 )
. (VCAP/AMP/VECP)
| ik X 4 cycles
ATL |
>20 | mLSG15x 4 cycles
(>20y0) [ e
i : KW-0761

. (Bi-weekly x 8)

TENEEE: R ENE RE)
T/NK $fa') > 78 ClinicalTrials.gov ID:NCT01192984
(CTCLESD)
[ BRT/NK RS KW-0761
[ UMZAY | 1.0 mg/kg/day (iv)
_____k2aye) e RLLURS
FEFEEE : FRHE (ORR)

HiCCRabiA O BIELHZ

EA EERE2ERER(KW-0761) 2010
(2009-2010)

EA EBERE1EBEKKwW-0761)
(2006-2008)

MAREREELT
BAT fIOBERER
J Clin Oncol, 2009

*E EBEFE1/218HE (kw-0761)
(2009-2010)

ccrafiifk EMETORETIL
Cancer Immunol Immunother, 2009
Jimmunel, 2009

Treg Mfll&L TOccrabitk
Int J Cancer, 2007
Cancer Sci, 2006
Cancer Res, 2006

CCRMLEE TIRETILT
BOREENR
Br J Haematol 2008
Clin Cancer Res 2007
Leukemia 2006

CCRAAK in vitro TATL #EREIZHLALDCC .
Clin Cancer Res, 2005
Clin Cancer Res, 2004b

ADCCHIAEHEDD—2R ccraffifk D iEM
Cancer Res, 2004

ccra; THIRRU MO FHRTREBIZRR

Clin Cancer Res, 2004a

CCR4; ATLIZREB Clin Cancer Res, 2003
ATL LN

Ty AHccrabithESE 19090 CCR4 staining
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