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W A=AV~ GBE %) & LT, 1[H240mg
Z 2 JEMIRINE S 1 0] 480 mg % 4 3 W R bE C AT 5,
thOPUEMEESA & 0P T 2855813, BF., A=A L~7
(Bl z) & LT, 110 240mg % 2 BRI X 1[5 360
mg % 3 MFFERE CAMEERET 5,
< FE/ NIRRT (2 33 T B AT AT AR Bl >
thOBUEMEESA & OOFHICRBW T, @BEF., A=A L~T
(Bl z) & LT, 118360 mg & 3 [ M C b iR
T 5, T2l &EEEIF3IEIETET S,

B I OE ¥ DRI TS




2. FHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FAGEEE 120 mg K& OVNE S ERE
240 mg (—f%4 : =R~ T7 GEE M), LT, TARA) Lvd,) ix, /NERSES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
JOVPD-L2) EfEA L. U SERICIEINES 7L B rE LT S EROEM L IRRE &
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEGMHRICI TS PD-L1 OFBLLIEOEF
HH & OMICADOHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARRN & 2 & OHE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 SE -8 ML, PUsRFER CDS Btk T Mifa o il fafs
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR TURRR A7 T MR O OWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S EI2XL D, BAFURFFRANZ: T MlROIE
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
e/l B At & LT BRI A FEhE L. A bk, Zat kOB R
i,

AFNO T 3 < MIE D RAERUEIC & 2 BINERSN & b L, B XTI
D AR B 5o AFIO B PR OB SR, BEOBREL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8R & FE o[ Aifl & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIER A DR 2 A3, BIBRERL
LRI OB GEDOHEYINEEZIT O LERD D,



3. BRERAE

1) UIBRAHEZR AT - B DI/ NRaltieE O P R X OFER - ERzgE) . KON 2)
FE/INHRE T (2 3 0T 2 I R Bh R E O K GRIRE I Rl 21T o 72 £ 72 AR RER O i & R
7,

[ 5hE]

1) BIBRAREZL LT - I8 DIE/ Rt ORF BERE & OFE R ERRE)
R S b e )

@O EAF IR (ONO-4538-05 FA#)

77 F R GO RIERE 2 AT 2 U2 B B/ IV XT3 O R &%
JE B (ECOG Performance Status 0 2 TN 1) 35 il 2 %4212, AH| 3 mg/kg % 2 H[F IR
TrRUmEE L7c, FEFHMIEE TH 5282053 (RECIST A 74 & 1.1 RIZHESL F
JHEIZ L D CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Th o7z, 7ok, HF
AR E L7 BEMEIX 9.0% Th - 72,

© VEHMEIFERER (CA209017 #X8R) (N EnglJ Med 2015; 373: 123-35)

7T FF R e G AU FIRERE 2 AT D UIRARE/R OB H1/ IV SUIHR O R B
JEF (ECOG Performance Status 0 2 T8N 1) 272 il x4z, KX XL ZxtE L
TAHK| 3mg/kg %z 2 MG T AR EE L7z ORAIRE 135 61, RE& X'/ 137 1),
HEIREAT ORGSR, FEFHMBIEE Th 5 24 (BLF, T0S) &Wvw9H,) (FRfiE [95%
B 1%, AABET9.23 [7.33~13.27] A, NEXZFEAHET6.01 [5.13~7.33]
AHTHY FANT FEZ XM LFRIFRICAERIER 2~ LT (AYF— R
0.59 [96.85% E#E X[ : 0.43~0.81], p=0.0002 (iliffll) [JB5! log-rank #7E, A EAKUE (il
) 0.0315]),



1.0 1‘_

0.9 '\1‘\

0.8 3

0.7
AF|EE
0.6
0.5
0.4

0.3 th#t)b£¥ --1‘-__“ ‘—L‘\_‘_‘__—_"_

0.2 Y

Probability of Survival

_______________

0.1

0.0

T T T T T T T T T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subijects at Risk

