EEERHEEST A NFA
=FRN<7 (CBaFEmz)

(BRFE4 : 7V A RBHE 20 mg, 7V —RERRE 100mg, 79—
B RBHE 240 mg)
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1. BL®iz

EFER oG - B ORI, TACESIC LSOV IE Ao R
BN D, S DI, EORFEHENOERIZ LY, FUREIEN o X OEEN 25 ek
FEEMPERINAPC, TNOOEERTEIIVNERBRE RS A 2 L aiWso
MEEE 2o ThBY BEVMEER & B OEATE 2016 (FK 28 £ 6 A 2 REEEE)
ZEWTH, EHNEERSSEOEHOFEREEERRA 2 L L ERTWA,

FRMEME T ERS T, SR EHCESN T 0 7 7 A AR OE IS, LW 5k
RLTZERDD, TN, FMRTCESEIZET I HERSFOEET A T oM,
MREERLOBEL MR I LA INIBFHCH LTHEATS L L bio, flfE
AR U2 BRC B RIS & & B 2 & BRTREA —FE OB & il 1= T i B o
THLEDREETHD,

LICi3o T, BAA FIA4Ci, FBEECINE TILELN TV AEFIESA -
BEm R ES& | DTFOEERORE2EHEHEET 28500 DELTEE, £
FROBEFREERT,

feds, RHA BT A bk, MOIITEE AN BRSPS, AR A B AR
PRI Y2, —RAEEAN D ARERNBES, SFEHREERIEEEA B AE 2SR
—iAEEE A B AR GRES OO b L ERE L.

ME L RBERE 47 U R AR 20me. A7V — R AR 100mg, 47
— N EERRE 240 mg (%4 - =HA T (BETFEHER))

WEERAHENIPR  UIBRREE A ETT - R IR R B

HREHDRHELUAR BT, KA =R <7 GRRFA#RL) L LT, 13 240mg
# 2 RN CARRET 5.

3% I PR EOE NI TS




2. AAORKEK, FRKF

A7 A E R 200mg, FAURERE 100 mg OV MR 240 mg (—HRAB =
Ra+7 (BT, BT, TR | fb’W%L%ﬁT%&&%¢V/ﬁR
HETIA R v AR RTAT (BMS) ) A L~ e b PD-1 (Programmed
cell death-1) IZkIT 2k Fi¥IgGs £/ 7 n—F A TH D,

PD-1 1. JEME(E L7= Y »oSER (T HI, B HIBR U2 T 4% 7 —T Hild) RUYE
Bt AMIAI R 5 CD28 77 3 U — (T MR iEE (L 2 MBENIIE & SUCHIET 550
FEE) CBTASEGTH A, PD-1 TR ERT S PD-1 YA K (PD-LI
BIRPD-L2) LS L. U v SERICMEE S 7 i miE LU S EROEE R A
FITTHLTWA, PD-1 U H L FIZHEESRRLANC b b OlRx 2 IEEARR SR
UTds Y . R EGREERE LB LIS IEEMALIC T D PD-LT BB LIFROAET
HH L ORI B OMBEBENH D 2 L RAHE ST % (Cancer 2010; 116: 1757-66)
F 7 B R R TR TR EET A1 v F T = v = (IFN-y)
12 Y 5T PD-L1 ORBASHEE S, 6 LB EIT D PD-LT ORBLEWRD
HEFFHIRE & ORI IEORBEMREN S B & Odiis b & % (Sci Transl Med 2012; 28: 127-37).
X 57, PD-L1 AR S e AR, FUFUG B CDS BB T MilamilinEE
FEME A EE AW B 7%, #5 PD-L1 FifAT PD-1 & PD-L1 ¢ ORAXEET D &L oM
BAE M N EIE T A 2 LR ERTVA, B0 Z &5 PD-U/PD-1 ) W 2 MRS L, 23
AN AR R A T M) B QXS 2 BT AT O 28 LTHZ LR T
Do
AR, EERE O R 5 PD-1 OFIEAEE (PD-1 U H > FEES R0 [T E
PD-1 & PD-1 UH o FEDAREETHILICK \bhﬁﬁﬁﬁ%&Tﬂﬁ@@
MAL R U ASE 5T 5 B (B SR 2 38 % = & TR 2B R 2 R T
TEBHERENTYD
:h%@ﬂﬁma\$ﬂﬁ%ﬁ@%mﬂ#5%t@%ﬁ%mﬁD%é%@&%ﬁém\
JENERARR R A e & U BB M L. A, ReM R UEEE SRR &
i,

Kﬂ@%%%f’%d<@E@ﬁﬁ&E’ LEWERE S bbh, BRI
IEEMEDS B 5, AFIOR G B R U ERICIT, BHEOBSEL TOIT0. R
%%ﬂt%m ig%ﬁbt%%mﬁLt%ﬁ%@ﬁﬂ&ﬁ%%ﬁO%%k@%Lfﬁ
EIREE B AT\ BE ORERIGIC L ABHER R RDI O HEITIL fIRRE RV
FUROBEEOHULMELITOLERS D,



3. ERERERE
TR0 HETT - 3RO/ NBMEMNE (BYLEEE IR TR o&EIEE L]

M EIT - 7 ERERBEROREE R T,
[ 72hk]
(R o)

DEMNH DR (ONO-4538-05 5{5)

T F TR E G CARERE S T AU TESIB B/ IVEXIE RO LS
B (ECOG Performance Status 0 B T8 1) 35 2wz, A% 3 mgkg % 2 WEIRE T
SOERRE L7, ZEFMIEE THARYE (RECIST A FF4 2 11 MRICE-S < s
HIEIZ LD CR UL PR) 1125.7% (95%(EHAIKIN 1 14.2~4210%) Thotz, 7fods, HaT
WERE LI 0.0% Th o1,

QA FEMAAER (CA209017 FER) (N Engl J Med 2015; 373: 123-35)

7T FF A E G LRSS AT A YRR OB B/ VXTI ERORE L
B (ECOG Performance Status 0 2 T8 1) 272 41 (ARHIRE 135 7. NE#FE48E 137
) AREIZ, FerREAdRBE UTAR 3 myke & 2 HEME CRESHEL -,
FERLEE Th H-eAFHE (FoE [OSwEEEED 3. AFIEET 923 (733~
1327} A H. FEAXEAFET6O [513~733] ZATHY, KT FEFF RN
USRI HEBERIEREZRLE (O~ FH 0.59 [96.85%(E1EIXR : 0.43~0.81].
p=0.0002 L/EH5] log-rank #/E]).

10

"’*‘,hl.
5y '\\\
0.8 SN
M
& 87 \
kS R,
£ 06 N
e Y
= [1A) L
4l ‘1 .?'-"-"‘3'4’}*.»——&1 4
_é &.4 ‘1_,:&_.__&:” .
& 53 M-—-—A—«
0.2
[A]
0.0
1 I_ - ¥ H i T T T T T )
0 3 6 8 12 5 B 21 4
Cverall Susvival {Months)
Mumber of Subjects at Risk
Nivolumab 3 mglkg
135 113 86 &9 52 31 15 7 o
Docetaxed
137 103 68 £5 g 14 7 2 Y

~7 Nivolumizb 3 my/kg (events ; 86713%), median and 95% Cl: 8,23 (7.33, 13.27)
© Docelaxel (events 1 113/137) median and 95% G 601 (513, 7.33)

E1 08 DTN Kaplan-Meier H1#5 (E{ES(L S h-4F)

4



(FERE EEURD
MEPE TR (ONO-4538-06 FAER)
75 P RH R ST CPRERE 2 T A MR ER AT B/ IV UIEROERE LK
P (ECOG Performance Status 0 S U8 1) 76 #1282z, A4 3 mg/kg % 2 BFIHIFR
T EBEHE LT, TEIMER Th A EDE (RECIST HA K74 > LI RIZESF
REFIZ L B CR L PR) 11 19.7% (95%EHIIKIE : 123~30.0%) Thov. b, F
BTCRRE LRI 9.0% TH - T,

OHIEMRRER (CA209057 382 (N Engl ] Med 2015; 373: 1627-39)

7 5 F A E TR ERE A T A YRR TR B B/ IVHISUI R OFERT LK
#AMFE (ECOG Performance Status 0 JL U8 1) 582 fil (AAIBF 202 #, R & & /L4¥ 290
B Fxlic, FeX Sl LTRSS mykg & 2 8 MR TARTE L.
FEIEE TH LA (Pl [9S%IEBRED . RARET 12,19 [9.66~
14987 BB . Fe¥ 2wABT036 [8.05~10.68] W ATHY . BHHEL FEF FE/LIZ
st LSSt 2nic B R ERE 2T L (O — R 073 [95.92% E# KM : 0.59~0.89],
p=0.0015 [J@% log-rank MiE]).

1.0

4.9

Probability of Survival
s o o o o
B o Nw @

=
[~

o
o

o
Py

604 ‘ ] i . )
0 3 8 9 2 15 18 21 24 27
Crvarall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 ma/kyg

97 232 194 169 146 123 62 32 9 0
Decetaxel
200 244 194 150 11 ag 34 i 5 [}

-~ Nivolumab 3 mg/kg events 1 190/292), median and 95% Ci: 12.12 (2.66. 14.98)
- - Dpcetaxef (events 1 223/290}, median and 95% C1: 9,36 (8.05, 10.68)

B2 OSSOSO Kaplan-Meieriift (F{EA{EENTER)



(PD-L 1 3£ 3R BT O F 90 B UV 244

M/ E TR (CA2090175AB00 (FCA209057:8R) [T AR bR ERFO L &
BRI BV TPD-L1 & 38 U - BN 50 288 (LUF. WDM%%%D-%%
TOHEBEBBON—HOBFEOF — 2 12H-5% ) PD-LIEB KT SREH IR 217
> T A5 e UM M oD 5 S iU\—F@ EBYThHT,

HHMICE LT, RELESE T, PD-LIOEBRRIZL LT, FEF 3L g
LTAHBETOSHERT AEMARD LT,

IR LR T, PD-LIBBESI%RB OB FE X v AL ZITRROBRT
Hote (FH),

B, RYLERE, ERELREE LI, PD-LIOEBRIZI LT, REOLEM 7 o
Ty A NERETH ST,

vl Lol
\'“‘.'s RN

oel ost Y

08 \kl, o o8 1\“

Probabity of Survival
= =
\.

&

Probabifity 6F Surval
& o
i S

¢

" .
R Z ™
.4 S 3 6 .
. : T
6.3 T %
. . N L i..
8.2 | 0.3 B
ey I
a1 : -8}
&0 e.q
t * T T T T ? g T : T T ¥ ¥ y :
9 3 G o 12 15 18 n 24 7 L 3 6 3 0 15 8 2% 24 27
Overal Smvneal (hionthis) Dveall Sevival iMonths)
Nomber of Subjerts at Risk Mk of Subjects at Risk
Nivolumat 3 morkg Mivakimab 3 mgkg
HE a e [543 A 3 2 17 4 Q 123 afs B Fas 73 54 27 i3 5 a
Prrtetunet Dotetaxet
0t & (3 53 EL 30 13 5 2 o 123 (i & £ 40 3% 13 4 kY a
" Nivedumah 3 mgikg (events | 7711085 menfan and 954 €11 10 41 (7.29. 14.26) T Nivolumah 3 mgthg {events ! 6671 23), median and BESL C1 11795 (12,09, 2063)
* Povetaxe} (evenls 1 V51011, median and 95% CF: 1006 (7,36, 11 .93 © Docetans {events : 93/123), median and 85% CF 1 900 (7.1 16.55)
Hagard Rtior fh 5 3 mgdhg aver D b and 95% (1 0.96 (0.6, 1,28) Mazare Ratio (Nivolumab 3 mgig over Docotaxel) and 95% Ct: 055 0,65, .82

3 CA209057 BB O PD-L1 BB TO 08 OHPEEENT O Kaplan-Meier B
(EE : PD-L1<1%OBEEHR, FH : ro-L121%0BHER)



(2]
(R L BE)

DOEE DR (0N0-4538-05*:t5ﬁ)
#£1 BREH5%NLEOBHER

Grade 4 Grade Grade 3-4 Grade 5
BlfERIER wE eRE | BB OREE | BE RES
(MedDRA 2 £ 5 SOC-PT 4348) K (%) =¥ (%) i (%)
BB 5 B 13 35
i 24 {68.6) 2 ( 57 0 0.0}
il 2 { 57)
SRR e S R T T R R
aaﬁmwwm 2 { 5.7
CEEBEE T PRI 8 £ ) WS o
TH] 2 ( 59
=i 3 ( 8.6
e P R N RS B S B T T BN
e 5 (14.3)
IR 2 { 3N
FoEL ) 5 (14.3}
BETE 2 ( 57
CEEERNE : R R TR SRR f R T P
?2)\7%/@#”“/%7/77m7mff§7}ﬁ 2 {57
o dr 2L T F LR AR T H A 2 { 57)
Yo B 3 { 3.6) 2 { 57
AREBELTORREE B B0 1171 Too) AR Tt
N RS R 2 { 37
ERR IR 5 (14.3)
TIRERRLIOE SRS L % T
it 2 { 57
CRRERE B S A ETINCEDI Rl R URMUUE CH. 51 B S RSN ut] R e
fffa*%f’\m—a—mw\fw 2 ( 5N
.@@iﬁx;ﬁ@%ﬁi&tvﬁﬁﬁlﬁz_ CoE R SR TR B e e
R i 2 { 5D
EBRICHETTREEE o R e T R
NYEARACR & 2 %)
FLVE 2 ( 57
BB : 5 (14.3)
M EETEE 2 { 57

R LHE SN EEESRLIL, MedDRA ver 17108 FIWTEERE 2 72,
GradelZCTCAE {Common Terminology Criteria for Adverse Bvents)  v4 AUARSEERICOGREIZ ML 2,

7ds. BHEMERTIRE 2 (5.7%) . KNBd - EEO TR 2H (5.7%) . faEREE (X
AN PR T i 3y 3% (8.6%) . NTHERERETE 2 61 (5.79%) . HORIBARRERESE 3 £
(8.6%) . BIFSHBEMEE 1 1 (2.9%) . BHREEE URWE Faﬁifgﬁ% %) 1 (2.9%)
F& UV infusion reaction 2 5l (5.7%) MWW o, E/-, BEEOREEE (BUFHEEIRE
BERE. SMATHET, HEAEES) | FEREHEEREE, | TUERG. B, BERENE,
B - BERRAE, 5 & SR ﬁ&(ﬁ@fﬁ%&iw&’) bé/LiﬁfJ\o 7=, AEIVERZBEL RS
% (BEREERY 28T 2EDHEIERETT,



QA F MR (CA2000175%%) (N Engl ) Med 2015; 373: 123-35)
#F2 OBEBEN % EOBHEHR

Grade 4 Grade Grade 3.4 Grade 5

B{EREHE BE  BEE FEE ORWE BE EEE
(MedDRA {2 ). 5 SOCPT 4338) i {%) Bk (%) FE {%}

B 131 131 131

&t 76 (580 19 69) R U2
SRR T R e e e IR T ey ]
Tl 10 { 1.6
L o . . 129y N _—
A EE R LU EEATOBRE T RN A L ey
w|hE 13 { 99
O EE e _ _ | 2b (160 b ( 0.8) N
CHREMBRUGREREE 0 R A ey
fRREGR 14 (10.7} i { 0.8

BB LUESSEE - R e T e Dy e
Sl 7 { 53

R LH|E S H ?‘3‘51 HAIE MedDRAver 17 R AVTHELE 2.
Grade!ZCTCAE (Common Terminology Criteria for Adverse Events)  v4icHE U 5,

7B, MEMRER 6 # 4.6%) . KIBK - EEOCTH 116 (8.4%) , fEEE (¥
Z e N—IEREE) 136 (9.9%) | HEREEE 4 5 3.1%) . FIRBEERE 5 5
(3.8%) . BHRERTE (RAEMEMBRSE 44 Q1% . HERBEE 16 (0.8%)
&fﬁinfumomreactlonl A (0.8%) PRz, £, EEOREEDS (K EBEBE
1R, 2B, EREIES) | TEREMEERE . BINHMEERE, 1 BBURM. BER.
AR - BEREZE, 5L 9 AR CUWMFRITFED bivie oo, REER BB R8s
% (BRREMEAYZSL) 2B LHEHERERT,

(FERE L RiRE)
DEWE I HEHRE (ONO-4538-067 8
#3 FRERs%UL EORIER

Grade 4 Grade Grade 3-4 Grade 5 .

