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&5:aﬂ&5u:@tb~ﬁ%ﬁ&ﬁ%ﬁﬁm%?&%ﬁﬁ+ﬁ%ﬁf@iﬁm%\
%@E%%@EE%%(%Hé:&ﬂ%ﬁéﬂé%#u%bf%%#ﬁ&&m;%%
FARFEH LIy isd e 5 L D3 ATHE 78— RE D Bt % ¥ 1= 9 [ e B o
THIENEETHAS,
Ltﬁof‘$ﬁ4kﬁ4yvm\%%&%@:niﬁuﬁanfwégﬁﬁim-
ﬂ%%ﬁmmﬁd%\quﬁﬁ&mﬁﬁ&ﬁm%%ﬁ¢éﬁﬁm6%%@%#\%i
FROEEEELE =T,
&ﬁ\$ﬁ4P%%ym\mﬁﬁﬁmkﬁﬁ%ﬁﬁ%%%%%%\ﬂﬁ&@&kaﬁ
%x&%#%\~&&@&AH¢%%WﬂE%‘%E#ﬁﬂﬁ%&Aﬁﬁﬁﬁi%W%
F1Db LR LT,

ﬁ%&@é%%@:ifvuﬂﬁﬁ%ﬁmmgﬁ7vwﬁﬁ%ﬁ&mmm\ﬁf&
A SRIERHE 120 mg, A7 P —R AR 240 mg (—i%% - =
RN~ 7 (BafHz))

MRERDPEINE - MIBVIRA ST - HROAIEE
BIEWET T D IR AEBh R

HRLRDMER VAR . <HIRYIBRRRE/RHEIT - HROANE >
ﬁﬁ‘ﬁktﬁ:ﬁwvftﬁﬁ%ﬁ&iJ&Lr‘l@mmm
& 2 JEFMFEIE 1[5 480 mg % 4 38 MR C g8 ET 5.,
LOFUEMNEREH & OHHT 2B E1%, B, RARCIE =R L~
(ﬁ%%ﬁ&i)&LT\Hjmmm%zﬁﬁﬁﬁ\HJ%m@
& 3 JE IR S0 1 [ 480 mg % 4 RIRIR C A SHET 2,
< EIEFEIZ BT D AT AR >
ﬁ#\ﬁkwﬁ:ﬁwvf(ﬁﬁ%ﬁ&i)kLT\HEMM%
% 2 TR 33 1 [ 480 mg % 4 IR © g% TS 5, 7
L, #EHMIZ 12 VAME LT B,

B E IR OE ¥ H NS TERASH
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ﬁfﬁ“ﬁﬁﬁﬁ&ﬂhm\ﬁﬁﬁﬁ&l%n@.ﬁﬁﬁ%ﬁL@mg&Uﬁﬁﬁ%
ﬁmmm(—%%::ﬁwvf(ﬁﬁ%ﬁﬁihEﬂiTﬁﬁj&Mm)@‘¢%ﬁ
m LERARM L AT Ly 22 BTV R L w4 Y—X A7 47 (BMS) #)
23pA%E L7z b PD-1 (Programmed cell death-1) (=3%t4 2% & |7 18G4 &/ 7 u—FL$
ThHsn,
P&lm\%ﬁkbtuyﬁﬁ(T%E\Bﬁmﬁﬁffnﬁw#ﬁ—Tmm)&Gﬁ
ﬁ%ﬁ@u%ﬁ%amMS7Ts'—(TM%@%@%&@%%ME&@M%@T%%
%ﬁ)t%?%%ﬁ@ﬁ%7uPD]M%E&ﬁ%@K%ﬁT&P&IUﬁyF(MHJ
&UPDM)&%@L,UVﬂﬁumﬁﬁv¢+w%ﬁﬁbfuyﬁﬁ@%ﬁmﬁ@%
ﬁn%%trwéummlUﬁykmﬁﬁﬁﬁﬂmuﬂttﬁm%aﬁﬁﬁmﬁk%ﬁ
LTk BERAIESRE DI L IEEA%ICIHI1T5 PD-LI ORE L #fRn4i:
Wi & OMICAOHBBEGERH 2 = L A#E SR TS (Cancer 2010; 116: 1757-66).
it&%ﬁ%@@%%?@ﬁ%ﬁﬁTm@ﬁE$T64V¢~7IDVﬂw7mmm
Kiofﬂnjw%ﬁﬁﬁﬁéh\%ﬁLt@%ﬁﬁKﬁﬁ%HMJﬁ%ﬁ&W%@
Eﬁ%ﬁ&ﬁﬁmeﬁ%%%ﬁ&ééﬁﬁ%%%é(&HmMMm%uMﬂﬂJm
éBK\HHJé%ﬁ%ﬁéﬁtﬁbM@m\ﬁﬁ%ﬁ%am%ﬁTﬂﬁmmﬁ%E
EMEETREI SE 525, HLPD-LI HIAT PD-1 & PD-LI & OREESEHES S & 208
%%Eﬁﬂﬁ@fé:&ﬂ%éhfwé\%@:tﬁ%mﬂ@nlUﬁyF&%ﬁ‘ﬁ
AR HURBS SO 72 T MR & OB % % [EE 28D —o L LTE 2 STy
5e
Zﬁ%L%ﬂﬁ%@ﬁ%mﬁpnlwmm%%ﬁ@ulvﬁyFﬁéﬁﬁNﬁﬁ%u
PD-1 & PD-1 U H Y REDFEEEMET B LIk, BAMESEENS T MBOE
ﬁm&wﬁ&mmtﬁféww%%%ﬁéﬁﬁTécav%ﬁ%&ﬁ@%ﬂ%%#f
ZEDBHEREN TS,
NS DOHEN S AANIEMIESBIC T 28 REERICA VB L0 L S S
ﬁﬁﬁﬁ%%ﬂ&&btﬁ%ﬁ%%%ﬁb\ﬁﬁ%,ﬁ%ﬁ&@%@@ﬁ%%éﬂhu