AFIBF

135 113 86 69 52 31 15 7 0
e B g% 3

137 103 68 45 30 14 7 2 0

X1 OS OHEIENTIED Kaplan-Meier B (CA209017 REX) (EERLIh-4£EM)

(FERRF bR
O EANF TR (ONO-4538-06 5ilHk)
7T FFUR e G AL FIRIERE 2 AT D UIRARE/R OB #1/ IV U HR OIER - L
Ry 85 (ECOG Performance Status 0 J2 TV 1) 76 Bl & X512, AA 3 mg/kg % 2 M
b CARTMEE Lz, EEFHMIEE Th 28805 (RECIST A R7 4 1.1 fRIZES<
YL EIZ KD CR XU PR) 13 19.7% (95% (S5 4EX ] : 12.3~30.0%) TH o7z, 728,
FANZERE LTZBEIL 9.0% Th - 7,

© WA S IFERER (CA209057 #-%) (N Engl J Med 2015; 373: 1627-39)

7T FF R e G AL TFERERE 2 AT D UIRARE/R B #I/ VISR OIER - L
FE 3 (ECOG Performance Status 0 &L OV 1) 582 fil & xt5:12, KX FEv/L2%tRE
LT, AH| 3 mg/kg % 2 B CRERRE L7 (RAIRE292 6, RE&& &/ 290
Bl), RN ORER., EEFHMEEE Th D 0S (Pl [95%IFHEX M) 1%, AAIRET
12.19 [9.66~14.98] =7 A, F&&X&/LEETI.36 [8.05~10.68] WHTHV . KAIX K
X X B CH LR RICHBERIER 2R Lz (N — R 0.73 [95.92% 5 HE X H
0.59~0.89], p=0.0015 ({fiffll) [J@5I log-rank ¥, A EA%E (W) 0.0408]),



1.0 4

0.9 1

0.8 1

=71

0-91 A HI B

0.5

0.4 -

Probability of Survival

0.3 -

0.2 1

O -
B> 00o-0

[ s ey

0.0 1

L e e L T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AR
292 232 194 169 146 123 62 32 9 0

B 1% 4
290 244 194 150 111 88 34 10 5 0

X2 OSOHEFEHTRF D Kaplan-Meierifg (CA2090573R8%) (HE/ER(L S L 7=4EM)



Probability of Survival

(PD-L 13§ BLIR LB D A 20 K V22 4 k:)

AN FETARGBR  (CA2000173858 2 INCA209057:88R) ICHLAAN BNT-BEDH b,
HEISAHAR I W TPD-L1 2 3 8 U 72 AL Y b 5 E1A (LR, TPD-L1F&HLHE ] &
V) IZEHT DIERDE LN —EOBE DT — X ZHS & PD-LIZEBLERBNTHEREIC
FRAT 24T > T2 M OV MO RIZLL T D LB Y Th o 7=,

AL it REEEE T, PD-LIORBRRKRICL S, FedZv gLt
12 U CAAKIRE COSHIER T A 2370 b7,

FER V- _EROE TIEL PD-LIZE B B1% A DA R X VR & IZIERBROME R
ThoT= (TX),

B, RV LR, RV LR L B, PD-LIORHRICL 69, AFlOZEMES
777 A VIR TH -7,

0.6 ﬂ\“a.,
0.4 - ‘»"-L-H,__H_\_H_\—‘—

’II

o
N

! |

o }

' [

°
o ¢

0.0 T T T T T T T T 0:0 T T T T T T T T
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Overall Survival (Months) Overall Survival (Months)

Number of Subjects at Risk Number of Subjects at Risk
Nivolumab 3 mg/kg Nivolumab 3 mg/kg

108 82 70 60 48 39 26 17 4 0 123 98 86 77 73 65 27 13 5 0
Docetaxel Docetaxel

101 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0

Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26) “ Nivolumab 3 mg/kg (events : 68/123), median and 95% Cl : 17.15 (12.09, 20.63)

Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

2 Docetaxel (events : 93/123), median and 95% CI : 9.00 (7.10, 10.55)

Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.59 (0.43, 0.82)

X3 CA209057 3RBRD PD-L1 REERF|TD OS D FRIfFITHED Kaplan-Meier Hif
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)

@ EFELFRZE IR (ONO-4538-52 #5R)

{E2ERRIERIRIR D EGFR & s 178 RIaME, ALK @A 8 s 1Bt ) O ROST & s 1
ZMEDOYIFRARE AR HEST « I8 O FER T LRI/ INHRa e a8 550 61 (A AR NGRS 371 4
BEte,) ARG, TTERLRIANV 2T GRETHEEZ) CLF, [R_AV <7
EWH ) KOS T F BN E GTALFIRIEOOF AR G 2R E LT, REIL R0 X
~ 7 kO T F R & Gefb e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DA Ve M2 B L7z (NIVO/BV/Chemo™ Bf 275 i, st FREE 275 #1) . H [HIfiF
HrofER, FEFHIEE Th 2 WA (BLT. TPFS) &) ,) (FIfE [95%
fEHEX ] 1%, NIVO/BV/Chemo #£ T 12.12 [9.76~14.00] 77 H, *fHE#ET 8.11 [6.97~
8.54] B HTHY., NIVO/BV/Chemo X7 TR L NNRY X< T RIS T FF K25



AL FFEO O 5Tk LR PIICA BERIER 2R LTz (O — R 0.56 [96.37%
fEHEX M : 0.43~0.71], p<0.0001 (/W11 [J&5! log-rank f &, A EAKYAE (MifH]) 0.0363]1),
*1: AH 360 mg R OMLAEReE% 3 MBI CARHE Lz, (LPRiEE, AILRTIF, <2 Y
ARV N ONRN AT % 3HEBZ 1A I7VELTRR6 VA 7LVERKL, 6 171D

LR LR I AK R S Y R T OO GIC L B EFRRE b E e L L7,

100 +

80

60 - NIVO/BV/Chemoit

Progression Free Survival

T T T T
0 - 8 12 16 20 24 28 32
Time from Randomization (Months)

Number at risk
NIVO/BV/Chemo&f 275 231 163 88 48 16 6 0 0
*TEABE 275 225 127 53 27 5 2 0 0

X4 PFS O HEENTED Kaplan-Meier Biff (ONO-4538-52 3X5%)
(EVEAIL S 7-4F. NIVO/BV/Chemo B & 3HREE & D)

(PD-L 1S ELIR IR D A M o ON22 4 1)
[EIES (A 25 AR 3R BR  (ONO-4538-527i88R) ITHAAN OB NTZEBEDT — X TS X,
PD-LIFBIRBIN R B INIENT AT o T B IMER L 2O RIFLTO LB TH

D7,

HIMEIZE L TiX, #lotBY ThoT=,
723, PD-LIOFKIRIZL 5T, AFOLZEMET a7 7 A4 VR TH -T2,

7% 1 PD-L1 ZBHRF D OS :BIBATRFOFZME (ONO-4538-52 3ER)

0S
PD-L1 % BeHRE %R HfefiE [95%CIH] NP — R
(W A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
1% ’ 0.76 [0.52,1.10
VoAl BV/Chemo 115 22.60 [18.63,29.44] [0.52,1.10]
NIVO/BV/Ch 155 30.78 [25.99, —
1% emo [ ! 0.69 [0.50,0.95]
BV/Chemo 155 24.67 [19.09, 29.34]

— HEEARRE, ¢ BEREA LR L LT Cox Hufl Y — REIRET L



R - b B M O R F-_E R2 )

O [EBIFEH AR (ONO-4538-77/CA2099LAFKER)