Bi{EHIEE #¥E  ommE BEW ORHE R HBRE
{(MedDRA IZ L A SOC:PT 4331) H v | B (%) ¥ (%)

 MEEE 76 76 76

2 (84.2) 16 (211} 00

SPRATHEE R
ﬂﬁ%i"ﬁ%&fs& ﬁﬂr o
S BEE S
EH
FH
Dpﬁj&
1
SRR AR LU Bk
¥
Hem
REL

Ty
(92 .
SR ) M I S ¥ U N R
( 66)
( 53
(10.5)
( 53)
5y
ARG v TH R BT 00 B T IR
(11.8) H { &3
(14.5)
(14.5)

TR P e R v ) il
- )/"Wmﬁ’y R 8T

BB LCRREE D S22
PR A A 4 { 5%

Rt
20
amy i
2.6}

SR | ORI £, e
SoRZZole s o nnR a0

b U U
o A




ERRGE 13 (14.5) i (1.3
TR L e e T OB [ e 3

f*ﬁjﬂim‘f‘ s N 4 ( 53 LU S 1) 3
RS IS RURIRIEE T 2 SR A S P

REEARE LA sy 2 28 |

TOREEE & (79 1 {( 1.3

B i1 {14.5)

sk B 4 { 53

ERir SRS SN AEEERSE, MedDRAver 17012 B THAEA .
GradelZCTCAE (Common Terminology Criteria for Adverse Events)  v4 B RFEFRICOGIRIZEEL 2,

Frds. BIRTPEREE B4l (5.3%) . REBS - BEO THISH (6.6%) . #EEE (¥
e N L SEEREE) 1061 (13.2%) . H:F% " 5451 (6.6%) . FRIREEREIEE 1041 (13.2%) .
BT E 10 (1.3%) | BAEREE (RS TEMELAS) 44 (53%) & Uinfusion
reaction 3] (3.9%) ﬁ‘&ﬁ@%ﬂf_p ifm BEOCHEEE (KEHEIRERENE, 2
BE. BCHIES) | TEAEAEMEE ., 1B, gk, BEEMEME, MM - B,
A B R OV R :,tn.l,zsbbﬂfmso 7z, ABMERBBLR B RS (RREERN
BERED) 2EDEHEREFT,

QYRS ETIHERER (CA209057 35R) (N Engl ] Med 2015; 373: 1627-39)
4 BB %L EOBIRA

Grade " 4 Grade Grade 3-4 Grade 5
glemmg BE RBRE | BB REE | BB E¥s
{MedDRA I £ 5 SOC-PT &738) £ (%) B (%) GE (%)
P 287 287 287
LS o 199 (69.3) 0 (10.3) 0 {0.0)
LREE I L R T R F T L e B
EF'&*F!%&%“{&T r _ ) 19 ( 696)
EBEE R T e S e
T 22 (7 2 (07
BiL 34 (118 2 € 0%
L B 15 (5D
SRS HRERBITRERBMOWE 0 ] 0B ]
ot 29 (in 1 { 0.3)
By _ a6 (16.0) 3 {10 |
{CHESRUUREREE e T A IR0 2 O
AANELR 30 (16.5) '
TEHRERBICRESMMEE 3 (12 e L)
B 16 ( 56
B REUR THEEE e 60 (208 B Ry s
FOEERE 24 { 84
%45 27 { 9.4) 1 { 0.3)

BEIA GEE SN HERR A, MedDRAver 17105 B CREAB A,
GradeTCTCAE {Common Terminolegy Criteria for Adverse Events)  v4iZi U 2,

Frks, EVEMERIESR 106 (3.5%) . KBk - EEOTH 226 (7.7%) . fEEE (¥
S N L—EBERES) 266 (9.0%) | TFEEEEEE 15 81 (5.2%) . FUIRERBEEIEE 27
1 (0.4%) | BHERERE (RAEREETRE) 76 (24%) | I - BEEAR 141 (0.3%)
F% UF infusion reaction 8 7] (2.8%) W LA, £/, BEEOREEYE (RIEFEEIRE
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B, BIALRE, M) | FRIGHERE . RIBRERE, 1 AIRE, .
EIEFMEHIE, 58 5 AR DR IXERD DAL 7o, AEITER S S0 0 1L B 5
% (BIRREERE 28T P SURHMELRT,
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(A HE]

AFOBEMEYEETSARTIBLEY S ab—Ta ok, B 3 mehke (F
H) Wi 240 mg & 2 AABETRE L-BoAsS o iERiRESRT S, £0E
BRI 240 mg 1B E U-BOMERIL, AR 3mgkg 2 LBRORER & i
LTEEERTETRENEZLOO, ARABEFELBOWTAREPHEE STV H
e B (10mgke % 2 BREIMECHRY) TABIZ RS UEROBRRER & i L TRIE
Zort L PHERT (FHR), MA T BMOBEICBT 27— #ICEI&  AH 3myke

(RIE) Mi% 240 mg % 2 BEEETHE L BORFOBREE & AR et L
O E R R AIRERIGE FASEE SN, BRI WL TRESBIT b /R,
LEOBE - HEoM THOMRURSMCAELRERITRVWETRIESN

%5 AROBRBEAT 2~

Bl - AR G Conindis Coats - | Comns Crinzs Coves
- {pg/mL) (pg/mL) {pg/mi) {pg/mL) {ug/mlL) {ugfeml)
3 mefkg Q2W €35.§ ';,0.8) {_1_0._]’1?264.5) (17.2:‘33.9) (75.}9],3171) (27?12.—107) (42.717,'?27)
240 mg Q2W (511%Z03)___ﬁ152?§4ﬁ) (25i?273} <105?254) (41iZf53) (62;??87)
| 10 mg/kg Q2W (14;?;19) (513?53.2) (7933'§14) (33??232) (132?213} (23$7§86)

PRAE (5%, 05%,5) . Q2W : BN, Cmas : S1IHRE G440 R MH H WAL Conne 1 DI SR 14
B BB 2 RIEOFEPRE, Coad: VERHEH4E R E TOFEEMEPRE, Cus: EHRRECE
DR PRE, G EFRREZET SRIERETBE, Cups : EFRB ST 2 THMEP
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4. WERITHOWVT
HERSE L L CEHAERE (R PEBYoTha I e, YEREELE
PHIEBTE AMRTHALEND D, FOLT, RRNOBEENREY BE 20 - &
EL, AFOBEIZ ibiﬁmﬂﬁ%%%%LtW“ﬂnfé EASSER T, LT
DO~P@OFTRTEWETHBICBOTERTLIRETH S,

O HEIiCoOVT

D1 FaEo (1) ~ 5 OVTRDNICEST IR THI I L,

(1) BAEFESKEREET D0 A SRR (BHE TR A SRR S ST
MU AS A SR IL ST, U AR e &) CERK 3052 4 B 1 DB A 1 437
T 5%

(2) FEEHREREE CER204E 6 A 1 ARFE @ 85 Migk)

(3) HBEAFREMSANRET DA BIEERER (D ABIEEIEEERIE. DA DREE
BT, 8 A RSEGEE TR 22 &)

(4) SARALFHEEREFRE L, SR SERENE 1 sk ﬁ%mwzmmﬁﬁﬁ
WCEDSEHET > TS lagk CPm 28 47 A 1 B « 2540 gk

(5) PUEHIEEALFERNEORBEBICR I EHETT > T DHiER (B 28 4 7
H 1 AR 1290 Bk

D-2 Al O SRR R ORI 3 RO RIS 40 70 5E - R A IS ER (FED

VCTILAN TS T A B A, HERERORBRICET ARBOELE L LTRHB S
TWAZ L,

F’ﬁ

o EMIRFEEE 2 FOFMBHEER T LERIC § FLU EORARBEOBETHES
iToTWaZ e, 26, 28U R, AAESRELE L LZBEEBESOHES
ToTWA I &,

BRI 2 EOUEBHER AT LBl 4 S FOREERE S L s
Sk 5h. 3AERLEE. BRSO A A SRS B A LRI 0 B R THE £ 1T -
VBT,

@ BRNOERGFREROEHIZONT

EXREFRERICEST5HEAPEE SN, BEREFLOBRED, Hib: - &
EMEEANEROEFER CEMSE OGT DIERRM, HFERSRBE LLBAEORE
I, HRERNATONDERAE-THWD Ik,
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@ BHER~OMRIZ2NT
@-1 MRl 2 E

R M B O EE 2 B A 84 L7=BC, 24 BERHEHI O T, MRk X
FOEHEEY IS BT, B LABHERICR U T AREE LU CT FORIER OERIZL
WAREORRESY BPCELN, BHITHINARRRER BB THD I &,

@2 ERREEC L AFERENCICETIES

WABEC D A EM MR LT BT OEREFEREER =4 7
EEHIEEROA S V—-m o FETORBE L RE LT TE 5 F — LAEREH I E
WanTWAZ L, 7o, BEERICOWT, PARE L Z0FRICEoICERSNT
WhHZE,

@-3 BIfEROBEPH B LT
BIVER (VMM BRI N2, BRI, L%k, Thit, BRUBRIARIE, KBk,

RO TR, 1 EUBERE . TRSRRIE S FRIRIERERE S MRERE. BEE (BRa -
RADE BB A A S ) . BIREE, Mk, EEOPUEEE . #IRMARIEIEIE, infusion
reaction, S i MR SEBER (ITP) | B OREROR, ks W Bk, DIEE (O
BEANE) « AR0R - L EMEEAMGES) . Bl M) M LT, MR LR ER
BERE O HIME A A5 T D IESN & L BUER OB VI L TEB R UREE X
LRABEMICHD L), MHICHEMRRERTE DRRBE> TSI L,
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5. RENRLRDBE

Ao 298]

O FROBHFIZEWTABOADENRIES TV D,

o TSI FEIE SRR AT B R A2 B B/ VY R EROS

T ERe R
o TSI R SR R A T 5 WIR R B IV R 0
RV E R R

ek, FERYE B CEGFREEG FER UTALKE S8 E TR E IS T,
JEHI & U TEGFRF = & & o F F ¥ ER UIALKF v % o v % —FPREH| O
RERER T A8,

@ TRIEESTLIBFIST 2AFORE R EREFEIZOWTIE, KR OF

WS SN TELT, ARIOBEER L RL0,
o ARTHEERREOBE

« HERRENEE

+ MOPEEERA LR L TRESNWDEE

@ WEDERIA NI 4 (BARFBESE) 2BV T, ECOG Performance Status 0~ 1

W75 FEA b U3 ECOG Performance Status 2 ¥V B TIL, & 3 HASHUEA)
(FEZXEA%) OWMARREHIE SN TR Y, 75 F 50 o RS T
WebER IR — R 5, ZORA, 7TFTRAIORIERA e L HE
3 REUREAREAI COBEREEE T RELEVT, AfloBELEE T3,

@ AANIEAFMHRRICEH T, RELAAERCIERE LEFROWTRLOBEICE

W FES AR L TEREMRES LTS, 2E L, ERTLEED
BETIE, PD-LIBERBIZLOFEIEOHAN R 2 EBRBEENDIFERNEL
NTWLZ &b, FERFPLEEECEEIZES OV THEPD-LIERELER L FTHK
RO EOHE 2T 2 2 L NHE L,

e PD-L1 BEEN 1%RBETHHZ LBHEREANEHERTE LREAE BT,

Y ECOG @ Performance Status (PS)
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14




BRI, R ¥ A oR DA OFEREER Ok @R T D, @Y
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MO DI B ER A B LT o fERT 2 2 &

BRREAWBIENLE, BEXIZOFRICEIMERCERE L2 HoHBA L, FE2E

ThbET5Z 8,

IR EROBIZH VT, PD-LT BESE LM L L CHRRO®RE T &2 5

Z ESEEE LU, PD-L1 BT VRERE T & AV AT, A0 T 0 A 4

ey L b TR 5T A T L

EREWEA O~ P A MoonT

s MEMHEERLLDNADZ EBHDOT, REOFREIIHIZ - Tid, B
W (MER RS, ok, BEE) ORERRUE X BREOXES, st
WATS Z &, F7z, BB U THE CT. Mif~— 7 —SoRE+2E w23
&,

¢ AFOREGITERED infusion reaction I 2 TRERFIC+ylextito TE A1
2T LT T A2 &, E2 .2 H B LLE ORI 582 infusion reaction
BHLONLZEeHDOT, ARG PR OB GHETHRIZ AL 21
FERMETHE, BEOWEL I35 2 &, 728, infusion reaction %
BRLULHEIE, ETOMBERCIER P T2IIEET S TEE L4082
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o FRIBMREEES S L DILE I B 20T, KA OB G BIART R U 5 I
PIESIRGIC BRI (TSH, B8 T3, i T4 ToOWE) WIS
ok,

o FEROBEIZLY BEORERIGIZERE TS LB L LA B
BHLLNDZENED, REARDLLALESIE, BELUEZELIBUE
AR e iR & R A S O [ERE &BE U CEY BB AT, BE &S
FOST LB RHER R SR BB EITE. RAOEREX T IE, B ORI EE &
B CRIORGEREET L, B, BIERE R OREIZ L0 EIE
HOUENFES L2 WEE I, B BE A AT LA O R i A o 8
LEETA,

o LT HR, BB LA HBR L THLEEHBERRT A L Llh b0,
BB O THRCLAER ORI A5 ERET 5.
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EHMICBEBRMRE CHROMREEIT I 2 &,
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1. ITLBIZ

ERBOFE - BEMOBBROL DI, B XEE LSO BIERER R
Livs, EhIZ, Fﬁwﬂ%&mmﬁﬁhib\ﬁ@ﬂ%mﬁcwﬁﬁ%ﬁ%ﬁﬂ%%
FEELPERINIT T, TN L OEEH 2 EICNERBR RS 2 L BRERO
ML 2> TRY RAMEGEER L o EAR #2016 (PR 28 4 6 A 2 HEERT)
IZEWTH, EFmMEERNEOFEAOKE(LHEZLZ & LENTWA,

RS ERS T, BB ERSREE T o 7 » A ARHTFEOREREL LH L MMIE
RAIERDE, IO, ?x)} PR R MR BT DA HA ST 5 L ToRM,
243 E AL 0 B AR IENHREINABRFICH LU CERT AL LI, BIE
mﬁ%ﬁttﬁuﬁg&ﬁw%&é:kﬁﬂ%&wﬁ@%#%ﬁﬁﬁ@ﬁ%%fﬁ%
TAHZEPREECHS,

LTeiio T, BAA P74 - Tlk, BREEMSCINETILEO R TV D EFIEFH -
BlEi R E-S5&  TOEEGOGERERZHEET 2ELAN L LB, £1
HEUCEEREERT,

IRE . ATA RTA ik, MNIITBOE NE SR SRR A . DR AR
BRAREETS, — R FEA B RBRNSHES R CARHEREAN B ARRER 22O
Db EVERR LT,

XL A AEEBE AV N AR 20 mg, A7 YR AMENE 100mg, A7
— R AT 240 mg (—A =R A~ T (EETFHBEL))