AN DVERIBSRFIZ 5 BB ORERINIC X BEHERIS 25 &b, BE LRI
EOARMELRH D, AROBEFROEERICIE, BEOBEELHSI0TV, BEnm
DORIZHEITE, BRI FERITG U SR MR E SR BB &Sk |
Sl7amRR I 21T\ BE ORIERIGIC L 2RIER AR DR A HEislE, RIS REHL
EHRIORGEOEOVRE 21T 5 LENH B,



3. ERGRERER

OB AR BT L A SR TR 2 17T - BRORTEE. QOREEIZBITS
ez, KOG L EFIEARTEIR ORI IR AR 72 AT - FFE DR IE D KGRI T
WA 24T - 7= £ R RBR O R 2 7=,

[ A 2hi%:]
O [FEBSLRFEIHERE (ONO-4538-24/BMS CA209473348)

T LYY RV RIBMEIEE AR O T 5 F - BE % S e O LSRR RS X
il OARIE CIRRARE 72 HEAT SIS P36 0 Rl R 5 3880 (A A BE 27401 % 215, AH
BELO30I, HRBELOSHI) Z3tic, # %4 REEMIEEA ( K& XK
AT Y ZREN) TR L L TARR240 me % 28 RIRIR CAERE L= L 2 OE SR
OREMERF L, EEFMEEE ©h 524558 T, os) EW9, ) (P
fill [OS%IEMIKR] ) tx. AHIBETI1.17 [9.99~13.73] # H . % BEL TS 54 [7.20~9.89]
ARTHY . AR RBECK LEFEMICA T RERE AR LE (N — FE0.79

[95% (S : 0.63~0.99] . p=0.0381 [J&Hlog-rankizE] ) .
* o R 2 R AR oV T IETS mg/m? % 338 M R CHIRI G, 52 ) # MW T,
100 mg/mP? & TEE & 144 7 £ LT, $1, 8, 15, 22. 29% 053618 BIWrRAEGT5 2 L 2 &h

e
—— AH B
<O YfEBRE
0.2 """@m@
-OBOO s
{‘}-T@__'_.;. A ——A—AN—A
0.1 s,
T S e Y
0.0
0 2 4 & 8 1012141618202224262830323436
ot ikl EIMA)
ot 193 170 158 139 120 105 89 77 65 35 48 20 13 10 b 4 3 0 ]
e 195 182 157 116 100 79 66 55 48 39 26 116 1 6 2 3 ; 1 ]

1 OS @ Kaplan-Meier #if# (ONO-4538-24/BMS CA209473 3RE)



@ EESLRIFIAHRAS (ONO-4538-43/CA209577:45R)

TR ORI 12 & 0 i Bseiose &85 (BLF. T pCRI &\ 5,) B@EH LA
TR T2 RIAEHE DU BE194 ] (AANEE 63 Pla&te, AKIRE 532 B, 75
TR 262 61) AR, SR EREE LTAR 240 mg % 2 A HE T 8 A (16
BRE), ZO% 9 EHE (8 BEESD 2 ERE%) 55 480 mg % 4 JEEERR T i

Uk 2R Li-kx DEDVER VL 22 RE L1, FEFMIAE Th 5 855
EAFHIE (hRAE [95%EMEXI]) 13, ARBEC 2241 [16.62~34.00] WA, 7F5&H
BET 11.04 [8.34~1432] A THY . ARIREL 7 7 = RBE 5 L2 A B 7 e
RAERLIZ (NY— FH 0.69 [96.4%(E 81X : 0.56~0.86]. p=0.0003 [J&H! log-rank &

1),

1 ALFRIEO U Y 2 2 B U #%I51E . National Comprehensive Cancer Network (NCCN) ® |4
European Society for Medical Oncology (ESMO) D # A K5 o NZHE U o ASER IR oD JE i () 13 Mg
WCB DR EITI L L AN, 7L, (LSt H&RFTBEIEEM A St L o 2
Eahi,