(B FIERIGIE D EGFREB AR 122 Bzt i VALK& & As TR O UIFRANGE 7 1T -
RO NMALiTERE 716 (BAARNBESOBIZETe,) 2%, 77 F 8K E2E
TLFREOI ARG ZRE LT, Al A ) o~7 (B rf#az) LT, T4
U AT End,) KOTTF TG 25 b FREE O (LT,

INIVO/IPI/Chemo] &9 ,) BEDOH MR LM% #E L7= (NIVO/IPI/Chemo™
36141, XFRR2HE3SSH) . HIRIAENT OFE R, EHEFHMIEE TH 508 (FHRAE [95%(E5E X
1) 1%, NIVO/IPI/Chemo#¥ T14.13 [13.24~16.16] 77 H . %IHHBEET10.74 [9.46~12.45]
I H T& Y . NIVO/IPY/Chemold 77 FFH A % & Te{bFiiE OO i 512k LFtEH 7
MICABRIER 27 Lz (ON— RE0.69 [96.71%[5#E X [ : 0.55~0.87], p=0.0006 (i
) [JERlog-rank &, A E/KNE (Wifil) 0.0329]),

2B, RBMLMATRER CTH DA, HHAL I ONIVO/IPI/Chemoft: & kFFREEDOSD /N
P— KLt [95%E X 1%, R ¥ EROE T0.65 [0.46~0.93], FER T LR <0.72 [0.55
~0.93] ThH-o7=,

*] : AH 360 mg % 3 BEIRIFRE. 1 £V A~ Imgkg & 6 R R OMLRE % 3 8RR < A
B U7z, ALZRR0RE, LA (RSE EROE UTIERE ERE) (IC S\ bsek (R R
Jit  AINKRT T FURONRZ Y ZXtE, ERFELENE : IVRTTF XTIV AT TZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 4 2 AT, AH
FEOA BV b~ 7 % ST L,

*2 KRR RSP LR UIFERE L) (25 % | NIVO/IPI/Chemo B & [F UAbEiE % . 3 B
RIFAINELTAYA I NERL, FRFERICONTIE, 4 1 7 VO BRIEE %
IZAA P LRl RIC K D HERRRE b M TRE & LT,
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o

NIVO/IPI/ChemoEE

e
~

0.6

0.5 _
0.4 xR e

“mreEE

Overall Survival Probability

0.3

0.2

0.1

0.0

0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPI/ChemoEf 361 325 292 230 129 46 16 1 0
*f PR 358 318 259 183 94 39 12 0 0
X5 OSSO EfENTRFDOKaplan-MeiertifR (ONO-4538-77/CA2099LAFER)

(FfERLSh-8H)

@ [EBRHE S M FEEAER (ONO-4538-27/CA209227 #&5#7) (N EnglJ Med 2019; 381:2020-31)

(Part 1a)

(L EARTEIE T PD-L1 FEBLEN 1%L F79v> EGFR &5+ BaME R N ALK e
AP O YRR RREZRHETT - TR OIE/ NIRRT B8 793 5 (A ARNEBHE 89 fHila &
te,) ZXRIT, 77T T A Z G TRIEOHE G AR E LT, KA A Y
L=T7 OB (LR, INIVO/IPL) W9 ,) OFMER e E2BRE LT
(NIVO/IPI™! B 396 5, xtH2 #E 397 f51)) . ARBroO EFZEHMIEE TH 25 0S (Rl
[95% (5 #EIX[H]) (%, NIVO/IPI BET 17.08 [14.95~20.07] © H . xtIREET 14.88 [12.71
~16.72] 7 H T& Y, NIVO/IPI |7 7 F 8K % & e b F ATk LG PIICH &
IR & LTz (AN — REE0.79 [97.72%(5 #H X : 0.65~0.96], p=0.0066 (i&iff]) [J=
Bl log-rank #R7E. A E/K%E (W) 0.0228]),

