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2011 Estimated US New Cancer Cases

Males Females

Prostate 240,890 29% Breast 230,480
Lung & bronchus 115,060 14% Lung & bronchus 106,070
Colon & rectum 71,850 9% Colon & rectum 69,360
Urinary bladder 52,020 6% Uterine corpus 46,470
Melanoma of skin 40,010 5% Thyroid 36,550
Kidney & renal pelvis 37,120 5% Non-Hodgkin 30,300
Non-Hodgkin 36,060 4% lymphoma

lymphoma Melanoma of skin 30,220
Oral cavity & pharynx 27,710 3% Kidney & renal pelvis 23,800
Leukemia 25,320 3% Ovary 21,990
ENICE 22,050 3% Pancreas 21,980

ALL SITES 822,300 100%, ALL SITES 774,370

CA: A Cancer Journal for Clinicians, Vol. 61, July/August 2011
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BEHHRIF )/ EEED Freedom from progression:
ABVD#E% + LS5 E ST R BB ST (STNI) vs. ABVDE % + B AT ST R BB 5T (IFRT)
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Years
- ABVD+STNI 66 65 64 63 63 62 62 58 49 41 28 17 6
= = ABVD+IFRT 70 66 64 63 63 63 63 53 47 38 30 16 7
Bonadonna G, et al.: J Clin Oncol 2004;22:2835-41
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Diehl V, et al.: N Engl J Med 2003;348:2386-95
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ABVDERZZEZIT-AERARS TV NEREDETFE: JCOG 9305

—Stage I, I
— Stage I, V

AR ORI (B)
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SEAEFE: | U4 (636  98% JCOG
I, IVEA (65f1)  87% e
Ogura M, Tobinai K, et al.: Int J Hematol 2010;92:713-24
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Overall Survival of Patients with Indolent B-cell
Lymphoma in the Stanford Data Base

1987 to 1996 (N = 668)
—— 1976 to 1987 (N = 513)
—— 1960 to 1976 (N = 195)

Probability, %

15 20 25 30

Time (years)

Courtesy of Horning SJ, Stanford
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(Reff ME, et al.: Blood 1994;83:435-45)

CcDC ADCC

complement-dependent antibody-dependent
cytotoxicity cell-mediated cytotoxicity

Rituximab . Rituximab

lept NK cell

B-lymphoma cell el

Apoptosis
Sensitize to anticancer agents

Putative Mechanism of Action of Rituximab
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Serum Rituximab Levels in Japanese Phase | Study

pg / mL
200
8 patients treated at 375 mg/m?,

once a week for 4 weeks

Elimination half life (T1/2); 19 days

Mean * SE

¢

40 60 80 100 120
Days from the start of rituximab administration

Tobinai K, et al.: Ann Oncol 1998;9:527-34

Non-Hematologic Toxicities in Japanese Phase Il Study
(n=90)

No. of events
OGrade 1 OGrade 2 OGrade 3

300
250
200
150
100

0!

1st Infusion 2nd Observatlon

Igarashi T, Tobinai K, et al.: Ann Oncol 2002;13:928-43
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Overall Response Rate (ORR) and Progression-free

Survival (PFS) in Patients Treated with Rituximab

No. of Patients ORR PFS
Total CR PR SD PD NE (95% ClI) (95% CI)

Indolent 61 14 23 22 1 1  61%(37/61) 245days
B-NHL

37 (47-73)  (189-337)

13 0 6 6 1 46% (6/13) 111 days
MCL

(19-75)  (50-146)

by Response Criteria for Relapsed Low-grade or Follicular NHL

Igarashi T, Tobinai K, et al.: Ann Oncol 2002;13:928-43
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Indolent B-NHLAEIZH [T 5 & E(Rituximab) DA > 73+

Overall Survival

19904

BT HEAFERE
R-CHOP 18 91% 19804 1%
ProMACE-MOPP 189 79%
CHOP 226 69%

HARE (£F)
Fisher RI, et al.: J Clin Oncol 2005;23:8447-52

Time to Treatment Failure (A), Duration of Response (B) and Overall Survival (C)
after CHOP and R-CHOP in Patients with Advanced-Stage Follicular Lymphoma