*2 : Wi ORI FHIRA T, American Joint Committee on Cancer (LT TAJCC] 25 ,) #ilasy
OB TR (C&ES< ypTI LU ypN1 L L Thha = & & ERE NI,

*3 : GIEIRBHTIFIZ AJCC RSP O 7 M) (o de—5¢ REAAI T 3 I o il IR 45 <)
RITREHHESHL % LT 28T L IR £ 254 Aa AR B,

* o FHTC L Y @RS FELIC YRR ENFRERMBAN S,

= FH#
—£3 = 7‘5 t ﬂ{ﬁ

%0% é

B3 7

0.0 Ll T Ll L] L) L) I T T T T Ll L] T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

at riskZht #ﬁi#ﬂ il (A)

FHIE 532 430 364 306 249 212 181 W 82 €8 41 22 8 4 5 ®
771 HEE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 ©

2 FREFHIM O Kaplan-Meier B (ONO-4538-43/CA209577 RER)




© MEFEILFEB IR (ONO-4538-50/CA209648345h)
&%ﬁ&%%ﬁwm%mﬁxﬁﬁﬁﬁ-ﬁ%@ﬁﬁﬁ%#%m&Hm$m§%3%
W%@@o$ﬂ+4ﬁvﬁ77w(UT‘rMWMHJ&“iq}ﬁ$5W,$ﬂ+7
NEFa YT UNERVRTTF Gt bR iER (LT, INIVO/Chemo] &4V5, )
ﬁnlﬂ\7wiﬁ759w&6727§?7%§@m$ﬁ%(H?\memJ&W
Do ) BE324B1) Z3HIC, Chemo Z 4R L LT, NIVO/IPI & U8 NIVO/Chemo DAF%)
PER OV b2 Ed Uiz, =BEFFM5E 5%, tumor proportion score™ (LA . [TPS] &
Wi, ) Z1%REAICET 2 WEAENM (BLF, TPFS) &1 9, ) KRIK0S THY .
@&ﬁﬁ@ﬁ&éﬂtHT%@KEH6NS&UOSﬁ&%éhta%@%%\ﬂ%g
1% N ITT IS8 5 08 {25V T, NIVO/IPI B K U NIVO/Chemo 213 Chemo
PSR L, M ENICHEERIEES R LT,
1 IR ORI I TR T LB IR LB (IR T L) B,
KBMR, RESE~OW LB EHERORBENNE L Sht,
*2: A LE 3 mgkg (IRE) % 2K, 1 € AvT (BIEETAMRZ) 1 | mgke (KE) %
6 M TRMRE L, SFRRERFICEOTE, ARERMCBREL, 1Y AT (B
THURZ) XARIOL G T 25 30 S EOBIE £ 5 THE 2 i L1,
3:ABEE L YA 7L LT, ARH L E 240 mg & 2 BHIENE. 74w T o 800 mg/m? 1] &%
VAI7AD1IAENLSHEET SHM) \ YX7FF 80mgm 2 %% 4 240 | ABICH
MRV L 7o, AR EALEREE R BIZR ST 288 AB Y BRI BE L. ZA4093 o0
RUY AT ZF AIER OB 126 30 50 ERIR &2 B0 T8 545 hL7z,
*4 : MEUEERRIZ 51T % PD-L1 288 L = iEsls Sh 588 Sht

F1 APEORR QRIEIABREF—FIy bA2)

TPS= 1% ITT #.F
NIVO/IPI fi¥ NIVO/Chemo ¥ Chemo i NIVO/IPI ftf NIVO/Chemo I Chemo Tt
(158 #i)) (158 45)) (157 #1) (325 fal) (321 1) (324 1))
;ij 4.04 6.93 4,44 2.92 ) 5.59
[95%CT] [2.40, 4.93] [5.68. 8.34] [2.89, 5.82] [2.66,4.17] [5.55, 7.00] [4.27,5.88]
prg T Kl 1.02 0.65 B 1.26 0.81 .
[95%CI] ! [0.78, 1.34] [0.49,0.86] ** [1.04,1.52] [0.67,0.99] "
o
(E,ﬁ%'ﬂ(iﬁ 0.8958 0.0023 B N 0.0355 N
(ﬁﬁli) (0.015) (0.015) (0.015)
?;j‘jﬁ 13.70 15.44 9.07 12.75 13.21 10.71
[95%CT] [11.24, 17.02] [11.93, 19.52] [7.69,9.95] [11.27, 1547] [11.14.15.70] [9.40, 11.93]
o8 N — R 0.64 0.54 - 0.78 0.74 -
[9s%cCI] *! [0.49,0.84] 6 [0.41,0.71] *7 [0.65,0,95] ** [0.61,090] *
-4--5
(é-ﬂ%mﬁﬁ 0.0010 <0.0001 - 0.0110 0.0021 -
( rifa‘u ') (0.014) (0.005) (0.018) (0.009)