HELLIOENAHR . B EAE

WL ARERUHE : WE, A= RA T @ETFEEL) L LT, 1 [E240mg
% 2 B IR CAREERRE T D, 7 L, B R AR A1k
WEREDB AL, RSWMT 12 VRMETCLT S,
E%QWT%EE%E@ﬁrﬁL14EJA77(ﬁ&%ﬁm
Z) AT AEE . 3, BRAICE =R AT EETRTR
K)kLT\lﬂ%mg%Sﬁ@%%T4.ﬁﬁﬁ&Té S
#, =Fn=7 (BEFAR2) & UT, 18240 mg & 2 HEH
IR TR e 5,

BvE Rt o A B ER TR ER

(B35)

EHEEAEIET LT — R AR EESOmg(—BA . A VY AT (BEFERZ))

DIFETR, RiERURE

ZhoHe i3 B & Rt BN EAE

Ak EUCRAE: @F RACRAEY =7 (GEETHEZ) L UT1E 3 mgke

(RE) % 3 MMRART 4 FAREET L, 28, LoRETER

AEHATIESE, =R <7 (BEFEE) LRI Z &




2. FAIORKM, ERBF

7Y — B SRR 20 mg, FLAREERE 100 mg XU AREEE 240 mg (A - =
Aawd GREFERZY. DT, TRHD i ABELIERStL AT Ly 72
HEETY R P ¥R A2 A7 (BMS) #) BSEFE L7t b PD-1 (Programmed
cell death-1) I2H 45t MI1gG4 £/ 7 a—FAHETH S,

PDlm\ﬁ@MLtUVNﬁ(T%%\Bﬁ@&ﬁ%%zﬁwﬁﬁmT%@)&ﬁ“
BRMBIC FE TS D28 7 7 T U — (T MR OFEME(L 2 B IZIE & AT 54
FE) BT ATEKRTH D, PD-1IXHBIRAHRICRERT S PD-1 U A R (PD-LI
BOVPD-L2) Eh5E L. U N ERICMENE S AR EE L TY o EROER {RES
PUZEEE LT W5, PD-1 U4 FidHURE RS N b b Rk~ 72 BIg AL R
LCE 0., EMREIEERED LM LB BIT 5 PD-L1 ORR L HFHROLTR
WL ORICAOHBERERNS S 2 & BEME ST D (Cancer 2010; 116: 1757-66).
F7o, BN RARER CIARMRENE TRAELT D 4/& 7;U/w/vmmw

{Z& o CPD-LI ORBEPFE S, B LB B PD-L1 O LD
&T%?ﬁf‘ﬁ EDENZIEDFERAMERH D EOMELH D (Sm Trans! Med 2012; 28: 127-37).
A 5{2, PD-L1 Z3EIBI S B0 AMNE R, PURRER CDS BB T Mgl &
FEME 2 9 K& A3, #T PD-L1 Hi{ET PD-1 & PD-L1 L D& LHES S & F O/
EEEMEREET A EBRRENRT D, O LD PD-1/PD-1 U FRREIZ, 28
AARERHUES R T AL S OWRE L RMET AWFO—2 L LTEALLN T
Z

a

AFIL, IR OFER) S PD-1 OFIASMENE (PD-1 ) A FRESEIR) 12/ & L.
}mlkpmljﬁ/kaﬁm%mffé Llnkn, PAFURRFRNS T Mo
MEAL R U AN 3 2 M EiEt 2 5+ 5 2 & TR e BUEE SR 2R
ZEBRHREINTWVS,

Aﬂﬁﬁﬁﬁf CHSBEORERIGIC L ABWERESH b, EENIETID
M B D, AFlORE TR U ERIZ i\%%wﬁﬁ&+“ ATV, B
m%nﬁ%n P, B L R ESY ﬁbtﬁﬁﬁﬂﬂkkﬁﬁéﬁowﬁ&@ﬁbfﬁ
IR R H ATV B ORISR BHER RO DBHEICE, BB E AL
ol O®WESE OB OE S ﬁiz@@%é
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M ORI 21T o o E R ORE 2R T

[ B2hiE]
OEPE TERE (ONO-4538-02 BER)

FhnY s {LUTF, TDTICYH) 12 L 2P HERE 28 7 S RIGUIERRE 22 IR/ IV
ITHEREOEMNBREIESRE (ECOG Performance Status 0 e U 1) 35 il & %t&i, A2
meg/kg & 3 HEFIHER T ﬂw%a%f% L7z, ZEFMEH THOEHE (RECIST VA FF A4
v L BRI S  haR B IT L B CR UL PR) £ 22.9% (S0%(SHEIXI © 13.4~36.2%)

Thot, 728, Eéiﬁigc:ax@tf;i%ﬂ1@ 1125% ThH o1z,

@EMNE TERE (ON0-4538-08 3U5)

{CFERPFEORBYIRAE L UH/ VA IFEROBEEAMESE (ECOG
Performance Status 0 Je T8 1) 24 Bl 450810, A4 3mg/kg % 2 MR C @R L?‘L:o
FEFMAD THDEDR (RECIST FA KIA4 2 1] RICESSBRMTEIZLS CR
S PRY 1E292% (Q0%[EREIXIE] : 16.7~45.9%) Thot, Ak, FajllzEZE L
I3 6.0% TH o7,

@UEAFE AR (CA209066 #ER) ¥
v-raf = 7 ARE Y 0 AEEGTFES AT 2 Bl (BUF. TBRAFL)Y V600 RO
VRS AR TRE ORI R RE 2 MY/ IVH i A o Bt RaERE (ECOG
Performance Status 0 TN 1) 418 4 (A<#HIBE 210 41, DTIC #f 208 ) # %%z, DTIC
W E UTAR 3 mykg % 2 BMREBRCHBRE L& S0EHEA TR 22 RET
Lz, FZEFMEE ThHA2EFHE (LIT, Tosy) (PRl [95%EHEXED DHE
ﬂiﬁfﬁ?ﬁ%%@\ AFETL NE® [NE~NE] # E DTIC ##7 10.84 [933~12.09] A HTH
. ARANI DTIC 2% LM FRICHBERER R UL (P R 0.42 [99.79%(2 48
zr"a 0.25~0.73]. p<0.0001 [BH! log—lank Bl 201486 B 24 AF—H T v b
7).
AR CUF, WED



A HHIE
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0.4 wag
0.3~ . @,
0.2 ‘o
0.1
004 E — 4 :
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at risk$ LHEHE(B)
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SHRIUEE 208 177 123 82 22 3 )

1 OS ® Kaplan-Meier iR

@IESAFHIERER (CA200037 #ER) ¥

A a7 EEFEIEZ) ST, 480 Av7 1) Xk BRAF FHAI 2510k
FREEE AT ORBUBRELNE/ VX EEROEREAERESE (ECOG
Performance Status 0 J2 T8 1) 405 ] (RFIEE 272 %1, {LFEE (DTIC AR T FF
ESRY Y F YO B 1336 Bxgis FEEEE R E ULTRR 3mgke
% 2 BRI CAERRE L L 2 0E R UESEE R U, FEFMEE TH S
#ZNH (RECIST HA FIA v 11T ARICE-S<HRRHE LD CR L PR) X2V TAK
BB SNRAAO 120 Pl T SE=] & U TP 21T s R, RRRET
31.7% (95%(E#EX R : 23.5~40.8%, 201493 B 10 HF —F A v bAT) Thol,
RE. BRCESROBEEREL T Rhot, b9 — 0T HEE TH D 08

BEE ORKIBET 1547 [1239~NE] H B, LSRR T 13.67 [11.50~NE] A THY |
AR FRE S USRI FERLER 2R & ot (A R 0.93 [95%(5
KR : 0.68~1.26], p=0.6299 [BEHI log-rank fiE], 204 11 B 12 BF ~F A w b
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RS CRRBEEI LS CR UL PR) 11 33.3% (95%[EHEIXE : 17.3~52.8%) TH-

Tr, 7235, BEENICREL-EEII238% TH -7,
w0 AH | mgkg (WE) LAY A= Imgkeg ((FF) 2EBIZ3ABER T4 HAHHRTEL 2%,
AR Amg/kg (FHE) % 2 MR CABAE L. FRREEIBOLTIL, REZEVIZRS L.
AU = TIARORERTHE 30 5 EOBBAY B TIREEME L.

O EMHAE (CA209067 #BR)

PR RIBE OB B ORI/ VO BEBEEEE (ECOG Performance
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B ORHERVEEEE B U, ZEMIER TH D 08 (PRl [95%EEERE])
DEEREATRE BT, AR+ A U A<= 7H TNE INE~NE] % H, &&BTNE [29.08
~NEI #A. A £V L~ THET 1998 [17.08~24, 61? f:fﬁ ThY, BRI+ AN LT
BERUARELS IS VU A 7R LEFSEMICERERER 2R L ORF+ 1
) A TS N — R 0.55 [98%IEREIK 0.42»»0.72]-\ p<0.0001 /&5 log-rank
BE], REES Y — N 0.63 [98%IEFEX A @ 0.48~0.81], p<0.0001 LB log-rank
BE], 2016FE8 A1 AF—2 0y A7),
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B2 OS® Kaplan-Meier i
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ek oo Mibe W/ IVET OB R GIERHE 006 ) (AANBRE 28 P&, FHH
as3 B, A BV A (BT 453 6) 280, A ) Ae 7 EBELT
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Eitidiagnd 257 o
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1 (4.2%) ROUERIRREERS 7 6] (292%) WBEH LT, T, BEHEMES,
PRRPREE (FF o AN LIEERS) | EEERE RHREMELRAY) | RISEE,
infusion reaction, | BUBERHGS, EEORERE (K EHERIEAERE . 2B, RS
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) | BEde. BUEMVEESAE. ML - BEMEZ, S& OB, OER, BR. R, B
AR/ < A /8 R UMt i MBS BER IR LIV o 7o, RRITEHISE
BURRIEEHE S (REREERE L ET) 28 0ReHRETT,

DA F MRS (CA209066 FABR) Y

B ERE L IAFIEE 192/206 4 (93.2%). DTIC B 194/205 ) {94.6%) {238 b, 1
EaE b DR BEIR N EE T X 2 WEEES AR 153/206 ] (74.3%) . DTIC B 155/205
Bl (75.6%) (CERD LR, WO OBETHRIERNS %L EORERRTERO LB
I,

#£3 WPhhOBTRESRN 5% EOBYER
i (%)

B AT DTIC 7
.. 206 i 205 (7
(MedDRAT ver.17.0) 4 Grade Grade 3 84 b 4 Grade Grade 3 &L L
e 153 (74.3) 24 (1L.7) 155 (75.6) 36 arz. 6) '
MRS 5 R U S SRR R o o L T s T e e
é?LFEkﬁ’J/JE ] ] 23 {112} (4 4}
ffﬁﬁﬂ“ _ _ 0 9 21 {102} i() (4.9
.-"%H%%% R s e e IR S R
G 22 (107 0 25 (12.2) 0
T 33 {16.0) 2 (1.0} 32 (15.6) 1 0.5
L 34 (16.8) 0 85 (41.5) Q
gt _ 13 (6.3) b (0.5 43 (21 0) b {0.5)
Y SRS S ORI oRE S
e 3 21 (102} ] 25 (EZ 2) 1 {0.5)
W 41 (19.9} ] 30 (14.6) 2 {1.0)
HE 15 (7.3 it 10 {4 9) 1 (05)
FEHRGE o 11 (53} 19 (93) 0
CBEBERRTUSSEREE e
 paEE _ N 12 (5.8) 0 3 (1 5) 0
T G T 0 14 {6.8)_ 0
RN DU MR LRI e
BT 13 {63) 0 4 2.0 0
HECREMER IS 3 {1.5) ] 11 {5.4) 0
5 EAE 35 {17.0) 1 05 11 (5.4) 0
B 31 {150 1 (0.5 6 {2.9) 0
& E BN 22 {107 0 1 (0.5) 0

Fods . ARIBLC IO TRVE MRS 34 (1.5%) . KRB - EEO TH 6 44 (2.9%) .
'?EFTXi} = (T - A L—EEEES) 28 (] (13.6%) | JFHEEREE 74 4% | B

BEREE 4 5] (1.9%) . TERRHEEEREE 4 41 (1.9%) . FRESERERE 13 W? (6.3%) .
infusion reaction 15 1 (7.3%) . 1 ZU¥ERRT 1 61 (0.5%) . EEDKEEE 3 6] (1.5%)
B Y A s 1 (0.5%) MEDH SN, F£io, BIEEE, B, Zﬁiﬁﬁ%ﬁf)ﬁ\ Fid
#% « RHRTZE :uﬁ’“ﬁé B, BF4e. REAUTREARAE/ X j‘/\?w&(ﬁﬁﬁ’f’ﬂmﬂm?ﬁﬁ)ﬁ
EEEERITED b e oTn, KBWEHRIURRIIEES S BARERRELEL) &
SOHRINERT T,
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@I EIARRE (CA200037 35 2

HEEGIIAANRE 265/268 1 (98.9%) ., {LFHEILEE 98/102 5] (96.1%) 12585 &
. BRI - ORBEFRAETE TEROEEETRITAAEE 199268 ) (743%), L%
PEIRTE 857102 0 (83.3%) (TR bR, WO THEEEN s% EoBERIT

FTROEBY ThHT,

F4 WTRPOBRTRESRN S%LL EOBIER
I (%)
R .
HER AR TR
B 268 B 102 {8
{(MedDRA/] ver.17.1)
_ 4= Grade Grade 3 2.1 £ Grade Grade 3 B4
2RUER 199 {74.3) 33 {12.3) 85 (83.3) 35 {34 3}
i 18 {67 30 24 (23.5) 5 (49)
5 R {04 0 818 2 (2.0}
HRERE 0 0 20 {19.6) 16 (157
mx x&zzﬁwﬁz S _ 1 (4 1 {04 J1z {118y 6 (59}
@%Hﬁﬁ&ﬁaé& r ﬁ o 18 {67 _ 0 ¢ 0
@w 11 4.1 0 15 Q147
T 42 (15.7) 1 (04} 16 {157
B 33 (12.3) 0 39 {382)
wgnt: 12 (45) Y 21 (206}
R R EMEER L UMM MR T L R e
I . 14 (5. 2) 0 T (69 0
_ _82 (30, 6} 300 41 (402) 4 (39)

—

T R b3 e
o
=
IS

ALT&E?JE 14 (5.2) 3 (1.1 10w 0
AST #8hn 15 (5.6} 2 N 2 {20 G
fF kR 0 0 7 (6.9} 3 (29
R H (0.4) 0 g {7.8) 3 (2.9
4 i B oo 3an R ) 20m
AEECE " 18 (67) 0 rasn 0
ﬁ%ﬁ%ﬁiﬁ‘féﬁ‘ﬁﬁ%{%% S : b [y i
B A 15 (ss) 0 13 (127 (Lo
%T@%ﬁ _ _ S 40 £ {78) 0
ﬂ:%]ri_,:.—mwfw : 1 (04 ] 10 (9.8} 1
i - IR 0 HORUE R
WEURPERE TS = 25152 ) B 8 0
Bl BRI AR L (- e O L e S
W A 2 0.7 i 2
F D EAE 51 (19.0}
B 34 (12.7) 1 {04} (4.9}
Bk BB RS 16 (6.0} 9 2.0)
FEEHE : 24 (9.0) O 0