A Time to Treatment Failure C: Overall Survival

R-CHOP (195/223)

CHOP (14472085)

| P < 0.001
1 ) 0:2- P =0.016

0 i 2 3 4
years 0.1

Duration of Response years

ETHERME) VR EICx T HR-CHOPEED
AMEIECHOPEZE LES

German Lymphoma Study Group

P=0.001 (Hiddemann W, et al.:
o i 2 3 p Blood 2005;106:3725-32)
years
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CVP = Rituximab in Untreated Follicular Lymphoma:
TTP, Relapse or Death

Median follow-up: 53 months

R-CVP: median, 34 months

Event-free probability

CVP: median, 15 months

30 36 42 48 54

Study month
Patients at risk:
CVP 159 130 88 65 52 40 31 27 23 15
R-CVP 162 145 133 113 106 85 78 69 58 42

Marcus R, et al.: J Clin Oncol 2008;26:4579-86

JCOG-LSG

- Scheme of JCOG0203 -
Untreated, Stage I11/1V, indolent B-NHL

Randomization (N = 30( Sep 12 2002

Adjusted by age, bulky disease, 0N | op 28 2007

R-CHOP-21 R-CHOP-14
(R-Standard CHOP) (R-Biweekly CHOP)

Every 3 weeks x 6 Every 2 weeks x 6

Followed up
without maintenance rituximab

Watanabe T, Tobinai K, et al.: J Clin Oncol. 2011 Sep 19. [Epub ahead of print]
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JCOGO0203: Progression-Free Survival (N = 299)

Progression-free Survival (proportion)

Overall Survival (proportion)

°
=

NPOEA DABEHRE

Median follow-up time; 5.2 years JCOG-LSG

Updated analysis:
- 6-yr PES
Arm %
Ar
- Hazard R
0.9 0.68-1.25)

. S
- Median PFS

— Arm A (R-CHOP-21) ArmA 3.7y
— Arm B (R-CHOP-14) AmB 4.7y

3 4 5
Time after enrollment (years)

Primary analysis: one-sided p=0.35 (stratified log-rank test)
Watanabe T, Tobinai K, et al.: J Clin Oncol. 2011 Sep 19. [Epub ahead of print]
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JCOGO0203: Overall Survival (N = 299)

Median follow-up time; 5.2 years

Updated anal

- 6-yr OS
ArmA 87%
Arm B 88%

- Hazard Ratio
— Arm A (R-CHOP-21)
— Arm B (R-CHOP-14) 1.15 (95% ClI, 0.57 - 2.30)

3 4 5
Time after enrollment (years)

Watanabe T, Tobinai K, et al.: J Clin Oncol. 2011 Sep 19. [Epub ahead of print]

JCOG-LSG
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JCOGO0203: Conclusions

e R-CHOP is highly effective as an initial treatment
for indolent B-NHL in terms of OR d OS.

e Long-term PES is not good enou
Dose-d trategy with the immunomodulatory

agent G-CSF did NOT improve PFS.

e Further investigations‘ompost-remission therapy
after R-CHOP are warranted.

Watanabe T, Tobinai K, et al.: J Clin Oncol. 2011 Sep 19. [Epub ahead of print]
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131]-Tositumoab is Highly Effective

for Untreated Follicular Lymphoma

Ml ORR; 95% (72/76)
=9 %CR; 75% (57/76)
3 St 5 yr_PFS; 59%

] Median PFS; 6.1 yrs

LR 5. -os; 59%
ot non g w o Median FU; 5.1 yrs
free survival

The data are for all 76 pts treated with 131l-tositumomab

as initial treatment for advanced stage, follicular lymphoma.