CI: {R4HIXM, *1: TPSZ 1%%[H T2 ECOGPS (0. 1) RUMEBIESIRE (1 [ALhT. 2@ L) ZREBIET & LI=RRI Cox i)~
P—FEF 0, ITTHHTIZ ECOGPS (0. 1), ERMSMEE (0 FULT. 2 f@EA k) BT PD-L1 B#ERIL (TPS= 1%, TPS< 1% %
HERHE) 2EANET & LI Cox Ml — FEF L, #2 FTEARMEZHE LTz 98.5%CT i [0.73,143] Thot-, #3 : HEK
HELZREIE L7z 98.5%CT 1 [0.46,092] Th 7=, *4 2 HEARMEICRE L= 98.5%CT i3 [0.64,1.04] Tdh o7z, *5: @R log-rank i 7E

(Cox HEB A= FEF /0 &L FUROERIE L), *6 : HREMIFICBT 2585 BRI L7 98.6%CT 13 [0.46, 0.90] THh oz, *7:
R IZ 30T % A B K AL IS L7z 99.5%C 1 [0.37,0.80] Coro7=. *8: PRIBRHTIZ 30T DB AR RS L7z 98.2%CI 13 [0.62,
098] Thot=, 9 FAFHTIZ 1T B A EALEZ LG L= 99.1%CT 13 [0.58,0.96] TH-oi-
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(PD-L1 ZEHAIRILH DA Bhit)

EFRIEFE AR (ONO-4538-50/CA209648 FRER) IZHLAAN BT BE DT — 4
(ZH3E, PD-L1 ORBURBBN AT 21T - - BN (EROARNT 2 21) ROES
HEOFRRIZUTOLEBY THot,

NIVO/IP1 K TF NIVO/Chemo (ZB§ LT, PFS TR 0S OWTHIZEBN TS TPS<1%D
BAEEEI T Chemo & bl L - IERMHIIIRD bhido7 (#2. ¥ s

128, PD-L1 ORFRBIZ L b T, AFOREMET 17 7 A VZFETH -7,

E2 TPS<I%OFPEDORE (ONO-4538-50/CA209648 FRBY)
TPS < 1 %4 !

NIVO/IPI #f NIVO/Chemo Ef Chemo #f
(164 ) (163 fA1) (166 i)
T;;f'i‘ 2.83 5.55 5.75
PFS [95%CI] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
= K 1.45 0.95 o
[95%CI] ** [1.13,1.88] [0.73, 1.24]
?;fﬁ% 11.96 11.96 12.16
.09, 16. .86, 15.5 10. 00
o8 [95%C1] [10.09, 16.03] [9.86, 15.54] [10.71, 14.00]
A — R 0.96 0.98 o
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

CL: fEMHXM., *1 : PD-L1 ¥IERGETh - = BEITRI S 7=, *2 : 5 Cox
tepjost— T

1.0 4 1.(113%*
= 084 ‘:‘ 0.8
3 A
= 0.6 = 064
S | g -
044 NIVO/IPIT: 3044 NIVO/Chemoltf
5 g
g :
& 02 B, & 0.2 |
d [, ¥ ey 3 e D=
. Chemofif — 4 7
. Chemofi:
.0 4 I).LL.{_
0 3 6 9 12 15 18 ZII 24 27 30 33 36 39 42 0 3 6 9 1215 18 21 24 27 30 33 36 39 47
Namber of Subjects at Rk WEERRIF T Ao MmO Number of Subyects at Risk WEARE om0
Notl64 136 114 91 75 64 45 35 22 13 11 3 2 0 0 NIVOChesso2 163 150 124 98 75 63 39 M4 IR 10 8 2 I I 0
Chemolt 166 145123 99 79 57 35 29 15 5 3 I 0 0O O Chemol? 166 145123 99 79 57 35 29 15 5 3 I 0 0 0
5 OS @ Kaplan-Meier BifR (ONO-4538-50/CA209648 FER)
(TPS<1%£EM)



[Z4tE]

DO ERLRSIFHEFAR (ONO-4538-24/BMS CA20947375)

AEEGIIAKIEE 172/192 6] (89.6%) . xFHREE 192/194 ] (99.0%) (28D B, 1R
BRI L O R RBIR NG E T & WA FERITAAINE 129/192 i (67.2%) | xtHREE 185/194
il (95.4%) I2@BD LR, WThHORETRIREN SR LOBHERIZRIDELBY T
H iz,

#3 WL ORECREERN 5% LORWER (ONO-4538-24/BMS CA209473 AER)

P it Bl (%)
RO ey R

E(:;egbwj 21.1) 192 44 194 1]