075
(2.0

<
(ST SR e
o oo o o

feEs, AFIBEZIS D CRPEMEMEE § B (3.0%) . KIBR - EEO T 44 (1. 5%) .
PRIRREE 33 1 (12.3%) . BPBSREREE 22 1 (8.2%) . BHEEREE (FNErgis
%) 5 @"IJ (1.9%) . Bk ﬂ%ﬁﬁ% fEd 23 fﬁi | (8.6%) | BIFSEE 1 81 (0.4%) . infusion reaction
10 1 (3.7%) . HEOKERE 1M (04%) . FER2H (0.7%) BB E 5L 3 4
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(1.1%) 2538 b, £7z, TEREMERSE, | BERKR, RERHRIE, ML - &
s, DfRgE, Bk, BFd, BRSCRRMRAE/ A 3F — ROMREME R R SR BT
RS bR o T, AREMBIRILEERS (BRREERTZE0) 2808
%"ﬁﬁ%ﬁ"%%m’é‘o

GEME N HER (ONO-4538-1735k)
HERSITE2F (100%) (@D b, B & ORREBRAEETERVWEFERLE
B (100%) 12325 b, HBBRBNSULLLEOBRERIZITEO LB THhoVo,

# s REEHN 5% LOBHER
BEMAE BB (%)

HEFE 30 &

(MedDRA/) ver.20.0} 2 Grade Grade 3 B+
SRER 30 (100} 23 {76.7)
RS R VY LRI T

#is R 2 (6.7} A
PGSR e e

@ﬁﬂﬁ#ﬁ%ﬁumlﬁﬂﬂi 2 {67} 0

PR SRR R THE 7 (23.3) 0

THER _ 6.7} 2 67
CHMEE T O

Y

T

W R

B

nh kg

Mg et
SR R R LR B R R L

EH

HER

FEVE AR

IFHEEE R 7 (233 4 (13 3)

e _ 2 67 0

ALT i 11 {367}

71 —EHEin ) 5 {167

AST HENI 11 {36.7)

+GTP 8 5 {167}

PR Y 12 (40.0)

EEEL 2 46.7) ¢

W?wﬁ)¢x17&w%%m 4 {13.3) 0
B TR S e
o U o AR 2 {67 0
B 7 2wl 2 {6.7)

5
8

(]

(167 1 (3.3)
{(53.3) 1 (3.3)
(6.7) 0
(13,3} 0
(160.0) 0
{20.0) 1 (3.3)

B ST P

{167 ' 0
{23.3) 1 (3.3}
(6.7) 0
{4000 1@&

TR R =3t

W N
o
)
=

—~
(=
(]
o

B kUL {16.7) 4 (13.3)
FEHGE _ _ (26.7) P33y
CEBBRBEUESERIEE e e
g N e, 3 16T ¢
RARE 267 ¢
L _ o 5 {167 1 (3.3}
R AR A 2 (6.7) 0
ke o _ 2 (6.7 0
R U TR e e e
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FERRSE A (%)
EAE 30 #1
{MedDR A/ ver,20.0) & Grade Grade 3 DLk
& S EE 10 (33.3) 0
BE 18 (60.0) 2 (67
IR TN N R 4 (13.3) 1 (33)

728, HIREEEH (30.0%) | ATHERE

SR 1441 (46.7%) .

R RERE 5 749 (23.3%)

B i B3 (10.0%)  KEBA - FHLEL 0 THI3H (10.0%) . BEE O B EREE 36 (10.0%) |
THEAREEERE S (6.7%) . 5 & 5 A (3.3%) R RMARAE / 2 4/ 32 (6.7%)
BOERL BRI 33%) BRSO L, 7. BHEERS, RIBHEES,. 17
BERRIF, B, BUERRNENE. ME4E - BEIESS, infusionreaction, L R#E. A%, FiEtE
AL AN SRS R O 21338 B i o 7o, AREHER RELR IR ITBREE S (BB
REERE LS 250EHERAERT,

O ETHERER (CA20906775h)
HEBRZIAF A+ A 2V 50w 7 RE32313 {99.7%) . AFIBEI12/3134 (99.7%) . A
B D A EE308/31 1 (99.0%) B BN, BRI ORBEBEENSETESVES

FRITAAN+ A £ U A 730031340 (95.8%), AAIE27031341 (86.3%), A L'V A
= TRE268/3114 (86.2%) IZELM BILT, WO TREENSGL FORERITT
BOEEBNTHST,
#6 WThrORCREREH swll EoflER
i %)
B ASEE
%iiénm A A Y LT AR A A T
(M;;DRM ver.19.0) 313 # 313 4 31] 454
2 Grade  Grade 3 EL L 2 Grade Grade 3 VA I 4 Grade  Grade 3 BL &
%&a i’kﬂ? 300 (958) 183 (58 5) 270 (86.3) 65 (20.8) 268 (86 2) 87 (280)
Wfﬂ%#ﬁ%ﬁaﬁf 34 (109 3 (10) 15 (4.8 0 3 (1 0) 0
BRI T 51 (16.3) 1 (0. 32 (10.2) 0 14 {4.5) ]
THEER 23 (7.3 5 (18) 2 (06) 2 {06 12 43, 9) 5.
BREBRETE e T e e e R e A e e e
e 28 (8.9 1 {03 18 (5.8) 0 28 {90) 2 (0.6)
KRG 40 (12.8) 26 (8.3 7 (2.2 3 {10 35 (11.3) 24 (1.1
{H 12 (3.8) 0 1% (6.1} 0 17 {5.5) 0
T 142 (45.4) 30 (9.6} 67 {(21.4} 9 (2.9 105 {33.8) 18 (5.8)
[EyEE] i 19 (6.1) 0 13 {4.2) 0 7 {2.3) 0
s 88 (28.1) 7 (2.2} 41 (13.1) 0 51 (16.4) 2 {0.6)

_ Dw_i _ 50 (166) 3 (2.8 22 (7.0) 103 24 001 1(03)
“M@Jézﬁé e e T R R R e e
HE : 31 (9.9 1 (0.3 25 {(8.0) 1 (03 17 {5.5) 2 (0.6
HEFE 22 (7.0) 0 12 (3.8) 0 10 {3.2) 0
5 118 (377 13 42 111 {355} 3 {0 89 (28.6) 3 01.0)
HE S 60 (192 2 (0 6) 21 {6.7) 0 21 {6.8) 1003
ALT &M 59 {18.8) 27 (86} 12 (3.8 3 (1.0) 12 39 5 (1.6)
T I 5—H R 23 (1.3 9 2.9 17 (5.4) 5 {1.6) 15 (4.8) 4 (1.3
AST #2/i 51 (16.3) 19 {6.1} 13 4.2 3 (1.0 12 {3.9) 2 0.6
DI .5 43 (13,7 34 (10.9) 24 (071 12 (3.8) 18 {5.8) 12 (3.9)
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Tl (%)

FEBIRGE

= FH AU L T A A EY b T
%ﬁﬁmm ver.19.0) 313 ) 313 @l 311 {8
C £ Grade Grade3PlE 2 Grade Graded LA & Grade  Grade 3L E
TRERL 19 (6.1) o 0G0 rAEE)) T 03
AR L UPRSRMEE T T e e S
R _ 60 (19.2) 4 (13} 16 (1.5 ] 41 {132 1 {03
ﬁgﬁ- HEE U‘féé}#ﬂﬁﬁ% : T ; S G L e
BRERT 42 {13.4) 103 29 (9.3} 1 {0.3) 21 (6.8} 0
1)) 17 15.4) 103 15 (4.8} 1 (0.3 9 (2.9} 0
FEE D E 17 {5.4) 0 15 (4.8} ) 11 (3.5) ¢
R RE : 14 {4.5) o 18 (5.8) ¢ 9 {2.9) 0
[iiz21) 34 {109 2 {0.6) 24 (7.7) i 25 (8.0 1 (0.3)
PR MISRE LUNRBRRE o R T e D A
PR 24 {17 ¢ . 26 (64) 2 (0.6} 15 (4.8) o
N R 36 {(1L35) 3 {1 20 (6.4) P 0.3} 12 (3.9 ¢
Fiihg 21 (6.7) 30 4 0.3 b (0.3) 5 {1.6) HRCEY
RO 25 WU TARMRRER e T
RRER 15 (4.8} 0 17 {5.4) 0 11 {3.5) 0
5 BEHE 112 (35.8) 6 (1.9 67 (21.4) 1 {03 113 (36,3 1 (0.3}
B 91 (29.1) 10 (3.2} 72 {23.0) 1 (0.3} 68 (21.9) 5 (1.6)
sk sk s 38 (12.1) 6 (1.9 14 {4.5) 2 {0.6) 38 (12.2) 103
EBEVEEE 27 (8.6} 0 28 {8.9) 1 {0.3) 16 (5.1} 0

. BBl A B A TR THRESSS (27.5%) | FTHEREREE 1020
(32.6%) . ERIRESREIEERTH (27.8%) . BHEREREE2141 (6.7%) . MIEMEAIRE2S
# (8.0%) . KEBd - BEO THIGOM (19.2%) . EEOEBEEE21H (6.7%) . TE
IRHEEREIEE 2T (R.6%) . BIFSHEREREE 1400 (4.5%) . BEZR3M (1.0%) | R%E - BEms
46218 (0.6%) . infusion reaction 13 (4.2%) . 5 & 5 JEA&3H (1.0%) | BHR3BY (1.0%) |
BELTRRBRARAE/ 3 A3 —500 (16.0%) | A4 1445] (4.5%) K U'FRAR R e 22 ASE 2051 {0.6%)
E LAV, Eio, VSRR, SIEREAE, (DR R O il MO D PR
FEIGR S B e Do fo, AR W THBREEe6H (21.1%) | FFHEREREE240 (7.7%) |
B IR e i AT (15.0%) . BREEEIN (1.0%) . FEEWERERESE (16%) |
KB - TE O FRI66E(5.1%) , BE O BIEREESH (2.6%) . TEAEHKIERE3H] (1.0%) .
EER MR R A (1.0%) . BEASIH {1.0%) . infusionreaction 14#] (4.5%) . S ¥ K
22000 (0.6%) . FESURSEIRAE/ 3 A o3P —280 (8.9%) . BFZ&2f (0.6%) B OWEHRin
BERER (03%) RO, Tz, 1BEERR, BEMSEE. MK - BER.
DS TR B ORI M AR R D MERBR IR B e e o T, ARBTVERI RERRIZ
B ES (HAEBTHEREEL) 2EDEIMERT T,
RO RAERE 2 ABICER A VU Av TR EBF L ilAE
[ HIZAER (CA209004 3UER) D ovk— | 81T\ T, {L B FRERIBIRIE 28 B L L3R
EEEIRREE 131 & OBC, RAeMIIARELZRIRO SRR T,
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OEE LR IERR (ONO-4538-21/CA2092383 1)
HERGIIAFIBE438/4520] (96.9%) . A EU L= 7 HE446/4535] (98.5%) (ZFEH 5
. BB & ORREBENTE TE RWVWEEERIIRMR85/M45261 (852%) . AV
L THEA34/4534) (95.8%) IR Lz, WA ORETRERNS% EORITER T
TROEBN Thot,

#7 WThh OB TRBENS%ELEORER
EH _ _ 3k A LT
Grade "2 Grade Grade 3 11 42 Grade Grade 3 24 b
EIERER BE  OBEE | BEER KRR | BE O OEERE | BB OREE
(MedDRA 12 &5 SOC-PTH¥E) | &8 (W Fir ) w0 HE (%
HEER 452 452 453 453
Atk 385 (85 65 (144 ] 434 (958) 1 208 (459
BaEnE 57 {126 1 { 02) 49 {108 (04
_ ﬁ*mf»ﬁ e LB LT L (0D 09 (4D 1 (02)
Tﬁ% 110 (243) 7 (5 208 (45 Bl 43 ( 95
L 68 (150) } { 02) 91 (20.hH
fass 20 { 6.4} 46 (10.2) 1 { 02}
IR 12 { 7h HE G+ 4 (97 2 ( 04y
P LR 4 (53 4 (3D
FRR4 %o 20) 3. (.0 45 (99 34 (15
A S S TR B e e e L e
®|hE 57 (126) T (0 33 (11D 4 {09
5 ' 156 (34.5) 2 {04y 149 (3.9 0.9
. %%‘ R TS T ¢ 1*) . T U R R e | 2 404
}/w-*?%%;im 30
ALT Hghn 28
AST #8/m 25
FIF—E R _ | 25
RHHOE . . 18 (40 7 LR Ee 1 (62
EE e Mo Cepd o1 rent v (114 ] 7 (1)
R ORTERE e R e
i NITR 23 R 4 ( 53) 30 (H.0) g (2.0
THEEE 105 (232) 152 (33.6) 5 (1D
HTE ; o ® e s (LD | 1 (94| 14 (3D
PR _ N 1_5_ < %3>_. 2 coea ] ou sy
f?&ﬂ%&ﬁﬁi&ﬂm 40 (10.3) 1 ( 02) 1 68 2 (04
B AR IR B RE TR B ( 8.0) 1 ¢ 02} 18 { 4.0} 1 { 0
TEER 7 { 1.5 204 48  (10.6) (24

E-
.

4.‘2.)._ 26 : (57) 15 . 3:5)_.

66) 19 {

ih 66 {14.6) 26 (5N
(
(

621 S
55| 2
I N

0.4) 60 {13.2) 19 423
200 # (3} oS5 (1p

Ik, AEBECBOTREERSEE 116 (24%) | W&%’f?ﬁfnﬂfﬁ&’:ﬁ,f*yr»\“%wzis il
(10.6%) . ATHBEERES 40 B (8.8%) . FRIRMERERETE 01 7 (20.1%) . THiRBEE
) (18.4%) . EHEEREE 6 i (1.3%) . BIEMREREE 6 01 (1.3%) . THMAHA E"‘*"
8 # (1.8%) . infusion reactionil 1 (2.4%) . KEEZ - EEOTH 21 ) 4.6%) . &
EORREREE S H (1.1%) . 1 BEERE 160 (0.2%) . BERIF (07%) . BESER
280 (04%) |, FFR 38 (0.7%) AEEH bz, it‘ EAEMEAE, R, Bk,
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Sed P/ MERUBU D PE SRR . AR - BERES . EBRI AR SR B OB IR R IO &
niglpote, REVERHTLRGRIEEES REREMAT 2 ET) 230EERE
R,

1) Robert C.etal. : N.Engl.iMed., 372 : 320, 2015 (CA2090667%5k)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 #5&)
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[HE - HE])

AR OFEFMEDBEEFALEZPALEZY I a2 b—3 a3 k0, 2% 3mgke i
240 mg % 2 MR TEE U BROAF O MG PRE SRR SN, TOBR, KA
240 mg H 5 LB ORBRE., A 3 myke £1EE L BOBREE X i L TR
FRTETRAEAELOO, ARARFIIBOTEEEARE I TS M HE Q0
mg/kg % 2 BREMERTRE) TEAZRS LBEORER S L TREZTT LT
Ehi (TR, MA T, HEOBEIZBT A7 — #1255 K#] 3mgkg Xit 240mg
A 2 AR THRS LEBOARORER - GO ITR AN L ORE X RETT A5
FELUSEF ABHE S, 9EBEEC W TN ThA R, LEOHE - AEO
BITH MR ORI R ER IR E TR S, $7, BERAESS ki
LF—H o5& AH I mgkg Wit 80mg & 4 ¥V A7 3mgkg & 3 BEBEME TR
5 LUBORKMOBIERE L et & OB L RS SBBEBUSET VBRI, Y%
BRI DV THRE BTN R, LRRoME - BEOM TRtz HR R0
ETFHiEnT,