Kaminski MS, et al.: N Engl J Med 2005;352:441-9

FAEERBREYNEICHTHEINEEER: SWOG 9911

Overall survival

Progression-free survival
5-yr OS; 87%
5-yr PFS; 67%
n=290

Survival (%)

CHOP x 6 1—X — 131|-Tositumomab

T T T
2 3 4

Years From Registration

Press OW, et al.: Blood 2003;102:1606-12
Press OW, et al.: J Clin Oncol 2006;24:4143-9
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Primary End Point of FIT Study:
Median PFS in All Patients*

Log rank
P < 0.0001
HR 0.463

Zevalin: median 37 mo
n =208

Proportion remaining
progression free (%)

Control: median 13.5 mo
n =206

6 12 18 24 30 36 42 48 54 60 66

PFS time from randomization (months)

*Median observation period was 3.5 years.

Morschhauser F, et al.: J Clin Oncol 2008;26:5156-64

Primary Rituximab and Maintenance
(PRIMA) Study

Primary endpoint (PFS) at the planned interim analysis

Rituximab maintenance significantly reduced the risk of progression by 50%

1.09
. 82% . .
g 081 Rituximab maintenance
© N=505
(3]
%: 0.6 I66°/ Observation
2 oar ! 0 N=513
g stratified HR=0.50 I
2 029 95% CI0.39; 0.64 I
p<.0001 !
0 r r r + r r
0 6 12 18 24 30 36
- Patients at risk Time (months)
505 472 443 336 230 103 18
513 469 a11 289 195 82 15

Salles G, et al.: Lancet 2011;377:42-51
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catastrophe )&% i&

CIH,C

Nitrogen
mustard

Bendamustine

A Fi®iE ; CoH, ClILN;0,°HCI
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Carboxylic

Benzimidazole ring CH, acid

KETHEITTEN/=BH -Bi¥Indolent B-NHLICX9 2
Bendamustine &I ) 55 |1 #8 5L B%

w NOBLAF120 mg/m2%&1H 1E. 2 HBEEKE0~609 HiEihE. TDik
19HBIAFE(L Cycle), 6~12 Cyclesigt)BLIZ S,

> Z|WE77% (CR 34%. PR 43% ). PFSHhR{E7.118

= PIVEMEHL TNEFE CEZRARBERHAICEITZRMNERTNETNL
66%. 62%

- EERROBENICEZIEMEIZ. ThETN67%. 79%

Total (IWRC) Subgroup (IWRC)

ZIEIEH

ORR 77% B4 ORR 66%

PR el %

B G ORR 62%

EHERE
(1561)

EHiziRg
(6161)

Friedberg JW et al.: J Clin Oncol 2008;26:204-10 0

ORR 67%

ORR 79%
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KEICHBIFBRituximab&Bendamustine 3t FH 0 58 |1 8 5 52

< BWMFEI2%, PFSHR(E231A
« )X THAROBEAICHLRTUEEITNAETNE6%. 100%
« 2/MVHIRY NEICEHITRRMNEIZI2% . BRI RIE191A

IWRC VY%7 ICLBRIAR OB KR

ORR 92% Prior Rituximab

ORR 87%

ORR 93%

No prior Rituximab
ORR 100%

ORR 92%

50
50 100

Robinson KS, et al.: J Clin Oncol 2008;26:4473-9

BOHEEARAER StiL(Study Group Indolent Lymphomas )it B%

KiaBEEMEBHAR) /NiE-
e@22 1% [ UMIAY (o -
R-B vs. R-CHOP®5E 1148 Lt & 5t B

Rummel MJ, et al.: Proc ASH 2009
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B BIRRR(StLEER)

< R-BfH# THEICPFSHER

1.0
0.9 :
a oy,
0.8 uy Ty m pr= 0.00012
y
0.7
0.6

55 months
05 :

ek e i

0.4
0.3
0.2
0.1
0.0
24 36 48 72 RARCA)

Rummel MJ, et al.: Proc ASH 2009

BRFLO B L AR BURR £ D1=8 00 REES

Dose-dense CHOP with G-CSF (JCO0203)
Consolidative HDC/ASCT or Intensive Cx
Consolidative RIT (FIT Study)

Maintenance rituximab (PRIMA Study)
New generation anti-CD20 antibodies

O ? Bendamustine instead of CHOP (STIL Study)