AR 4= Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5

LRIVER 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
B X O T AR b

Bz 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0 0

% 9 FEE 17 (8.9) 0 0 9 (4.6) 0 0

fivt BAE 3 (1.6) 0 0 97 (50.0) 0 0
—% - EHHETHE L USSR OWE

LI 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

K 14 (7.3) 1 (0.5 0 42 (21.6) 9 (4.6) 0

e 9 (4.7) 0 0 44 (22.7) 0 0
[ AR AT

U o ER R 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

W Bl A b 3 (L.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

[ i B 3 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H Rl

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

A% 5 (2.6) 1 (0.5 0 24 (12.4) 1 (0.5) 0

B 5% 4 (2.1) 0 0 16 (8.2) 0 0

L 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

Wt 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
PR 45 T

FAP B BRAR T AT 17 (8.9) 0 0 1 (0.5) 0 0
TR B £ OFE RE

Ak g 3 (L6 1 (0.5) 0 11 (5.7) 6 (3.1) 0
S L USRS

RAXTN IS 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
fiLigds LR "R

% 4 21} 4 (2.1) 0 47 (24.2) 19 (9.8) 0

BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEFAAE LT R BRI 0 0 0 20 (103) 20 (10.3) 0

[ i e 0 0 0 16 (8.2) 14 (7.2) 0
BB Rl L USSR S

B 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

175 P 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
R R

BREE R 3 (1.6) 0 0 14 (7.2) 0 0

IR = = — 1 2 F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

Fitk = 2 — R F— 0 0 0 21 (10.8) 1 (0.5) 0

eds. ARIBET F5UNC R AEREE 22 0] (11.5%) . MEBCTRRLRIE/ 3 A< F—15
@ (7.8%) . NFHSREREE 13 I (6.8%) . BITIMERGIRIE 12 61 (63%) . MhikkEE 8 7l



(42%) . EEOKGHEE 46 2.1%) . EHHIM 3 6 (1.6%) , EL 2 F (1.0%) .
RERRAEREDE 2 B (1.0%) . FTFZE 1 fl (0.5%) . K% « /M %% - BEED TH 1 1 (0.5%) .
TFTEArEAErREE 1 # (0.5%) &8 infusionreaction 1 # (0.5%) 3fB® bz, /-, &
SERGEESRE . DR ZE. fhZe. 1 BUBERRI, IFARA, B LVEILE K. BIRBRERERE . Mk -
BENEYs . ERMRMASICIAE, HEERMiklE®E, mERB /IR, . WR. SEHERX
B USSR b h o o, ABERARBRAIZEERS RAREERELS
i) ZEULEHRRERT,

@ [EpEIERIFSIHEAER (ONO-4538-43/CA209577 #ER)

HEERITAFIEE 510532 4 (95.9%) . 7' 7 &2 REE 243/260 # (93.5%) ([ZFD B,
TRERSE L oo [ RSN EE TE VA EFEUTAAIRE 376/532 611 (70.7%) . 77 &R
BE 119/260 ] (45.8%) 3RO BTz, WA DORETHBLED 5%LL LORIIERMITE 4
DEBY THoT,

F4 VWTNHOBTRERMN 5% EOBIER (ONO-4538-43/CA209577 BAB)

% (%)
BEBIRGH AR SR
%Kimj 23.0) 532 14 260 17
b e % Grade  Grade 3-4  Grade5 2 Grade Grade3-4  Grades
ZemlfEA 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
Ik
[0 88 (165) 2 (04) 0 39 (1500 2 (0.8 0
A 47 (8.8) 0 0 13 (5.0) 0 0
He 35 & ONVE T AAsR R
T 9 FERE 53 (10.0) 2 (0.4) 0 9 (3.5) 0 0
&i5 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (04) 0
—fi% « FEER L UREH
e PRHE
I 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0
4% )Y 9iE 28 (5.3) 0 0 4 (1.5) 0 0
i PR AT
FTART XL BT I/ 29 (55 2 (04) 0 10 (3.8) 0 0
S VAT = F—EHEM
INTILRE
FR R AR B B A T 50 (9.4) 0 0 4 (1.5) 0 0
BN iyt tn 35 (6.6) 0 0 1 (04) 0 0
ERRR LU SRR
BSIEE 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

BB, AFIBHZ BT FRIRERERE 89 B (16.7%) . FFHEEERETE 49 1 (9.2%) .,
RIEE 35 B (6.6%) . WEEUHRAREE 33 B (6.2%) . FIEMEMTRE 26 ] (4.9%) . Ll
fE42 11 6] (2.1%) . infusionreaction 10 7l (1.9%) . HEDKEIFESE 8 #l (1.5%) . &
WREREE 761 (1.3%) . KB4 - /B2 - BEOTH 76 (1.3%) . IT% 4 61 (0.8%) |
D525 35 (0.6%) . ElEHREREE 361 (0.6%) . 1| BUBEIRHF 1 6 (0.2%) . WiRiMmAR
FERIE 161 (0.2%) ., FEFL 1 il (0.2%) BRUWER 1 6 (02%) BBH LRI, o, &
Yoo, TERAKMEREE, BEETL, RS, Sk, B ERAREREE, M
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AEAE 8. ARFFEREE, MRS, FAEARIESE, RS/ MRS R O - BRIRR (IR0
bnierofc, ARWEMBRRIIIEESSR BRREERFTLZEL) 2R R
ZRT,