#£38 FHORME AT A—¥

B AR | o | e | e | Gaen | Gemn | e
Jmgke QW (35.?2} 708 (:0.;?;’4.5) (17.2111'33 290 | asoam | araiom | wor i

Momg QIW | .712,_?03) (!5.22?54.6} (25,3127,8) (10;.5 254) (41 ?57;?53} (62.11(?2 87)
10 mefke Q2W (14;,9;,1% (51 62] 733 (79?&?14) (33::,9232} (18;2&,} ) (23?7286)

EF%{E (5%}'@;, 95%.5.5;) \ QZW : zjﬁﬁﬁfﬁﬁ%ﬁ\ Cmax ' ?}}@&51&@%?‘5@?@4*@@\ Cvindts : %}]@%‘Qﬁ"‘?ﬁl4
ARSI A REMEFRE, Copne: MEESHI4AB T COEHMBEPEE, Cows: EFRELLE
ifﬁﬁ?ﬁ]ﬁmﬁt?’?%gf\ Coninss & ﬁ:?‘?%'ﬁ:%i:iD\iT Z}%gﬁﬂlfﬁqjiﬁfg\ Cavass © ﬁﬁﬂ\ '—\3-1:?55”}‘795??’«‘]}1}1:{%‘43
B
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4, BRIz W

RISWRA e 2 N B AE R IO HERT 2805, ARARM & U THEARSHRE (245
) AR LN THAZ b, YEREEYEYCEETELIRR THLLHLEIHL, £
DT, EHER Y A7 EREE RMP) (RO REOEEKDE SR RIGE A~ 00
HINBAWERTH- T AROBREPEILBEEDBN - FEL. FRORIEICLVERR
BIVER 238 L2 IR /e 2 2 E SR E RS, UToO~@0 T C il Eiic
BWTHEATHI~ETHD

O #ERITHOWT

@1 TiEo (1) ~ B) OWTFhhKEYT IR THDLZ &,

() A S S HEE T 5 A5 AU LRSS (BRI IR 3 A BB B LA R e
M 0 A S BOE L SR . IS AR A2 &) (CERC30 4 B 1 B - 437
W)

(2) BEMEERE CERL 294 6 A 1 AR : 85 Higd)

(3) EREIFIRMBEAE T T 5B ARREERN (A BREIHE TR, A BREE
B, BSARREEHRERR A &)

(4) SRR LEIEE A RRE L, SRS mE N 1 U R FRENER 2 OfiE &

ITRBBH AT > TV B iEeE CER 28 7 A 1 HIREA 2540 HEgt)

(5) FIEABEROSSHENEOMREEIRIBHET> T DOk (CEk 28 £ 7

B 1 HERRE ;1290 Rigk)

D-2 EiBEECLFEER CRERBIRE OS5 2 5058 L 8% KB
(FROWT RIS T HIEM) A, BHBEHOARICETSBROBEESE L LT

BMEINRTWDLZ L,

#

. REIEIISE 2 EOTMTHELET LIEIT 5 FLL OB ATSEOREIHE S
FoTWBI b, 5h. 2N . NAEMEEE L U BRI O s %
T’) \.lf\’g) k

. BRI 2 EOMRIFHEA K T LI KIC 5 L0 K S O
REEREH L TNA D L,

@ BEROERMFBEROHHIZH>WT

RS B AL T S B DR S, MEAESLOERED, A &
LV ST REROR R IS IO T I HHEE, HEFRNRA LB A ORE
TS, ENHLHIZIThN A ERIBE - COE  E,
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@ BHEROFRIZOWT
Q-1 BHERRBRFOMIEHICE S 5Bl

FIHEMEMREFOEELBEANEE LRBRIC, 24 RRZEERO T, Y
VREEEIERR TR T, IR UABHERACE U T AR B O CT % O BIHER Ol 4
ELREORHERSPE B PZB o, EHIHETRARERHAE-Tha Dk,

@ EFRtEHF L2 EEESSICET 2 ES

NABRIED 2 MM MR R CHEELE T A EREEEREERE=2 ) v/
EEDREROA L )=y P ETVERE & B A IR TE 5 F — AERAH R
SN TWAHIZ &, o, BHEAREIZOWT, BABRE L FOFEEICHSITBMENT
WAL,

@-3 BIER ORISR LT
RIVEM (RPN BIN X, EAEMR AR, O, A4S, BERCRmARE . KIBA&,

HEO TR, 1 RBRNG, IFHRERE. PR S MREE, BHE (Bra .
FRAEMBEMER AL ST RIREE. Mg, EFXOKEREE, HIREEERIT, infusion
reaction, T M /NGRS SRENR (ITP) | 8 O RS, IR HM:, DREEE (O
FEHEED - R - DEMEMARES) , BiEERS) (IF LT, YR ULEER
WEOEMME AT AEM & EE L GERORBERHSICE L TSR UEES S
LNDLEWHIIHDHI L), BEHinMUp@ln Tt 5 WH B8 - TnA D &,
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5. BEXBLRLBE

(i B9 5 FE]

O FTEOBECRNTHAOHHENFTERLTVD,
o ERBRERIGRR AR O R TIRRRE 2 L/ VUL AR OB RGN

B

o RAUREONb H/IVE BV OEMEREEERE BT ST MBNRE
7245, BRAF#BIG TA R A5 2 8F IRV T, BRAFIEANC L o L BE
HI L,

@ KH+ A Y A T LI LERERIGEORIBYRTRE R B R AIERH 265
LU MEAME ISR (CA2000673ER) 1o WT, R EEh/z M) v T7HE
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RRIZE VT, (BB RIARBE L RERREE L ORTAAI+ A VU A
= TG ORI ZRE IO b TR,
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a 3 B 9 i2 i5 i8 21 24 27 ki 3 36 EL i 3 [ a 12 15 18 21 24 27
LEFNMA) LSEFMMIA)
atrisk avish
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S —
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ONO-4538-11/CA209141 R OPD-LI B BB TOOSOWEEFE1E 7 + v —7F v 7 F —# OKaplan-
_ Meierfilifit
(£ : PD-LIZ1%OBEER, HE : PD-LI<1%OBEER
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L I o CEDL 8 CTB|
TH 16 { 68) 15 (13.5) 2 (18
Bl 2060 ( &.5) 23 (207 1 { 0.9
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T4 &,

BRI E R S b s 2 &R B D0 T, RAIOE MR
hd FEHIEG I UK IR EERR . (TSH, ERE T3, el T4 SO ME
&,

AFOBEICL Y BEORERLCERT 2 £ 52 b ks IREBDRE
RELbhAZENED, BEFNEDLNEEECE, BRUEFRIIELE
B RN G A S0k & AR A E o RN &S L CIE BRI 2TV B DR
RRAT L BBIERMR RPN A BAIH, AFIOREIHIE, AUEERESR
NE RO ESEREET LI, 2B, BIEEERVE - OREIZLYBIE
MOUWERTRD LREWVIESITIL, BIBRE 2 DS ORIE BRI OB
LEET 5.

BB T, BoRMLHEI BESREL THLEIEHSRBET A Z LB H D7D,
AROBERTHRICORERAORE IZF2ICEET S,

| BUBEERR GBISE 1 BRI 2 ) b O b, BREMES FT -
CELZERHAOT, OB, BL, BHEOEROBECMAEED LRI
SEETA DL, 1 RERBREDLDNZESIIEREERIEL, A2
FOBEE5SO@ORAEEITO 2 &,

LAeEyER Ul
) BEBETD

FHOEHERBRICEB VT, BEMENS OBEH, TR, BRGS0 1F
Bl 6 HR 2 L ITH DM OFIMEZ 1T > TV 2 L 285, FEREGTITEDN
CRROWEREITI Z &,
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REERMEET A FT A
=RAvT (BETHBZ)

(RF4 : A7 PV—REFHE 20 mg, 7P —HRAHEE 100 mg, F7V—
B RIEEHE 240 mg)

~ B AR ~

YR 2 9448 (ERR3 041 1 AHET)
JBAEF L
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I HE®IC

EIGOE D  ZEWORROT- O, BASCES I SWETE A E ke
LD, SO, WFEORPEAROESIZ LY, FUHRERS 2 & ORI iR
f??:.:yh?enmﬁ\?ﬁ(mwé MAPT, IS DELEMR R B VE BECHAS A D L S
MR E o TR BEMEGER & ECEATE 2006 CERL 28 6 A 2 BRFEIT)
WBWThL, EFNERNMEOERADEEEEXRLZEEE3NnTHnD,

FHRERBFERLL, BEERSCZ2eN T2 7 7 A VBEEFOERL EHL MR
AHZERBL, IOD, FERUCEEHIZETAERST0EET L E TOM.
MEHERNOBELBORITAZEPEHINIBFICHLTERT L L &b, BIME
HBBRUEBRIIVERMIGE & A5 AR —ECES LR TERBRE CHEA
THZERREETHD,

L7z T, RATA RS54 Tl FARBERINE TS LN T HEEESZ -
BENRMCESE, LToOERRSORE ERAFHET B AL LEREH, B2
FROCEBERELERT,

E, KA RZA A, BMATBIE AEELERESE GRS, AETREARR
ERARRESE 2, — iR A B ARBEHENHIE S R O HE A B ARRRSEE S OWH
J10 % EFERC LT,

RERERHERS ATV — AR AR 20me, A7V R RS 100mg, AT
— R AR 240 mg (%4 - =R~ T (BiEFEL))

HERERAHEIBE - RIBEIRARE I O B

MEERABERUEE - BF, AR =R AT (EEEFHEL) LT, 11 240mg
% 2 AR T AR T A,
bR R TR DR BRSO OB lamIc T LT
A A (BETHRZ) SHRTLHEEE, BE, AR
A7 GBETHEA) & LT, 1Bl 240 mg % 3 5BHEIRM
AT a4 BAREET S, T0&%, =R~ 7 (BETHER &
LT, 1 [E] 240 mg % 2 WHEIEIRE TRt 32,

B BR R A IR TEHKASH

(%)

BRI IZ BT A v — WA SRR S0mg (B4 A V) AT (BETFHEL)

ORBETIHE, MERUCHE

e IR B ARG UIBRRRE SUT IR O B AR

MEREVCHAE: =Fiey (@ETHEL) LOtRIZE VT, @, mRAIZIL

Vil AawT GEEFMEERZ) L LTI1E I mgkg (FE) % 3 BR

ke T 4 BT D




2. FFIORMK, {EREFF

77— B R 20 mg, FLEIEERE 100 mg ROVR AT EE 240 mg (—E - =
Ao 7 GEGEFEMRZ) ., T, URFD i, ABFERIESRASHE AF Ly 7 A
#FETUR P ew A =R AZ 4T (BMS) #5) 3% L=t b PD-1 (Programmed
celt death-1) 12342 MM IgG4 €/ 7 a—FT LI TH D,

PD-1 1, ML LY o8k (T HE, BAMREUTF 27 4% 5 —T#Hila) RKUE
SFABIICRIRTH CD28 7 7 2 VU — (T MBI OEMELEMBASIZIE & BICHIET 27
FE) R BFHEETH D, PD-1 HPUERAHIRICEHE TS PD-1 ¥ /> K (PD-LI
BIRPD-L2)Y &AL, U BRI > 27T A i LT U o SEROJER IR A
FUZIHEI LTV, PD-1 U A FREFUERFAEUAMI b N Ok« RIBFEARRIC R
LT&U‘%&%@@%%m%@WLLE%ﬁ%u‘ 7 PD-L1 ORE Ll OETRT
HARH & ORI BOHEBEBEGRSS S Z LS EN TS (Cancer 2010; 116: 1757-66)
¥ 7, EERAEBE T iTH?é’i{x(ﬁﬂ THRMEMNEEAET DA ¥ —T o W v (IFN-y)
iz &~ T PD-L1 OFIMAHE S, & LRI 5 PD-L1 OBBLLRO
ATEHAY ORI EORBEESH D L OWE L H S (Sci Transl Med 2012; 28: 127-37).
5T, PD-L1 #RHISSHR S &8 AMKRE, SR EA CDS Btk T MR omiaEE
MR IR XA A%, BT PD-L1 Hifk T PD-1 & PD-L1 & D& RMEFETS & 0OMkE
EEFEEAEE TS I EBRENTVD, BOIZ &5 PD-UPD-1 U 7 FREEEIX, 28
AARPEDSIRA RN T Bl 5 oW BEEFERTAEFO 2L LTELLILTY
D,

AHNE, FERABR O RH 5 PD-1 OFEAMEEK (PD-1 U & MEE-GHEI ZHE L.
PD-1 & PD-1 VA FEOfEHBETAZSICLY, PAFERRENS T MIROME
PEAL B UYR AHIRIZ & 2 RER S HIEM A s T 5 = }: TR BB R A R
T ERHEREATIND,

ThBEOMENS, RFITEMEEC T AT REREIL R IRV L IR,
M AE LR L Ltﬁ&bﬁaﬁ%ﬁ%%ﬁ%ﬁ LBk, et B ORISR S,

2&%'6’3{’%}1%%%[?’ W B GRBEEDSRIERISIC X DHE ﬁfﬂﬂ%?ﬂ‘i%%bh B|EUIETCIC
LEREMER B D, AFIOE ’%L%J&U%"x“fﬂﬁ i BEOBELHHTV, RESNER
&D%htzfzm 3. %}}ibfg%%um\L.’_ﬁgqﬁﬁﬁfﬂu&&ﬁ%ﬁ%ﬁo[ﬁcEﬁ&@é’%Lfﬁ
G2 RN 21TV, IBE ORERUNIT X HRITER BRI 2B A, BIERE RV
EUAIOREFEOEIRME LT OLERSD.



3. ERPRRRER
RIETIERAFE X I st O BN O AR S 2 1T » F- el R B o sl %

[F i)
OEEILESIAERS (ONO-4538-03/CA209025 54%)

MEFREREER 2 AT 50BMESA (T F= | AnF=T, VI 7227,
YR TS RRIE A A T DT SRS o0 MR TR R A R e AR
821 5l (BARNBEH 63 HEEtr, AAIEE410 61, =~u VA4 H) 2R =
Al AREFEE LTARE 3 mg/ke & 2 BB CAEIME L E XOFIMERUE
PMERE L7z, TEEMER TH A 24N (WUF. T0S: ) (FiE [95%EEK
M) . AREET 2500 [2175~NE'] WA, =~w U ARBET 19.55 [17.64~23.06]
HRTHY, AR Y AR LR PN BERERE TR L (= Fik 073

[98.52%E#BEIX 8] : 0.57~0.93] . p=0.0018 [JBH | log-rank #2E] | 2015F 6 A 18 B 7 —
Eh 7).,

1,048
0.8 .
0.8- o,

0.7 w
4 061
77 0.5-

g 0‘4__ }

0‘3 _ e

—fe— REIEE
D TALLRES

0.2
2.1
Q'{}-l"I"t"l"E“I"I"!_“i"l"l"l
¢ 3 6 © 12 15 18 21 24 27 30 a3
at risk¥ HIFRARS (B)
AFEF 410 389 350 337 305 275 213 139 73 28 3 0
I~NTULZAE 411 366 324 287 265 241 187 115 61 20 2 ¢
M1 OS OHFEENTREO Kaplan-Meier Hi#




F72, BARNERSER 63 5 GRFIBE 37 4, =~a U A RZH 26 ) @ 08 (il [95%
{EHEERT ) bk, ARIBET 2737 [23.62~NE] # A, =~o U LA TNE [NE~NE]

AR TH-T (N Nk 1.50 [95%(EHEKE : 049~4.54] )
o MEEAEE (SUF. R

1.0F
0.9+
0.8
0.7
3 -
¥ 0.5+ D INOYLAE

G.4

0.3
0.2

Q'ng . LAt s S e i | S0 S D S Sy Mt Sane Sl Nnie 2t

o g g

o 3 6 ¢ 12 45 1B 21 24 27 a0
Bl risk#y IR (R |
AEMBY 37 37 36 3% 35 34 24 6 8 4 0
INrILAES 26 26 24 24 24 24 020 15 8 30
2 BARAZEHIZEITS 0S8 OPHEEITEO Kaplan-Meier B



@ FFFELFRE HAHRE (ONO-4538-16/CA209214 BAER)

{EFIRIEARTEE ™ OMEITH BB ORI E B RE 1,096 il (BARABE
R EEED, AEY LT GEETHIEZ) FH CLT, TRE+ A U Av 7)) 28
550 ), A=F = TRESA6 O AXIRIC, A=TFo T ENERE UTARF+ A ) A TD
RS mit Uz, FEFEIEH TH 5 International Metastatic RCC Database
Consortium (LT, TIMDC; ) U R 7 4530% ¢ Intermediate X U8 Poor U A7 OEBFHE (AH)
+ AU AT 425 6], RoF o 7422 5)) 1280 H OS (POl [95%ZHEIXE] )
i, A A U A TEETNE [28.16~NE! B H ., A=F = 7T 25.95 [22.08~NE]
FRTHEY, AFl+ AV A TRIZA=F = 7RI LEHFNIZEERER LR L
7o (B FIE 0.63 [99.8%{EHE XM 1 0.44~0.89] | p<0.0001 [J&3H! log-rank W] | 2017
ERHTHAF—%4 v hA7) .