*1 . A% 3 mgkg % 2 BERE., 1 £V A~7 1 mgkg % 6 8 M CAMEE L,

¥ MR (R RO IR ) ISV bRE (R R« IR TS F o U
VATTFURONT AR, ERELEE  IVRTTF IV AT TF RO A S
FER) &2, 3BME 1 VA 7L TaI A7 VERL, ERFELBEBCONTIE, 451472
VDAL EFEFREHRIT A N LF Tt RIC K BMEFERE L B ATREE L7,

10
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NIVO/IPIEE
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o HREE R T
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Overall Survival Probability

T T T T T T T T T T T T T T T T T T T T T T
0o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)
NIVO/APIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
SR e 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

X6 OS DERAIFENTHRFD Kaplan-Meier BifR: (ONO-4538-27/CA209227 3RBX Part 1a)
(AL I T-4£H)

(Part 1b)

(L IEARTRE C PD-L1 FEBLEN 1% 2 D EGFR &5 1A REM L Y ALK @A
R FEMEOUIBRRREZRHETT « TR O FE/ NIRRT B8 550 5 (A ARNEBE 79 Bz &
te,) ZXRRIZ, 7T TFFRAZEZTCFERIEOIAE G AR E LT, KHlL7TT7F
T8 A E T EE & OPFRBES (BLF, INIVO/Chemo| &9 ,) &K OYNIVO/IPT O
BN R OV 4 & fist L7= (NIVO/Chemo™ £ 177 i, NIVO/IPI £ 187 f4i], *FREE 186
#il) . ARBRORBIKFATE B O—>Th V) BRI E D x5 T 5 NIVO/Chemo &
KREFED PFS (HR L [95% (5 HHX fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] %7 A |
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 1177 FF8A| 2 & T ek 1k
X UREH IS A BRIER 2R L (O — FEE0.73 (D [97.72%f5#E X FH : 0.56
~0.95], p=0.0070 [J&H log-rank fRiE, AEAKHE (W) 0.0228]),

E. BRI R CTH DA, FERA R ONIVO/Chemot: & it FREEDPFS D/~
— REb [95%fE8E XM ] 1%, R LR T0.94 [0.56~1.56]. FERF R T0.66 [0.49
~0.90] TH-o7=,

*1 LSRR & OBFRITC, AHI 360 mg & 3 TRV C AU EE L7z, (LiBid, M (RS L
i SATIER O BECEE) (IR SWe b EiE (R LR IVRT T F IR T FF R
FhyaEy HRELRE  AVRTTF NIV AT TFURORA FLFE R) &, A
FEICXI D 3EMAE I A 7L ELTAI A 7 AER L, ERFELEEIZONTIE, 431271
DAL FIEERBICAR L O R b Lt RIS & 2 MRk b TR & L7z,

11
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£ 08

£

[<]

£ 07
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& 05 NIVO/Chemo#

Q

204

=

§03

202 N .

ED 1 5 ~""‘>.___ H\_‘—‘——\

£ 0 S FRHE ST - o TSI

000 4
T T T T T T T T T T T T T T
0 3 6 9 122 15 18 21 24 27 30 33 36 39

Number at risk Time from Randomization (Months)
NIVO/Chemo®$ 177 135 73 48 37 29 19 15 10 10 7 4 1 0
TR RE 186 121 57 22 18 13 8 6 5 3 0 0 0 0

7 PFS ORAEMRHTIRFD Kaplan-Meier Bift (ONO-4538-27/CA209227 3Bk Part 1b)
(EVEBIL S 7-2£F, NIVO/Chemo & & X FREE & D HER)

F7o. HEFERRERR ST SN o7 b OO, PD-L1 RN 1% 0 BE
(23T NIVO/IPL BE & 5t HREED OS (A [95%(E 48X [#]) 1%, NIVO/IPI BE T 17.15
[12.85~22.05] 7 H . *HBEET 12.19 [9.17~14.32] B A TH Y . NIVO/IP1 L7 T FF
BIHN 2 G T efb PRI O LIER A 28 Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMZ2MRATHRER) .