NPOEAN DA IBHRB 20



£o0 EMAYIOY—TJ3— A

NPOEAN DAIEHRS 2011/10/8

NPOEA DABEHRE

B EBMAR) N\ EDER

hEM EBHIR) >/ \[E
r______J_______j

|
R-CHOP X 3

l
MAHRAA

E3l% gt P =
(IP1)

——
L L-1E CEEFEI'CIaEID

R-CHOP x 8

!
R-CHOP x 8

or
+H RiE M HE 2
LB BB
LB (B~ RRE
Hel B~ hrEiRR
HE: BRRE

21



$o0 EMA YOI -3 —S NPOSEA DAIEHRS 2011/10/8

REIATESEEE/NBIC T HIEFEEE
(CHOPHRE) B LML FUE L SHIRBIA G A D
LB EABRIC BT HEFE

co
(=]

Percentage
()]
(=]

-
o

5-Year
At Rigk Estimates
= CHOP 202 72%
= CHOP +RT 202 84%

N
(=]

4 6
Years After Randomization

EITEHREMEB!) U /\EIZX T HCHOPER L
Xt CHOPE:E+ )Y x 3T D LB ER

CHOPH A B EF

IVREHSY 750 mg/m?

FR)7< 42> 50 mg/m? F1H

EDVRFY 1.4 mg/m?

A= 40mg/m?
JBE/IC8a—R

CHOPEEE) VXL TGHRE
UAVE S 375 mg/m?
IVRERHSY 750 mg/m?
TRUF72AL > 50 mg/m? %18
(3994) EVOURFY 1.4 mg/m?
TLR=Y 40mg/m?
3EFIZ8a—R

Coiffier B, et al.: N Engl J Med 2002;346:235-42

NPOEAN DA IBHRB 22



$o0 EMA YOI -3 —S NPOSEA DAIEHRS 2011/10/8

HATE D E M EBHAL o/ EIZX T ACHOPE % %
CHOPEZ+ VX I DURABODEFERFE

BRETE
1.0

0.8 — CHOPE;EEUY XTI T DG REE

0.6 —

CHOP# LB IhEF

< 0.
P <0.001 BEBREOEY

Coiffier B, et al.: N Engl J Med 2002;346:235-42

Lymphomas in Japan by WHO Classification

1. 3,194 cases reviewed consisted of 69% of B-NHL,
25% of TINK-NHL, and 4% of Hodgkin lymphoma.

. Major subtypes of T- or NK-NHL in Japan
1) 7.5% of adult T-cell leukemia-lymphoma (ATL)
19.2% in Kyushu, a south-western island
2) 6.7% of PTCL, unspecified
3) 2.6% of nasal and nasal-type NK/T-NHL
4) 2.4% of angioimmunoblastic T-cell lymphoma (AILT)
5) 1.7% of T-LBL/T-ALL
6) 1.5% of ALCL

Lymphoma Study Group of Japanese Pathologist: Pathol Int 2000;50:692-702

NPOSEA DAIEEHRB
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Overall survival of pts with the common subtypes of PTCL

Overall Survival (%)

P<.001

Anaplastic large cell lymphoma, ALK+

= Anaplastic large cell lymphoma, ALK-

= All natural killer/T-cell lymphomas

= Peripheral T-cell lymphoma, not otherwise specified
Angioimmunoblastic lymphoma

= Adult T-cell leukemiaflymphoma

0

1

I ) L] 1 I ) I I ) 1 L ) L) I I L I
2 3 456 7 8 9101121314 1516 17 18

International T-Cell Lymphoma Project:

J Clin Oncol 2008;26:4124-30 Time [yea I'SJ

NPOEA DATEERS

Chemoradiotherapy for Localized Nasal NK/T-NHL

I
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>
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>
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0

JCOG0211-DI: Overall Survival

N =27

Yamaguchi M, Tobinai K, et al: J Clin Oncol 2009;27:5594-600

2-yr OS: 78%

Median follow-up: 32 months

12 24 36 48 6o Months

RT-2/3DeVIC is safe and effective.
JCOGO0211 provides the basis for future studies. JCOG

NPOSEA DAIEHRS 2011/10/8
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Diagnosis
of ATL

Acute-type ATL (prototype) has characteristic findings,
including flower cells in PB, hypercalcemia and frequent
organ involvement (skin, Gl-tract, lung, etc.)