1 BRI T O REREEOBBER L WER, REL, UTOBSREMEREIES 2L,
SR EE A BRI LT T SOOI RS Do L. Mg PR
(BAF, TVEGF) ) Xid VEGF 2B EE L LBA 2R <) BT &N, h-oiliai s
HHEREORAES G 6 B B LEBERIZERE LSS
¥2 A Imglkg (FED) LA ) L Tmgkg URE) A B3 AMME T4 BLARRELAE,
A3 mghkg (RE) % 2 EMERCAERR LT, SERESHB BT, TR SRS
L. A Y L= 7 EARFMOEEETHL 305U EOBBE SV TR EBGLT,
#3 LT OO~EO 0 RIs b5 LA iB8123 Favorable UV X7, 1 XUE 2 IR A R7- A0
Intermediate ¥ A 7, JEEE L EFWTEESICEK Poor RS EER,
DEREER & B0 30 Th H AR O B EAEIT 27 1 k3. OKamofsky IR EE 80%3:05,
YN I:“:/‘hé‘?’ﬁ%f@flﬁifﬁﬁﬂi?ﬁ, OWEED D A7 LMER W mgdl 2825, O PRk
EME LRAEL S, O/ EP ST EREELA

LI <F iy
e,
0.8 =

‘ e

w8 o e

a3 g

E

2.5

Proubalty of Oueralt Burvival

N

AL A B b T #2T b Fz B BEE ars 300 241 19 £% b3 B

AmFm AR s 8y Az i 2y 2532 2% ¥ Py e 34 1 fS

X3 0S OHFEFHTRD Kaplan-Meier Hifit
FEMT X BSER : Intermediate B UF Poor ¥ 27 B
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ok, [FBSILE S MAERE (ONO-4538-16/CA209214 FABR) ok W\ T, IMDC ¥V R 7

4Y¥ESS Favorable U R 7 O BE L EEHNE B 0T RIBEN & Shvkiho T,

=4
MR

BRI AFL B3 Favorable V) A7 OBEFEDF —# | ESE | RN ZT- 2
R ARG A Y AT L TR F T ETRERERESA SO R TS (T

) .

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2

0.3

0.0

A+ 4 1Y L TR 495

ArF T

E4 OS8O PEAERFO Kaplan-Meier gi#

AT : Favorable ) R 7 BF

cAF A Y A TR

————— ~ ARk

CMLRSL PR
T T - L T [ S R | i LI T L 1
0 3 ] 9 12 15 18 23 24 7 30 33

Overall Survival (Months)
124 120 116 11 108 104 98 78 27 2 o]

124 119 119 Nz 114 10 108 104 B4 32 3 4]



[Z2pE]
OEPELFRFEDARE (ONO-4538-03/CA209025545R)

FEERITEAE 397/406 (7 (97.8%) . =2 U A AR 386/397 6] (97.2%) 1228
L, BB L DRERBENGE TER2VAEFGIIAEIRE 319/406 § (78.6%) . =~
2 U AARE 3497397 f (87.9%) 12 LTz, WO TREBEN %L EORIE
HETHREROELBOTHoT,

1 VTP OBTHEREERE s% LoRIfEH

2 A B (%)

A AHie T kB
(MedDRA/I ver.18.0) 406 - 397

A Grade Grade 3-4 Grade § 2 Grade Grade 3.4 Grade 5

2EER 319 (73 6) 76(38 7 0 349 (87.9y 145 (36 5) 2{0.5)
ﬁnm S 32(79) 7(37) 0 94237 31(73)
Wmﬁliﬁe*ﬂﬁﬂ“ _ - _ 24(5 9) 1 (0 2) _ 0 2 (0.3) _ 0 0

B R o I e e e
R 24 (5.9) 1 (0.2)
TH 50{12.3) 5(1.2)
Bl 57{14.0 1¢0.2)
O 8{2.0) ¢

et . . e LGRS 18

e R 3 LU R O R RS
EFE 18 (4.4) 1(0.2) .33 {8 3) 7{1.8)
B 134 (33.0) 10(2.5) 134 {33 8) 11 (2.8)
BEBEO S5 45 1127 il 75 (18.9} 1230
FAH 17(4.2) ] 56 (14.1) 2(0.5)
R _ o 35(84) ] 37¢9.3) 2(03)
;&aciu v,w- wm%hu 140.2) 1 (0.2)
B2 T = R 27(6.7) 1(0.2)
RS N L BT 1{0.2)

RMBEOEEES e
B3 b AT u A E 210.5) 0
& i %(2.2) 5(1.2)
BAY YUY Pl 5032 0

- ekl 48 (11.8) 2{0.5)
BAENR 2767 1{0.2) 0 14(3.5) 0 0

iR o msm 0 5(1.3) 0 0

AR SR e e
GRS A 127 o 0 51412.8) 0 ]

CBHRE _ _ 24{5.9) o 0 19(4.8) 1(0.3)

L0 36(8.9) 0 0 77(19.4) 0
BT, i 30(7.4) 30N 0 51(12.8) 2(0.5)
0
0

2145.3) 0
84212 5¢1.3)
6 (16.6) 3¢0.8)
117¢29.5) 17(4.3) {
3 (9 1) o103

oo ol

o

e i o B o
sl

oo oo el

BEy 0 0
_ 29 (7 3) ] 1 _(0,_3)_ "

=

2903 0 0
46 (11.6} 15(3.8} 0
640161} 20(5.0} 0
82Q07 40 0

oo ool

=)

i 307 G 41¢10.3) 0
B 16{39) 6{15) _ 58(14.6) 11(2.8)
OB KU s Sl e e
TERRAUE R 12(3.09 0 0 20 (5.0} ¢
Jirdl bR 26 (6.4) 0 0 13(8.3) ¢
F# . REBRRE TG 4{1.0) 0 0 22 (5.5) 0
% S EE 57{14.0} 0 ] 39(9.8) 0
515 41{10.1} 2(0.5) ] T9(19.9) 31{3.8)

© e o oo

el R < =




i, BVEMEREREE 19 (47%) | R 1 (02%) | BERURELRAE/ T A SF—56
il (13.8%) . Kig#e - EEOTH 1081 (2.5%) | 1?*”%”&‘)?&5@‘1{% | (0.2%) | FFEERERE
1346 0 (11.3%) . JF4 181 (0.2%) . BURIRESHERSE 34 () (8.4%) . FhELEET 55
) (13.5%) . RS (RIBEHEM:ERT) 28 45 | (6.9%) . RISHLRERE 6

(1.5%) . infusion reaction 21 ffl (5.2%) . BREOKEEESE 44 (1.0%) . TEKHE
BEZE 2 {5 (0.5%) . BEAS 1 (02%) ROUEEHER 16 (02%) iDL, &
o ERERGEEIE, LR#, SRl MO EEREER, IR - ﬁéﬂ%ﬁ})’cw%mmf%
BT Lo, ABIERRBRRIEESES (RBREERT D) %
DpEERE R

DIE L E S M (ONO-4538-16/CA209214748R)

BERLGITRE +A U b 7 HE 544/547 1 (99.5%) | A = F = 7 BE 532/535 1 (99.4%)
T HIL, RBRE:OFEBERITETERVEEERIIAA+ A C ) A TR
500/547 4 (93.1%) . R =F = FRE 521/535 41 (97.4%) DB, WO
THBERRE 5% EOAERBETRO LB Tho T,

#£2 LThAORTRERYE s%ILEOBHER

o N IR (%)
%ﬁgﬂiiithﬁ A U A T AT TR
REE )
{MedDRA/ ver,20.0) AL - 535 7 -
' 2 Grade Grade 34 Grade 3 4 Grade Grade 3-4 Grade 5
SRIER 509 (93.1) 250 (457) 0{ 00) 521 (97.4)  335(626) z{ 04}
A S TR DRI T AT (R B RS R T k) AL I0A Rt i F (5 N TUNERELLRN ) R
& i, M{ 62 2{ 04) ] 831(155%) 24( 4.5) ]
& i SRR L AE 1¢ 0 0 0 30{ 56) 3 06} ]
B R ERB R 3( 05) 1{ 0.2) 0 £9(12.9) 32( 60} 4]
MR 2( 04) 0 0 95(178)  25( 47 0
SRR R0 (293 ey U 10k )T Bl T G ) SRR 1
BIEHETS 80 51 H( 20 ] ] 0 0
R ) R B TUMENE 59(108) 2¢( 04y 0 12¢ 21 0 0
%ﬂfﬂ%@%gcﬂ?r_ o 85(155) 2¢( 04y 0 134(250)  1( 02) 0
g1 SR R T NS 1 A £ k) TR Y @y A IR R VR X ROy BT 1RSI
k541 8( 69 2{ 0.4) 0 38 7H 1( 02) 0
LR 9( 16} 0 0 W{ 56 0 0
{EH 35 64) 0 0 39 7.3) 0 0
FHE 145(26.5)  21( 3.8} 0 278 (5200 28( 52} 0
O PR I 57N 0 0 2 6M 0 0
B A 15¢ 27 0 0 96 { 17.9} 0 ¢
(5357 (05 4] 0 27( 5.0) 0 o
B A RR &( 1H 02 o ©35(10.3) 0 ¢
L 109¢199)  8( 15 ¢ 202(378)  6¢ LI) o
mpgsk 230 42y O ¢ 149 (279)  14( 26 {
Mg o 59(108)  4( 07y 0 Tioqzee) 10 19 0
R SRR DR R 314 (574 3 B0y G A5 (7T 6 FECIA0y
& 72(13.2) 8( 15) o 91 (174 12( 22) 0
5 202(369)  23( 42) ¢ 264 (493)  49( 9) ¢
L 95 13( 24) 0 it 152(284)  14( 26) o
FAEMEIEIE 25{ 4.6) 1( 0. 0 29( 54) ¢ o
B 79( 14.4} 2( 04 ¢ 313( 6.2) 1{ 032) 0
EERERE S TP A | 11T § B | 1 1 ) KRR It N 0 ) Sl [ (N8 ey RS
Fi= /7*/F7/A7z7—
R 60(1L0Y  27( 49 0 s0( 93 &{ 13 0
75— FH130y  3i1( 5T 0 A1( 77 0 32 0
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- K (5%)

EARES FEA M E T Aw T E A Fom T
(MedDRA/J ver.20.0} 547 #i o 535 4

2 Grade Grade 3-4 Grade 3 £ Grade Grade 3-4 Grade 5

SRS SRS N

= 7V 58 { 10.6) 19( 3.5) 0 49( 92y 7¢ 1.3 0
By LT 35{ 6.4) 1{ 02 0 35( 65y 2( 04) 0
o B R R A - R 120 0 0 30( 56) 0 0
W oo—E 90 ( 16.5) 56 ( 10.2) 0 58(10.8) 35 65 0
e IR e 3( 0.5 102 0 W 75 230 43 0
i/ SR 4¢{ 0T 10 0 730136} 36( &7 0
R EE 8¢ 33) 0 o 280 5 0 7
BmiRgoRs 6 1D 6 6 A4 75 10 21 Y
AR USRI s (285 AR (Y 0 0T B6 Y AR g
i _ 28( 5.1y B¢ 1.5 0 160 19 0 0
g Y - 1 O 70§ S S ) S | 133¢24.9)  5( ¢9% 0 .
B R a e Ly i RO SRR ¥ 1S El 3 RO VF S 3 RA R RERERRE b R ) SR ¥ 1 X RS o1
BB 76(13.9) 5( 09 0 39( 7.3} 0 0
iR 45( 9.0) 3 05 0 26( 4.9 0 ]

- MR L AR DR 53 0 36¢ 67 1( 02y 0
o e SRR T N | 12 0 R B XY S I T £ Y 07 ) R T e e
HERE 3 5T 0 0 1790355 1( 0 0
TEH 3( 97 4 0m 0 B5(i21) 1 0 o
SAE S CE b oo Y DTSR SR (LY A 2T ey e
ek 45( 82) 0 0 3¢ 58 0 ¢
B R (5N {02 0 33( 62) 2{ 04) o
S o 0 ] 55(10.3) 3( 06) 0
e (059 6( 1)) o 0 0 0
RS R EUH TARE T 280 (82 Ry B AT e T AR ARy L SR 0y 0
BUEHIR 40( 1H ¢ 0 46( 8.6} ] 0
B 0 o 0 29( 54y 0 ]
FE - BEBRNE T EERE 5( 0.9 0 ] 231{432) 49{ 42} ]
% iE 154 (28.2) 3{ 0.5 0 49¢ 9.2) G 0
Bz 118{21.6) 8( 1.%) 0 67(12.5) o 0
RS REE 30{ 9.1) 8( 1.9 0 22( 41 10 0
HREEE 2( 04) 0 0 27( 50 o 0
EesEm TS RS U = 1 GO0 R O
e~ S S B O R IR DT 60 F St Gy 1) BRSO | SOt ik € v DT 1 (e L0 ) Sttt 1 K
o 12( 2.2) 4¢ 0.7 0 216 (404)  85( 159} {

Pds, BFlE A Y A T RHIZRWL T, MEREEE 136 7] (24.9%) | IHHEREREE o8 7
(17.9%) . FIRBREEEEREE 147 61 (26.9%) . BIERERETE 46 1 (8.4%) . MMM

2 35 4 (64%) KBS « AT P 36 4 (6.6%) . EECEBEREE 204 (3.7%) .
Ti{ﬂ%zauﬁ_’% 24 5] (4.4%) | RITHEEEREE 32 1/ (5.9%) . 1 WUBEIRMN 5 ] (0.9%) .
BEAS 7 (1.3%) . BAEAREEAE 15 (0.2%) . MM - BEREZ 2 ¢ (0.4%) . infusion
reaction 22 f5if (4.0%) . 5 & 5 B 2 1] (0.4%) . LFE4E 181 (0.2%) | 42 2 B (0.4%) .
%ﬁ%ﬁ(ﬁ%ﬁ@ﬁ’ér /3 A NF—102 ) (18.6%) . HF4 74 (1.3%) RUERHRMmAR FEIRIE 2 (7
(0.4%) PR Lo, £, SEdd/) \éﬁiﬁw\'liff':wﬁa&Uﬁﬁ{ﬁr&ﬁﬂmﬁétiw&b Bh
feiots, ABMERRBIRRIEESES (BEEEEREELZED) 28 0EHEREL T
T,
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[ - HE]