@ [HERILFEFE AR (ONO-4538-50/CA209648 #A%R)

B EHFGT NIVO/IPI #F 316/322 ] (98.1%) . NIVO/Chemo ¥ 308/310 4 (99.4%) .
Chemo £ 301/304 7l (99.0%) (ZiRH b1, BB L ORRBEENTETERVWAES
13 NIVO/IPI &£ 256/322 51 (79.5%) . NIVO/Chemo £ 297/310 %51 (95.8%) . Chemo
B 275304 B (90.5%) IZFB® BTz, 72, EELRAEFFSIL NIVO/IPL £ 214/322

(66.5%) . NIVO/Chemo #£ 180/310 %l (58.1%) . Chemo #£ 128/304 #4i| (42.1%) 1278
b,
WO CRILERMN 5% EDORIERIZR SO LBY Tholz,

#F5 WTFhrORTREREERN 5% EOBIYER (ONO-4538-50/CA209648 BAER)

R R s

P ; NIVO/IPLHT NIVO/Chemotf Chemolt

T 3228 3o 30417

“Grade  Grade 3-4 Grade 5 AGrade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade §

et UL 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (474) I (03) 275 (90.5) 108 (355) 3 (1.0)
M LY o R

i 12 (3.7 2 {0.6) 0 93 (30.0) 30 (9.7) 0 67 (22.0) 17 (5.6) i

I Bk e 0 0 0 29 (94) 8 (26) 0 20 (66) 7 (23) 0
el ke

R AE Ttk 20 (6.2) 2 (0.6) 0 7 (2.3) i ] 0 0 0

PR HE (R T 43 (13.4) ] (] 18 (5.8) 0 ] 0 0 0
1o T

B 7 (2.2) 1 (0.3 0 59 (19.00 2 (0.6) i 66 (21.7) 1 (03) 0

T 32 (9.9 2 (0.6) 0 60 (194) 3 (L0} 0 46 (15.1) 6 (2.0) 0

Wl 26 (8.1) 1 (0.3} o 182 (58.7) 11 (3.5) 0 158 (52.0) & (2.6) 0

oYz 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 T (234) 5 (1.6} 0

LS 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (16.1) 9 (3.0) 0
— %+ AEIRITT s K UM SR ks

e 1 (22) 1 (0.3) i 20 {65} 2 (0.6) ] 17 (5.6) 2 (0.7) 0

e 29 (9.0) 4 (1.2) 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

(i3 12 (3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

B Jeaik 4 (1.2) 0 0 33 (10.6) 8 (2.6) 0 26 (8.6) 4 (1.3) 0

F TR i 0 ] 17 {5.5) 0 0 12 (3.9 0 0

HEFL 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
Bib A R T

;;i;_’iééﬂ:ﬂ’ 3 (78 722 0 18 58 2 06 0 § (26) 0 0

T RRGHELET LS

FFrAZ=T—¥H 20 (9.0) 4 (1.2) 0 16 (5.2) 2 {0.6) 0 6 (2.0} 1 (0.3) 0

m

M2 L7 F = o Hn 5 (1.6) 0 0 39 (12.6) 1 (0.3} 0 32 (10.5) 1 (0.3) 0

E;/:;}i’ e 0 0 0 19 (6.1) 0 0 9 (3.0) 1 (03 0

R 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17,1 24 (1.9 0

RN e 6 (1.9) 0 ] 36 (11.6) 3 (1.0) 0 32 (105) 5 (1.6) 0

17 1 R S 3 (0.9 o 0 43 (139 N (3% 0 28 (9.2) 6 (2.0) 0
RS & e T

fd- U7 Ao 9 (2.8 8 (2:5) 0 29 (94) 17 (5.5 0 19 (6.3) 9 (3.0 ]
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s (%)

BURRSE

NIVO/IPI " . :
(MedDRA/Jver. 23.1) :
2Grade  Grade 3-4 Grade 5 #Grade  Grade 3-4 Grade 5 SGrade  Grade 3-4 Grade 5
TRk 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (42) 0 130 (42.8) 9 (3.0) o
M REE
WA 4 (1.2) 0 i 19 (6.1) 0 0 17 (5.6) 0 0
FHIME = o — 12 s F— 1 (0.3} 0 0 20 (65 2 (0.6) 0 15 (490 1 (0.3 0
f;*fm*ﬁ:i*”“ 1 (03) 0 0 2% (84) 1 (03) 0 16 (s3) 1 (03 o
B L RIREGRE
TRk 1 (0.3} 0 0 9 (2.9) 0 0 17 (5.6) 0 0
PEULSR, BaShds L OMERESE
Ly=<{b 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 ]
ifiliee 42 20 (6.2) 7 ER 0 15 (4.8) 1 (0.3) 0 0 0 0
NS & OF e T AR PR A
Bt 2 (0.6 0 0 3 (10.0) 0 0 32 (10.5) 0 0
* ) FEfE 43 (134) 3 (0.9 0 23 (7.4) 0 0 2 (0.7) 0 0
JBiE 55 17,1y 7 (22 0 24 (1.1 1 (03 0 5 (1.6) 0 0