12



2) FE/NHERE A 2 3T DA RTABIR L
O [EEILFEE B (ONO-4538-55/CA209816 #&ER) (N Engl J Med 2022; 386: 1973-

85)

BRI B (S 4 cm DLE) . I SUXIMA OFE/ Nt O R EE" 358 4
(EARANBE 68 Bl & Ete,) RtRIC, 77 F A Z &b FHREO G5 % xR
&LT KA & 77 FF 8K 2 Gb Rk e OB S (BLF, INIVO/Chemo] &\

9.) DA VL2V Z R L2 (NIVO/Chemo™ BE 179 41, %HRZ#E 179 #1) . HH

%ﬁ®ﬁ%\IE%%@E®*OT%6%4N/F$@%%(HT\mmjkwoﬂ

(FFIE [95%f5#E X[ ]) 13, NIVO/Chemo R£C 31.57 [30.16~HEEARHE] 7 H., xtha
RET 20.80 [14.03~26.71] 7 H T& Y . NIVO/Chemo 1% 7 T FF HH| 2 & T i FRIED
GG LR AMICE BRIEE 2R Lz (NP — R 0.63 (i) [97.38%(5 48
XM : 0.43~0.91], p=0.0052 [J&%H! log-rank Fi7E. A E/AKUE (HHE) 0.0262]),

*1 : BRI #A1E American Joint Committee on Cancer (AJCC) /Union for International Cancer Control (UICC)
TR (7D TS,

EGFR BT E RGBT ALK A BEFHMETH D Z L AR SN TV D REF TR L L,

*2  {LEERRTE L OBEC, A 360 mg % 3 MM TROC 3 YA 2 VSR Lo, (Lt
MU (R RO SUEIER T LR (ST bR (RE LR - v AT T F L RO
LAVEEY, MIANVRTZF RO ) XL, FRFELEE: VAT T7F U RORA b
Lt R, XEHAVRTTFLROAY Y ZF1L) &, MEHEC LD 3 BHECRA 3 3
AU NVER LT, AT TF AT DERMER RN LI S B E I, IVRTFFuic
EHAREL LTz,

*3 AR (RF RO IR EEE) IS S WAL Rk (RE RN . v 27T F L RO
LVAEY VAT TFUROE ) LAY, VATFTFURRREZ I, EIHALERT T
FURONRZ D HXEN, FRELRE : VAT TFURORA MLFE R, VAT TF RN
/LY, VATTFURDP RS XL, IHVRTTF RO 7 ) ZxEL) %28
FRHEIC L0 3 R R 3 VA 2 VE LTz, v AT T T KT B ARMEA R LRI
SNFHAITE, INVKRTTF U AERTREE Lz,

13



NIVO/Chemo#¥f

o

Event Free Survival Probability
g2 €
é;n
&

01

06 0 s R D R a8 0
S Time from Randomization(Months)

NIVO/Chemo#f 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
X HREE 179144 126 =109.0.94 - §3ec sy gl 152 wwdG s 2d a3 i) e dre 0

X 8 EFS O Ef#HTED Kaplan-Meier Hi## (ONO-4538-55/CA209816 3RER)
(EEAILENT-EH. NIVO/Chemo B L X HREE & D )

14



[Zcrt]

1) BIBRAREZR AT - BRI DI/ NHfatifE  OF LB & OFE R L B)

(R R )
OEWE I AHRER (ONO-4538-05:45R)

HEFESIL 33/35 6 (94.3%) TR B,

KA L ORRBEFRNEE TS RVAEFF

G213 24/35 il (68.6%) (ZiB8 H ALz, BN 5% EORIERIZI TR LBV Tho

77
F2 RHERNP5S%ILOBIER (ONO-4538-053ER)

PRERIRSHE BiE (%)

HARFE 35 4

(MedDRA/J ver.17.1) 4 Grade Grade 3-4 Grade 5
ERIEM 24 (686) 2 (57 0
MR LY > SRlEE