AR OFERBEHEEEFALFB LI Iab—a a0, R 3 mgkg (K
W) XX 240 mg & 2 WERE TRE U BRORA o QE PRSI S v, O
B, AH 240 mg ARG LBOBRERIX, FE 3mgkg ¥ RS LEBORER & B
LTHEZRTETRESAELOO, BFRABFIIBOWTEFEIERSLTHLH
B AR Qomgkg % 2 BHEIERCHRE) TRAZES U/ BRoBEE S & ik U TR
e PHlEN (FR), M2 T BB R A7 —FIZESE | AH| 3me/ke

(FH8E) XX 240 mg % 2 BEMRTHE L BORR OBRE & X A0 Uiiet -
OEE AR ZRBRICE T APEEI R, MEHEEL SO THRHEPThhRES
rEOMHE - ﬁ%%mf"ﬂfﬁfﬂrﬂiuﬁﬁ MECHRER ERI W E TR, £ 8
ftﬁﬁaﬁ%%‘* IR BT - A I EOE, AR 3mgke T 240mg & £ ) AT Imghkg

7 3 R E TR Ltlif‘mziiﬁi OUREEE L 2ot L oS R RET 2BRERICET
MR S, HEEEIC W TR TR EER, LREORE - AEOM TEEM
IR R ERII eV e TR SR,

#3 FAHORHBEAGA—F

B AR | o | Gemh | e {fgﬁ) el e
3 me/kg Q2W {35‘52f .'3(')0‘8) (10.17?'264.5) (;7214 ;% 9) (75.10{31 71) (27?12.107) (42.71'{'?27)
240 mg Q2W (Stt712,203) (15.?2?'354.6) (25._:;?.?:_7-8) (19;.5354) (1 ?5??58) (62.11(,}9; 87)
10 me/ke Q2W (14;,9 ;a 9 (512 ';9.2) (79.90(3'21;14) (33?,9;2) (isi}; 13) (23'2r,7§86)

R (5%, 95%8) . Q2W : BEMIRIE, Cre: WEERESROBEMEFRE, Conns : MEIBT£14
H E &Gﬂ—é%i&m?ﬁ EP?%J:B. Ca\«;,d]-'% @3!3&#1&14!3 E i'('@—ztf”]ﬁmﬁ EP?#LIZ Cma\css : Eﬁ‘ﬁ:%&:ﬁ
HOREIIETBE, Cus: EEREBCRYTIBENFPRE. Cops: EFRECIT L REE

W
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4. WERRICOWT

{0 BB R ORIB IR AR U O Bl R IR T 2 B E0 . #GE
G UTERAMREGEE (20 BT TWD T ML, ST ETIICHE
JTE AR THALENDS, FOLET, EHRGSY A7 EEIE (RMP) (2E5%,
AB|OEELESHERTZESH~OBARRS 2R TH > T AR O S R @2 R
FeBW BT L, AFOREIC L0 EELRRER AR LIS T S 2 L SLE
fetz, UWTFOO~@Q0T X CE2MmAETHERICEBOWTHERTAETH D,

D EWRizoHWT

-1 ?ﬁ@(nﬁvw)@wfhﬁ:ﬁﬁfémﬂﬁ%é*k

(1) FEAEFEBAESRET 208 A LA SRS (BREF B A SRR,
MRS A RS R HE AL AR IR iﬁﬁvw%ﬁ&ﬁk)@ﬁﬂﬂ@4ﬁlﬁ%ﬁdﬂ

W5

(2) HERRERBE CERC29 9 6 A 1 BRRA : 85 Higk)

(3) FOEAFRMERIET T ABARIEERE (05 ABIGERER TP, A DRGEHE
WARREE, BABEEEHEERR L &)

(4) FRALFRERZHRE L, SRCERENE 1 I/ R L S E 2 oEiRIRiE
WERASRHEITT o TVAKER CERK284E 7 A 1+ BERE @ 2540 fEdk)

(5) PiEMEEAL T EEMAOEREE RS BB 2T TV DR (Fak 28 £ 7
B 1 BFRR ;1290 MR

D-2  BEBEE O SEE R ORIEH BB OIS o3 7 il b R A o ERD (F
KOVTNOIEETHER 2, SERRBORFICET DEROBES L LTEE
ERTWAH I &,

GRS 2 EONIHE R I T LI lr S GDLE D AR BT E A
FoTBIl, 36, 2 FE, SASMRES T e LRl oiHs &
FoTWALE,

o ERiGEIUERE 2 EOPHIBHMES KT Lk %mhwwﬁﬁﬂ%wﬁwﬁﬁ
FIToTEBY, 55, 24 L, BHREOBARDEELZSLEABBEOERE
BHEERIT> T D T L,

@ RADERSFHRTEOKHICOVT

ERBERERCUEFTAEEENRBE S, RELELLOBRED., HM - &
SUEFERIEROTE R OEMS 0 D HRER, FEERSRE LSS ORE
. SNHLDITON D EHIE STV D T L,
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@ BHER~ORBIZDOWT

@-1 MR ERICET 2 EH
FMIEHIERSOEBELBERNRLE L2BC, 24 BFRIZEEROT. MEERY

FOEBERERR T BT, B UAEERICE U T ABREER T CT F0RIEH OERNIZ L

ELARBEOBESY IRICHELN, ELICHINERERERHAE-THD I L,

@-2 ERHEEC L 2FEESNSICET B

WAL AEMPN RS E RS T 2EENSEENEHER =2 7
EEDEEROAL V== VRITOFRELERELLETE 2F — L EREH] 238
fENTWAZ L, BB, BilikfIz oW\ T, PABE EZOFREIHSICAmEh T
WA R,

@-3 BHER ORErCHIGIZBEL T

BIPEM (REMERE BRI A, BB, LR, R, SEmRAE, RIBK.
B OTHL, 1 BRI, BPHERGE, FRRieERE . iR, ey Brae -
FRAEREHEBR 2 EE) ., AIBRE, M, EEOKFEEE ., fHIRMAEZERE, infusion
reaction, e M/ IMERVESREDRE (ITP) | SBE O RIELUS, IR EME, LIRS (L
FEHIEN - SR - DSBS, mimtEE ) XL T, SRR T BEE AR
BB O EFME A A 5 ERT & U L (RIER OZEH-eRISIZBE L TSR U220
SNAEMHCHDH L), ELICEURAELETE HEHBE-TWDH I L,

I3



5. BEXNBLRDBE
(BB o ]
O TROBEIZBWTARAOFEMERBIES TN D,
o MEFHAREEREETOIRERRERSR TR F=7, A=F=7 V37
m=T AR TE) 2ETLERER LA 2GR X RO
i RE ORI E)
v AR EERHBE OIMDC Y R 7 533E0 Intermediate L iZPoor ¥ A 7 U iR iBY]
AR TR OB E RS (A 2V Av 7 Lo E)

@ TRICHYTIBHFIHTAIRANOBESELUEAAFEIZ 2O TR, AFoF2h
PBHEMLENTELT, FHORSHERELZ LI,
o LERIERTBREE LU A oA CERORORBRELE T 5BRE IS
2 AR B AR A,
« TERTEBDIR .

GED e R M AREER (ONO-4538-16/CA209214 BB BV T, LTFOO~B0nFiio S L
fm‘zzm {2t Faverable V A7 1 304 218 E 275550000 Intermediate ¥ R 7 | 3IEE AT
BT Poor YR L ENt, (61— U5 HE)

ROERAEIE BT AN U o ARBROEELSEIRT £ T | ERE
Karnofsky —A2IRHE 80%HRiH

A T B L SRR R TR AR

HWIEGR DR AL 7 L4EH 10 meidl #HEZ D

T PEREA R PR 2 D
mAEE S RIS PR A BA D

SEGACHZICACE -
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(AT 5 FR
O FRICEYTHE

)
FNZAWNTIIARF|I OB GBS L INTND Z &b, BHEET

o RFORCE LBEEORTEOH D BE

@ HBENIOEM BT TRICHE

. fOIBERIRE R 2 WEEIZIRY |

W35 BA IOV TR, AR OR IR S0
HEEICAREERTS I LE2FERETED,

o BEMBRAOSHIEEOH D EE

o PFMEHHRECHEREZRD

SO RIEMEP AL D EH
. EL%WJ%EFO)AQT iR L RO B DR R B OBERD

Yt

7 B B UNE B M O Ji S AR AT R 0 i et i 2%

. Hﬁ SHHE GEnsagELah) obbBE
. Karnofsky Performance Status 70%3RiH ‘2 ©&#F

{52 Kamofsky Performance Status {PS)

Seore | R
oo | ER. RBLHTLBH TR, B ARIER 72
e e e L,
EROEBATE, BITEILER . R
_ _ 80 Are b BERAER A B D8, B L TIER OIEBNERE
! Z Y »Us@.‘ . O .- -
o L, BECaETET, B | 0 | DO RA o RRERTELA, EROBE 50T
ey PPPTOs TG [BACURRT LA TE DL, L & PR BIE
= o 0 | ERESH L RS L ERN L BRI AL
0BT BUREES L CRRI LS
3, =A% 74
OB O b H B CCE S, BB | 30 %<®Wf A LB IEL & L &5 L
¥ ng _'uj‘ ° i NP T g EE.
A ey, ™0 0 | R Nl m oh i hh L
e Lo ¥ 10| EEAE- 5
CRES 4
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6. BEIBEL THET~L3IF

AT CEE M A, BUIEIRFE R R A RS I S & RKH O B U IR
ROl BIMERE I BRE L ThbERTE 2 -,

BRI BE LT OFRICEDIMRCERIEEZ O3B L, HELS
TinbfEsETHo L,

FERRER O R A MIDINT

@

BEEWERRH NS Z L BHHOT, FEROEREIThI- T, BEE
RO PFRAE, Wk, BEE) OMERUNE X BREOERS . Bas+9
ZATH Tk, Fh, BB C TR CT, MiFv—b S oREY EiET 5
&,

AADOEEITEE G infusion reaction [T 2 TEABIIZ 472 bd T A1
i 17 -7 B CBRAET 2 2 &, 7.2 BIH IO AR 58517 infusion reaction
B bbb = bbb OT, RS TR UAFUE ST HIT A 2 A4
CERETAE, %\%®ﬁ%%"{"‘ﬁli§ﬁ%"§“7 T &, ¥, infusion reaction %
RELEZESIDE, ETOBERVERPESICIEET S £ TREF & /o8l
THZ L,

FIRBBREBEE N S B b 2 &R H 50T, KFOF: 5 BIGETR O 5.5 1
PULFEMIE FUR R RER A (TSH. 58k T3, i T4 £oRE) 2 £+ 5
&,

FROEEIZLY | BEOHERISIZRET S EE L SN AR IR E
BHbLLNEIERED, BEESEDOLNEZERIZE. BB LAZERIELE
HEY ik & BER A B0 ER & U T BRI R AT B Dyl
USRI X D RHERBE LN 2581203, RBEOKRE TPIE, BUEIBRE*
VECRIODESEEBETH L, 2B, BIEBRERAT L OREIZ L EHE
A OBERR S LR WVEEII, BIEEE R AT - YA %5 3HI#) 08
LEET S,

BHETH, Bl LEBBB LT LEMERRREETAZ L BHA0,
ARADOEEETHRICLREROBRIZF3IcaET 5,

VRMEERRIE (BHE 1 BIERF A S ) b bbh, BRENS VT R R
NELZEPRHDHOT, DB, Bo, BESORERORBRLMBENO FRIC+
GEBTLZ &, VEERFREDRESSICEEEETIEL, 4R ) i
KO ENHEY RLBR2ITY 2 &,

AR DFERBIRIC 3BV T, (LRI R E %ﬁﬁ@(i&ﬁﬁ%#
BRI 8EM I &, (LRIERIGEBE ?o"? A 2V A TR ST
BEMBAL VERZ e BRI DL (WENE 12 W% ﬁ@%@ﬁﬁ%ﬁofm
I R ABEIL, KRG ENN I BERE THRORRET S D
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REEREET A KT A
=R GREBTFHESL)

(R4 © A7 o—FEEEE 20 mg, A7 V—REHBE 100mg, 7P —
A AR ETE 240 mg)

~HHERTH Y N E~

YR 2 9F4 A (Fk3 041 1 AHET)
A EE
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BHRIORE TEFSE
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FEER TN T
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BEIZBLTEE T REHIE
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1. RUBR

SR AT - AT OHERO 7 121, Wi OB 3y oI A2 B 2V oD
LA, 35, TEOBSEEMOEANC LY | FURERR R & OBHN R R
FEESAERRINLPT, N5 OEERFEICNEREFICRET 5 2 L RED
SR L 20 TH Y R EOEE & E 0 KA 8 2016 (ERL 28 4 6 B 2 A RREIE)
CERWTYL, BHMERLEORMAOREIIERES - EERTVE,

R PR AR E S KBRS R A T u T r A VR EREOERS LA G E
BT LB h, IOk, HOMERCESMEICET SRR BT D £ TOM,
W OO BEE WM T AL LRSI ABRFIIH L THEBET AL L b, BIE
H ST L B BRI A b B 2 & SRR A —E O BRI A 7 S E AR T A
FTAZENREETHS,

Lo T, KA RS54 o0k, BREEL I NE TG LT HEFRERN -
i BHIC S x| UTOBREROREREHE2HETHEE0 DUERER, B2
FRUBESELRT,

Reds. RHA NFA i, WSEITEE A E SR E SR O M. QB AR A
BRI AL | — AR A A AR AR NEES R U B A 5 RS o h o
tEERE L 7.