1235 NIVO/IPI BELZ 38\ T LR IRBEREREE 70 61 (21.7%) | RS REREE 42 #1 (13.0%) .
REETPERTRE R 26 B (8.1%) . FRKUGBMBIE /I A/ SF—23 B (7.1%) . T EE(HEAER
=21 ) (6.5%) . BITHERERSE 17 41 (5.3%) . #hIEREE 16 6 (5.0%) . EEORE
FEE= 14 1] (4.3%) . KB - B - HEOTH 10 #) (3.1%) . infusionreaction 9 4

(2.8%) . EHEREMREE 8 H (2.5%) . HF& 6B (1.9%) . DMisikEsE 6 4 (1.9%) . 1%
BERRIG 4 01 (1.2%) . BER 46 (1.2%) . k261 (0.6%) . L%k 26l (0.6%) . B
24l (0.6%) . SEIEK1H] (03%) . ELPERREZ% 1 61 (0.3%) . MESFH M 1 4

(0.3%) . EELMIEES 161 (03%) . HIRMASIERIE 1 6] (03%) ROWEE - iR
%1 (03%) BRD LN, £, BREMEAE, BHEFE, A2, mekERERE
BE . SR OSRIFERES IR D H /e - =, NIVO/Chemo BEIZ 35\ THERUE IRIE / 2
A 73T —93 ] (30.0%) . FPFREEE 83 6 (26.8%) . EEkREREE 74 1] (23.9%) . NTHE
AebEdE 32 4] (10.3%) . FURBREEGEREE 30 B (9.7%) . FIEMENRE 18 #] (5.8%) |
KRGS « /N2 - ERED THI 8 B (2.6%) . BB H$AEREE 6 7 (1.9%) . infusion reaction
65 (1.9%) . EEA M EREE 56 (1.6%) . DIEREEE 4 5 (1.3%) . FROAZZERE
30 (1.0%) . FEAHAERE 2 6] (0.6%) . 1 ZUBEIRHG 2 B (0.6%) . B & DMK 2
Bl (0.6%) . EEOKEREE 14 (0.3%) RO¥ELL 1H (03%) 23§EH b, £z,
EIERFMEE, DR, B, BUESR., FA4S, TR, M bEREJ, fddk - g,
Bk B AEfERt, . S, FRIFERIE R OVEE H M IXsEo Shidiofz, ABIEMF
BRGIIBEEESR (RRAREERELZED) 250EHERERT,

12



[k - ]

AFOEEMEYBEETAERA LY Iab—vaic k., A# 480 mg % 4
JE RS T S LI oA O Mg P RS RE S iz, TORR. AH 480 mg % 4
EEEE RS Lo EEREIC BT 5 FEMEPRE CLT, [Cusl EVWI3:)
1. AHI 240 mg % 2 AN TERY LIZBEO Cops EFBRT 2 L FHISHZ (FR) .
F 7=, AF 480 mg % 4 AR TRE L BoOEFREBIZB G 2 REE PRE (L
T (Coass] EVV9, ) 1E, AH) 240 mg % 2 HEFERR THRE L72BRO Coaxss & L
CEEERRTEPRERTE OO, BAABREICBO CAREIEREN TV Mk -
i (10mgkg % 2 @B TRYE) THRAZES LIERO Cuxgs & L L TREZ R
FrFMEnE (FK) . MAT, SROEECBI 27 —ZIcES&, 4l 3 mgkg

(1K) %721% 240 mg % 2 WRARIFR, #5 L < 13AH| 480 mg % 4 # Rl T L72BR
D AR OIRE R & AN T2 & OB & RE T 2 RBRUGET AR R S, X
HEEICOWTRAA TR, LEREOME - HEOM AR O 2k
ARV E TSN, o, BEERFICBT AT —ZICES SR LR
REFAEFIR LT, A4 3 mgkg 2 HERMFETRSE) | 240 mg (2 BRI TRS)
Wit 360mg (3B TRE) LAY AvT (BEFHABRZ) Imgke (6 ERMHM
) RO LI BOADMERORSM LR LR, EROME - AROMTSH
R ORI AR S RIT RV E TRl SNz, & 52, A4 240 mg (2 BFFRET
BH) Wi 480mg (4 BRIRIMRTHRYE) LFkEZ IR LEROAMER MK 21EE
Bt Ui R, FROAE - AROB AR OCRSMHICARZRZRITZV ETRIS
FLiE,