Peripheral T-cell phenotype (CD4+, CD8-, CD25+)
Presence of antibodies to human T-cell lymphotropic
virus type | (HTLV-1) in serum

Four clinical subtypes;

acute-, lymphoma-, chronic- and smoldering-types

Overall Survival of ATL Pts in JCOG9801

Proportion OS

10 Hazard ratio = 0.751 (95% Cl, 0.50-1.13)

One sided p=0.085 —

p = 0.029 by adjustment by Cox regression
— VCAP-AMP-VECP (n=57)
— Biweekly CHOP (n=61)

09 T
08 [
07 T

06 [
05 [
MST, 13M .
04 1 ?
3yr-0S, 24% JCOG
03 T
%2 ' MST, 11M
01 1 3yr-0S, 13% Years
0.0 * . !
0 1 2 3 4 5 6 7

Patient enrolment into the subsequent phase Il study of VCAP-AMP-VECP
followed by allo-SCT (JCOG0907) was initiated in Sep, 2010..

Tsukasaki K, Tobinai K, et al.: J Clin Oncol 2007;25:5458-64

NPOEAN DA IBHRB 25
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CCR4-positivity is an unfavorable factor in ATL pts

100
Log-Rank P =0.0324

80 Wilcoxon P =0.0265

60

40

CCR4* ATL
(n=90) Fif

Overall survival (%)

80 100 Expression in ATL cells

months in 90% of ATL pts

Ishida T, et al.: Clin Cancer Res 2003;9:3625-34

KW-0761: Humanized Defucosylated Anti-CCR4 Antibody

CCR4:
KW-0761 CC Chemokine Receptor 4

KW-0761:
First-in-class humanized antibody
WMX’ that recognizes CCR4

CCR4

Produced by Kyowa Hakko Kirin

C-terminal
ermina High ADCC activity using

POTELLIGENT® TECHNOLOGY

A therapeutic antibody which binds to CCR4, eliminates the

target cells expressing CCR4 protein through a cytolytic
action, ADCC.

NPOEAN DAIBREB 26
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Design of the KW-0761 Phase | Study

Target diseases
Relapsed CCR4-positive ATL & PTCL (CTCL, PTCL-NOS, etc.)

Study objectives
Primary: Safety, Recommended phase Il dose (RPIID)
Pharmacokinetics, Immunogenicity
Secondary: Anti-tumor activity

Doses and schedules
IV administration: weekly, 4 times Yamamoto K, Tobinai K. et .
N=3 (max 6) / cohort ~ 1: 0.01 mg/kg  ;ciin oncol 2010;28:1591-8
2: 0.1 mgl/kg
3: 0.5 mg/kg + Expanded cohort
4: 1.0 mg/kg (RPIID)

Dose-limiting toxicities (DLTs)
Hematologic: > grade 4 / except for lymphopenia
Non-Hematologic: > grade 3 / except for acute infusion reaction

KW-0761 Phase | Study: Summary

( DLT; 1 (1.0 mg/kg) / 16 ptsJ  E—

( Acute infusion reactions, tolerable}

‘ Plasma half-lives; 454 +/- 164 hrs after the 4th dosing of 1.0 mg/kg}

[ No anti-KW-0761 antibody }

8,000 :
ATL patient of Cohort 2
7,000 .
hematologically, CR
ORR 31% (5/16) 6,000
s
2 CR and 3 PRs z 5,000
in 16 pts enrolled| € 4,000
~ 3,000
- WBC ~*~ Lymphocyte 2,000
~® Neutrophil ® ATL cell 1,000
Yamamoto K, Tobinai K, et al.: J 0 - - . . -
Clin Oncol 2010;28:1591-8 12 7 14 22 29 36 43 50
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KW-0761 Phase Il Study for ATL: Efficacy* (n=26*%*)

Best overall response (ORR)

Response Response rate
n CR*** PR SD PD NE (%) [95% Cl]
Overall 26 8 5 2 11 0 (50 %) [30-70]

50% of ORR (95%Cl, 30-70%) met the primary endpoint.