KL e B A AT VR AUREE 20mg, 7 U — R EERE 100mg, A7V
— RS EERTE 240 mg (%4 . =R w7 (EEFEBRL)

WRELDHETIGE « BRSGLEIMEO TR X ) oY

HELRAAEERUEE WY, AR AT Y ERTHEEZ) L LT, 1R 240mg
% 2 MR TAEEET D,

B3 B 7R oA NEFERELIERASH




2. FHRIOFHE, FRKE

7V — R R 20 mg [ A FREVE 100 mg R ORI 240 mg (s =
B GRETFMMBA) . BUF, TARD i, AR TERREEL A XLy 7 R
HERTYVA M v A7 —X 2747 (BMS) #) 2B L7t k PD-1 (Programmed
cell death-1) 125+ 5 MU 1gGd =/ 7 o —FAHETH B,

PD-1 i3, #&EME L7 ) o8k (T HiME, BAEIAR U F 2 Z 0% 5 —T i) RUVE
FEFRMETIZ R T D CD28 7 7 I U — (T MIROIGIE L 2 #EBIIC IE L 40T HE T 555
FH) LB TORBEERTE D, PD-1ITHURETHIRIZ BT 5 PD-1 Y H 2 K (PD-LI
BOPD-L2) EfEE L, U v SERICEBINE S 7T A REE LT U S BROEE bR

m%%LTwéomulUﬁyﬁmﬁﬁ%%%mu%mth@@ﬁ&@%ﬁ%uﬁﬁ
LTHD, BEEREAEAEEYOURLZZEEREICRITS PD-LI ORBLFEOESR
B & OfICEORBERENHD 2 L BRE IIVTN D (Cancer 2010; 116: 1757-66)
7 B REEEE TR TMEREET DA V¥ -7 20 v (IFNy)
(Z&->TPD-L] OREBAHPFH S, &8 L2EEMBIZRITS PD-LI OXBH L% O
EFEIR & ORICIEOMBERENSH 2 L OWEDL H S (Sci Transl Med 2012; 28: 127-37) .
E5HIZ, PD-L1 2#FR S AR, JUREEM CDS B T Mo Mmiaiss
EMHLHBEEE S, HLPD-L1 #iAT PD-1 & PD-LT & OEEZIET L & 20O
EEENBEET D Z LR ENT WD, Bo 2 L5 PD-1/PD-1 U o REERIE, 78
AR R SRS 22 T ABIEA 6 O BEREMT AFO—2L LTEXZ LR T
%,

AHNL, BEFRRER O FE R 5 PD-1 ORISR (PD-1 U 4 > FAMEIER) 1246 L.
PD-1 & PD-1 UH FEDRAEFRET L EICLD . BAPFERRN,: T MIROE
AR R O AR D SRS E IR A R D L TR e BB B AR
TEBMEREN TV S,

INDOMELD | AANTESERE IC T AT RBEEI RV BALO LM SR,
HHAIR T F U AR AR L LEERRERE L. A0, 2R UES
PR X U7,

ﬁﬁ@W%%ﬁm%6<@E@ﬁﬁﬁ@ﬁié@ﬁ%%ﬁ%&bm_igi1%t~
HATEEMER 5 5. RO S PR UOREHITE, BEOHEY H0I2T 0, ﬁmmm
%bﬂﬂ&m VLB U RIS U WA i SRR A 0 RN L OEHE L Ty
TR EE R 21TV BE ORERIFIC L 2RIERB LN 25611, RIgRE L
T HOBREFEOEYLNEETTOLERSE D,



3. EREERE
PO TS o B R U o U o B O AGRERI SRR 2 1T o o E AR BRI o
AR A T,

[H2hiE]

O ENE DHRAB (ONO-4538-15 )

BB 07 vy R ey RNFY @EETHRD GT, 7
Ve 7)) IORETE ORI O B R UL EHAE O T REIR Uk Y o B R
(ECOG Performance Status 0 U 1) 17 Hl& w1t 8IC, AFH| 3 mg/kg % 2 BRI T8
HiE LT, EEIMNEE THAEDE QLI IWG criteria (2007) 1285 < hIRIEIZ X
% complete remission {(LLF, TCRJ) XI% partial remission (AR, PRI ©EIE) 11
75.0% (95%SHXR] @ 47.6~92.7%) Tholz, 7ok, FANCHRIE LB 200%T
ot

C>ﬁ%%nmﬁ%(auwmﬁﬁ@(mMammmmswwmsw)

M e B TR L Y R T LA TRE R ST B U ERE
O BEER Y F Y L oEBRE (25— b B, ECOG Performance Status 0 %X TN 1) 80 4
Bt g, AH 3 me/kg * i@%‘ﬂ%’ﬂ[&%f,“ﬁ@afiw_o FHIEMIER TH A TR (&
2T IWG criteria (2007) [CEES< PduEIC LD CR XL PR DEIG) 1366.3% (95%(F
HEIX A 54.8~76.4%) Thotz, £k, $m IERE LCEEIL 200% TH -7,

(22 2]

@ EWE THEARE (ONO-4538-15 ER)
HEELTAHIZIED bR AF E ORBREEATETCE R VEEER L2
BAL, HIMED S%BUEOBIERARTROLBY Tho T2,

# 1 RBEN 5% EOBER (REEFFNSKEE)

4 A %
BRI A %&_ ( .)
P A
BoREE
17 1
{MedDRA/J ver.18.1)
£ Grade Grade 3-4 Grade §
2RIER 27(100 0) 2(1?8) Q
il Y (5 9) 159 0
VoskeE 59 169 0
) E-ﬁbi@‘lﬁ%gg% S AR s
*éﬂ“? o e §(59)_ e a
w%ﬁ%m R 3(%76). e
THEEE R D T S e
R 1 (5 9) 0 0
e 1(5.9) 0 ]
TH 1(5.9) 0 ]
AR e 1(5.9) 0 0



% %)
AHE

BRI
%Kﬂﬂ -}7 ‘{)ﬁj

(MedDRA/T ver.18.1)
4 Grade Grade 3.4 Grade 5

B2 O B 0
R BEEER LU SRR o T P AL L e

HH 2(11 8)

AR 165.9)

B 2(11.8)

¥ 7{41.2)

i _ e o les
@i&ﬁﬁ&tﬁ%}&iﬁﬁ ; . .. 5 SN

P HE 145.9)
N T TR K -2 S L U
HEELBREEIUMESHME e e e

EJ\’:!*)FT“ e L 0
BRERREE e e

T ﬁé&‘tiﬁ‘ﬁ%‘e # 1(5.9

s RS 1{5.9}

R 1(5.9}
| EmEREEL TR £ 5o 2
ARE ORI T T e L T

540 0 AR 1(59) 0 0

[Nl RPN | 1059 1(5.9) o

REREGE TP 1 ¢3¢ S L0
'ﬁ?‘ﬁ %@h ;U%Awﬁ&pﬁ% :::.: o S SR e

Baf 1(5.9) 0 0

FEENE 1{5.%) G 0

i B _ L e o0 0

f?ﬁbﬁ&)ib\ 1(5.9) 0 0

GE 1(5.9 o ]
| RS e A N sy e 0
ETRER NS E OB e e

FIE MR S 1(5.9) 1 (5.9)

LSE ORI - o desy 0
AESLURTRERE D e

R A E 165.9)

HIEHE 1¢5.9)

TSR 1(5.9)

& 5428.4)

Bk 4{23.5)

o R R
oo oo

o
; c =)

e e e ol
i o e e

o o

===
oo oo ol

Zpks. FIEMENRE 1A (5.9%) | HAUHBARE/ I 43T -2 6] (11.8%) . K%k -
EREOTFRF (5.9%) . FHEERSE 1 H 5.9%) |, FRIBEEESE 34 (17.6%) |
THERIEE 3 B (17.6%) MU infusion reaction 1 1 (5.9%) #EEH L, S, EED
H|APE, Lﬁ’ﬁfﬁ flide, 1 BUBEIRIE, SoyEthin DR PR SEEEIS, BFZe. BEREREE.
AR, CRERESY, EEORERE, SiRite R, FESEEREE. Bk
VARE 953%% iw%%ntﬁmoto AEMERBRRNRIIEESES (BRREEREESS
) EEUOREERERT.

@ WAETHEER (CA209205 BB
FEEGIT 238243 ] (97.9%) [TE» LR, KHl & OREBEAGTETE RV EE
BHUE 185243 1 (76.1%) IR BTz, FELED s%LL EORERMRITEO LR T



HoT,

2 RBEEHN 5%IAEOBHER (Al Treated Subjects)

BERIASE B m&gg
BARE FAITE

(MedDRAJT ver.18.1) 243
4 Grade Grade 3-4 Grade §

SRIEH 185 (76 1) 48 (19.8) 0
BEHEHS UMY R
amswwr" - B 13(5 3) 6(2.5) ]
A i
Gl Mﬁ%&ﬁﬁm f“ _ 14 {5 8) 0 0
HiEEE B AL L R R oA
iE 14 (5.8) 200.8) ]
TH 34140 2(0.8) 0
0
0

A 24 (9.9) 0
g 19 78) T4
e a5 f%%ﬁxtQ&@WhWW% SR e
o 50 (20 6) 2(0.8) 0
B _ 21 (8.6) 0 0
{i)\i {+ )}“‘ﬂ” S 33(13.6) 1(04) 0
77 /f 7 i\:f/z 7= z»—tf%hﬁ 13(5.3) )] 0
FTANGE BT I T AT TR 14(58) 5(2.1) 0
o A—E _ 14 (5.8) 9 (37 0
RN L U AR T T e
BIfifG _ 19(7.8) ] 0
W o 1459 0 ¢
BB CETHEBREE e
3R _ 21(%.6) 0 ¢
95 28{11.5) 2(0.8) i

feds, MEMERGEE 15 Bl (6.2%) | HEEUHRARE/ I A F 19 F (7.8%) | KB
% - WEO TR 6 # (2.5%) . FFEseRsE 22 4 (9.1%) . FFRSH (20%) . FRER
HaEEREE 28 ] (11.5%) . MXBEE 40 B (16.5%) . BHEREREE 4 A (1.6%) . M4 -
BERiAs 1 (04%) . BEORBEREE 36 (1.2%) . SheEeiE 141 (04%) .
infusion reaction 38 /] (15.6%) . JEE#S 251 (0.8%) RS EHIR% 2 H (0.8%) 733D
ST, Eir, BERTEESLE, GRS, AR2. 1 BUBERAN, Rus it bR M EREE N |
RIS R O TRESEREIED SR, REWERARBRRITEESRS (K
BEMEREED) 2E0EIRETT,



[k - HE]
AAOBEFREDBBETAEZRA LAY I 2 b a 2k, A4 3 mgke (K
) XL 240 mg & 2 WRIEB TERE L2 BORSOmIFRESRE SA T, 208
e, AAN 240 mg BRG UBROBERIL, &F 3 mgkg Hi5 U BOBREE LR
LTHREEZFTETFRENTLLOO, BRARFCBOWTERESERIATWELH
- AE (10mghkg % 2 RBRMR CHRE) TAAIZ®RE LZEBEOBRER L e L TRiE
FARTETRIENT (TR, MA T EROERBIZBT 27 — 210 83%  A2# 3 mg/kg
(FE) X3 240 mg % 2 MMM CRE LB OAFIOBRREE - Ao T e L
OBEEZWE T HRESISE T ABEE SR, HEEEI SO TREBThIL
FEEOHE - HEOM TEDHR R SMEICHERRER IRV ETRIENE,

£33 FROEBBE AT A—¥

%ij . )Egﬁ_ Crnex Craingt4 Cavng Cinanse Cn:iu,ss . C&vg.ss
= {pg/mL) {ug/mL) {ug/mL) {(pg/mL) {ug/mL} {ug/mL)
3 mefke Q2W 516 166 243 115 62.1 776
me/ke (35.2,70.8) | (107,245 | (17.1.33.9) | (75.0.171) | (27.1.107) | (42.1,127)
727 235 341 159 878 109
20me QZW 1511 03) | (152,346) | (25.0.47.8) | (102,258 | (415, 158) | (62.1.187)
191 61.3 508 398 717 778
HOmehe Q2W 1 (49 219y | (512,790 | (9.0, 114) | G31.532) | (84313 | (237, 386)

PRAE (5%, 9590 . Q2W : 208 IR . Come - FIETE B B2 0Tk B3 LI S HRIE . Comtrs ¢ FIEIEE 5414
BHEICEBIT %%f&]ﬁ]f%‘@’{%ﬁi, Cavgdts ¢ etk 5®%148 8 if@ﬁﬁjﬂﬂjﬁ¢ﬁ%§\ Crixss ! EERECR
!Té%@ﬂﬂ?ﬁqﬁﬁgﬁ% Clnm,ss s Eﬁ:ﬁi%&:iﬁi?é%{&ﬁﬂ{%*%g\ Cavg,ss H Eﬁ:ﬁ;\ﬁ%:;jﬁﬁ‘ éj}?‘,ﬁjngl‘?
i



4. HERIZ2WT
FRERLE & LT BRERTE (SHE) SEBEELRTWAZ b, HHa LR
N T & aﬁ@”"’(&;%ﬁ%‘%?ﬁ\%é 0T, ARIORE B EE LB -
ﬁ:’b\ AEOHESIC LY EELBERLRIALEEBICRIET 2 2 L ARERD LT
@@~®@¢&f%ﬁt¢mﬂkkwfﬁﬁfém%f&ﬁu

O HRizOWT

@1 TE® (1) ~ 3) OVWTFhPIEET IR THD Z &,

(1) EAESBREREEST S BA ST ARRES BT IR A BEE LS.
WK 2 A OB L SUREE . IS AR RE 72 &) CPRE 304 4 1 1 OB 1 437
hEE)

(2) WrEMREEREE (CHERK 294 6 A 1 BEFAL : 85 FEER)

(3) %lhéﬁ“f%%ﬂ%:ﬂ*?buﬁ“é73>A/f”\¥?1@#rrm (33 ARSI TR TARE . % A RBROE B
kR, SAB R RERRT 2 &)

(4) FRRICFRESELHRE L, AORESREENE 1 USSR IENR 2 O3

ICREARBE AT - TSI (K 28457 A 1 AERA © 2540 FEiR)

(5) HEEEMENEEFRIL S ERME ORRERITES M ATT» T DRk (Fpk 28 4 7

A 1 B 1290 hERR)

D-2 HHEYR D F U B O LR E R ORIERA BB O SIS+ 55 7 ik & 2
B OEM (FEOWTRMCHYTHEN) 2, YHBERORAICET DIRED
EBHEAELTREBINTWAZE,

#

. EEGITRUEE 2 EOTMFHER T LI &I 5 FU LR ARROBREIHE
FoTWAZE, b, 24EL RiE, AAYRESY L URBRIEFSEOIHES
FToTWAEI &,

. Eﬁﬁ%mﬁ% %®%%ﬁ%%%TLt&K4%%$®%%ﬁ%%ﬁtfhé
L 5. 3IERL R, R B ENEIES 0 25 A SRR R A S T R RR MRS O RHE
%%Iofi«” b

@ BACERRFREHEOKHITOWT

TSRS IR T A BT NRE SN, NELELLOFREN, At %
SRR S B L ERRS IO 2 iR, FEFELBBE LB S OHE
R ERNERPICITONABEINE TS I L,




@ BHER~DOREIZONT
@-1 FEsk iz B3 5 B

MEMEMRES O BELRBIEMARAE LT, 24 BEBHHENOT, MY
COEEERERIC T, BB LS EERITIE U T ARE BT CT S O@VEH Oz 4
HORBEOHRP L ATIRLA, EL IR ER BB -T2 &,

@2 ERNEFHF LAIEEESAECHET A E S _

AR D DM il R G R A T A E RS R EH =y U v
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HEBHzARE LLBEERARLER L, T, ZeRUCEEEIHE I,
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p<0.0001 [Eilflog-rank RE] ) .

107 &, —— &y |
ol ™ ISutn

0.8 -
0.7
0.6 -

0.5

ke

0.4

0.3 4

0.2+

.1

0.0+

¥ i I

1
g 2 4 ] 134 12 14 16 18 20 22

at risk ¥ HHEBBOE)
AEIBF 330 275 192 14t 94 56 38 1§ 10 5 3 o
TS5eAR 163 121 82 B3 32 16 10 4 3 3 1 0

o0 -3



[Z4tt]

DOEPENHRER (ONO-4538-12 A5
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(MedDRA/) ver.19.0) % Grade  Grade 34 Grade 5 2 Grade . Grade 3-4  Grade 5
SRER (:j 1,,,) 3 03 Y02 e 7wy 202
CRBRBEER e T e

T 23 .00 2 (06 0 3 (1.9 0 0
SRCENRESLOEARG 0 0 e
CRRE e e s Y

o 1855 2106 0 0
AR EUHFMMREE i

& 0 30 .10 0 0 0

e 19 (5.8) 0 0 0
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BILA, X5, FEORSBHOERC LY FURKIER L X O RETRIERE
FEELDERINIPC 2NEOEERLBICHLERBEIRITD 2 L SRR
BREE L 2 TR Y REMEHGER L oA 2016 CERL 28 456 H 2 H BERUUE)
EWTYL, EFMEELSOERORKELHEZHDL 2L e shTVD,

Ve R FRE SR S MM ERR TS T 0 7 7 A ADBETFOERS S L IR
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