#6 AHROEPHB T A—F

H:Hi: . H:j E Cunax Cunind2s C\wgdZS Craxss Cm'm,ss C:wg,ss
(ng/mL) (pg/mL) (pg/ml.) (pg/mL) (ug/mL) (pg/mL)
o 516 972 310 113 62.1 776
mg/kg Q (352,70.8) | (16.5,403) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 878 109
240mg Q2W | (511 103) | (233,590) | (30.8,609) | (102.254) | (41.5,158) | (62.1.187)
145 297 53.0 216 713 109
480mg QAW | (100 207) | (15.5.474) | (370,748) | (145.336) | (275.137) | (62.1.187)
193 996 116 396 214 275
10mghkg Q2W | (46 299) | (865,132) | (101,148) | (329.525) | (184,303) | (236.377)

Qo (5%, 95%A45) « Q2W : 2 MEEIRIEE, Q4W : 4 IARIMIBE. Cox : FIoli G 6 oo i HBREE
Cainazs : FINE 54 28 A B 1235 2 B fRMLil HEREE, Cavgazs : DNl -0 28 B B 3 TOFH M i

FE. Cracss @ TEBRAEIC 35T D MG ML R A, Crines @ EERIEIC I B RARMIFPIRE, Covge + EFR
HEIZ 350 4 I s i EE
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4. HERRIZHOWT

AR OBRENEGD BEEZZH - BEL, AFORSICL Y BEEREEREZRRA L
BRIZKIN T2 Z EMBERT-H, LFOO~QD T T 2ili- iz TlEHT 3
RITH S,

@ MWRIZHOWT

@1 FEO (1) ~ 5) OVWThncEYTaERTHI L,

(1) BEAEFBRENEET 505 AT EEIL RS (BRIERT RS AR FEE L AR PR
k73 Al ﬁéﬁmﬁrh HR A3 A B BRI 72 &)

(2) FERGER

(3) #BIEHFIR ﬁ$ﬁ%ﬁ?éﬂ&%&@%ﬁ&(mh%ﬁ@#hﬁ wbe, YA RSHGEEE
IR, B A HEGEREHEER EA &)

(4) FRACTFERREE 2 E0E U, SRR b SRR Re | U SRIE L Ak R
B2 O fEak FHEAR DB 1T > T B HEER

(5) PUEMENERAIL G EHEINE QMR EMER L BHEIT> TV D iEak

®-2 ﬁﬁﬁmm%ﬁﬁﬁuﬁwm%ﬁﬁwﬂnu+*&ﬁ%&&&%ﬁoE%(Tﬁ
DWTRNDNZZ YT HER) 23, YL BOAFIZET 2RO EE L LTREES
NTWaBZ L,

#*

o [ERIRFFIGE 2 FOPEINHELRIET L2525 FLL Lo A TR EERIHE %
IToTWBZ L, 956, 290 Hix, RAEYRER F L LEBRIEESOWES
ToTWAZ L,

o [EBNRIFRIGE 2 FOMBIHEZE T L=RIC, HLAREORAEYBRELZED S
FEL EOHLESEFDOERZIToTWD Z &,

o [EMEFFIUER 2 EOOMBHEEZE T LI 4 U LOBERRBRAAE LTS
Tk, 96, 3L, WHIEEE O LA FEWIRE A & DM LR F OBERFHE &
IToTWBZ L,

@ BEADERRBFEREHEOEHIZONT

PEIE L A TR R 2 R AR S, BN S OB D, HME - %
SHSHLNHROU R CERS T 5 I RIRI, A EERNRE LHEORE
FS, FNERHIATONL L EHIBESTNDHZ L,

® BHERA~OHIRIZOWT

@-1 MEREHICET 2 M
FIE MR SO ERRBIERSRAE LIZBRIC, 24 FFHIZIRIEH O T, 4 X

14




IEEE R T T, BB LEERICE UTABE R U CT FORIER ORI &4
EARBEOKESY APICEoh, EHICHETTREREGISE-THDH Z L,

@-2 ERAEEI L 2FFESNCET IR

MADRICHD D EMN MR OEELET HEREFEPEERE=2Y) V7
EEDEERDAY Y —=v P RITVERE LR E LG TE 27— LERKHI D E
BEnTWB L, B, BEEHIIZHOWVWT, PABRE L ZTOFRRICHFICAMENT
WHZ &,

®-3 BHER ORZHOXIGIZE L T
BIVER (RIEMERTEBRICIN 2 . BRI IE, O, k. BIRUHBAME. RIBX.

B, EEEO TR, | BUERR. BUERTA, RS, IFHEERE. TR, sbing
J . FRPURAENEE | TRR(OMAEREE mhthnE, EhEd, BITRCE. Bk, HEORK
ke FARMASIEIRSE, infusion reaction, HEZsMiEREE, MERE RIEMRRE, KL,
g B O RE . IR RN, CIESE (DEAE) - RIR - OEEAMES) |
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