Best response by each disease site

Disease

it N CR** PR SD PD NE %) [95%Cl]
Blood 13 13 0 0 0 0 (100%) -
Skin 8 3 2 0 2 1  (63%) [2592)
Nodal & 12 3 0 4 5 0 25 % 6-57
extranodal (25 %) [6-57]

* Determined according to the criteria described by Tsukasaki et al. (J Clin Oncol, 2009)
** One pt with concurrent colon cancer was excluded
*** Includes CRu Ishida T, Tobinai K, et al.: Proc ASH 2010

KW-0761 Phase Il Study for ATL: ATL cells in blood
#06; 55 yo male, acute type
53 5 53 8 8 BB

10000
1.0mg/kg KW-0761
8000 E'l;
El
< 6000 | Neutrophils
]
L
4000

Lymphocytes (including ATL cells)
2000

A A/A\A

ATL cells

0 14 28 42 56 70

Time (days) . L
Ishida T, Tobinai K, et al.: Proc ASH 2010

NPOSEA DAIEEHRB

NPOSEA DAIEHRS 2011/10/8

28



$o0 EMA YOI -3 —S NPOSEA DAIEHRS 2011/10/8

Summary of KW-0761 Phase Il Study for ATL

F Most common AEs: infusion reaction and rash as well as
hematologic ones such as lymphopenia, thrombocytopenia
and neutropenia

F Grade 3 rash: Observed in 5 pts. But, they disappeared
or improving by the steroid treatments

B Overall response rate: 50% (13/26; 95% Cl, 30 — 70%)

F Responses of disease sites: 100% for blood, 63% for skin,
and 25% for nodal and extra-nodal.

F median PFS, 5.2 months; median OS, 13.7 months

KW-0761 is an effective agent with acceptable toxicity
profiles for pts with relapsed ATL, in which no standard

thera Py exists. Ishida T, Tobinai K, et al.: Proc ASH 2010

Ongoing Studies of KW-0761 in Japan

ATL 15t line ClinicalTrials.gov ID: NCT01173887
mLSG15
— (VCAP/AMP/VECP)
x 4 cycles
Untreated CCRa+ ‘ﬂ i
ATL (n=44)

( mLSG15 x 4 cycles
+
KW-0761
(every 2 weeks, x 8)

Primary endpoint: CR rate \

T/NK-cell lymphoma ClinicalTrials.gov ID: NCT01192984
KW-0761
CCR4
Relalp;edhzr':'; cell — > 1.0 mg/kg/day (iv)
Ly (n_35) weekly x 8

Primary endpoint: ORR
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1. REHEDEVZBOEBREMDESH (WHOS EFEIR)
—ABRMERNRELTIEESH Tchallenging

2. JCOGHRABRIZ K BHATL, RMHFENK/T-NHLD “$E4E 48" L

3. CHOPHE A/ EB-NHLIZH 3 IR E AR D AMEL T+ 5

4. iR AKL MEEE. 7 FIEMELELB-NHLET R HFER
77O—FHpE

5. BRS-BITATHE BT 25 EMR0E L
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6. BN AR ELDBRIBITHESN A BENBZ HHBDE
—HDELMERFEE (JCO, Blood, ASCO, ASH, etc.)

7. RHERDIEENARE - EFARE - EMEDER

LYMPHOMA
FORUM

January 26-28, 2012
Hotel Nikko, San Francisco, CA

Program Chairs:

Francine M. Foss, MD

Yale Cancer Center, New Haven, CT,

USA Kensei Tobinai, MD, PhD National
Cancer Center Hospital, Tokyo, Japan

http://www.ptcl2012.com/
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