2 ifn. 2 ( 57 0 0
N G i B

B Lo P IR AR 2% 2 ( 57) 0 0
B P

T 2 (57 0 0
L 3 ( 86) 0 0
—fk - RHEEL LU SHMOREE

R 5 (143) 0 0
AAY P 2 (57 0 0
FEER 5 (14.3) 0 0
G R E

W AEUE 2 ( 57 0 0
B IR iR

TANRTGXUBT I ) b T AT 27— BN 2 ( 57 0 0
M7 V7 F ok AR F - —E 2 (57 0 0

U o ERERD 3 ( 86) 2 ( 57) 0
R L Ok E

KT 2 v E 2 (57 0 0
BAHR 5 (14.3) 0 0
AR X O ARk R

B EfivRg 2 (57 0 0
PR R R TR

RIS = 2 — /T — 2 (57 0 0
RO AR, B ESs K OMERR

il £ i 2 ( 57 0 0
B $ KOV PRk

SIERR R E 2% 2 (57 0 0
HLBE 2 ( 57 0 0
B 5 (143) 0 0
R INIRZ N2 2 ( 57 0 0

ek, VRPN E 2 ] (5.7%) . K

T v NLU—IEERESE) 341 (8.6%) . ITHER

- HEO TR 261 (5.7%) | fhERREE (F

EFEE 2 1 (5.7%) . HURBAMERERETE 3

(8.6%) . FIIFEHRAERETE 14 (2.9%) . BHERERESE (JRANE RMER %) 161 (2.9%)
K N infusionreaction 2 5] (5.7%) 23388 b7z, £7-. BEEOREEE (FEREIRGE
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e, ZIRALHE, BUCMAS) | TIROGRIERER . 1 TBRRA . Rk, TSI,
Wik - BAISEZE . 2 & 5 A OULR AR BB T2, AR BRI B
% (ERREMRN 2 AD) &EDRIERETT,

QA MAHRER (CA209017:85%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). R& & Fw/LEE 125/129 ] (96.9%) (2788 &
AU, A E ORREBEEDGE TERWAEFFRILT76/131 il (58.0%) (258D bilz, F
BN 5% EORIERIZT TEDO LB THoTz,

F3 FEEARP5%LULEOBMER (CA209017 3RBR)
H% (%)

BRI R I
=h.
(%:SI;EI;A/J ver.17.1) 131 f1
o 4 Grade Grade 3-4 Grade 5
A2FIER 76 (58.0) 9 ( 6.9) 0
EL
T 10 ( 7.6) 0 0
L 12 ( 92 0 0
—% - EFEES OGO ORRE
HE T HE 13 ( 9.9) 0 0
I 57 21 (16.0) 1 ( 0.8) 0
R L O RE
BAR 14 (10.7) 1 ( 0.8) 0
B R L O A HRRESE
B iR 7 ( 53) 0 0

7, HVEMEMEE 6 B (4.6%) . KRIBK - HEED THI 11 61 (8.4%) . FhkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHERERETE 4 1 (3.1%) . HUIRMRHERERET 5
(3.8%) . BEHREREE (RMEMEMEE X% 461 (3.1%) . EIEMMEIIE 141 (0.8%)
J O infusion reaction 1 5] (0.8%) 73i8 Hilz, F£7o, HEEOKZEREE (FEARIRE
fERE, ZTEALEE, FRHIES) | TERARHAERETE. RIBEmRE. 1 BUERP ., PEX,
e - BERES . 5 E D IR L OB RITFRD D le o 72, AREIVEFA S BRI TR

% (RREMRT 2E5T) 2E0EHEREZRT,

(FER TR
OENE TR (ONO-4538-0676k)

HEERIX 75/76 i (98.7%) 12RO BV, AF L ODRREARNEE TCE VW ER
5213 64/76 5] (84.2%) T3 BV, FHHLEN 5%LL LORWEMIITRDO LB ThHo
776
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#£4 BHBNR5%LL EOFEIWER (ONO-4538-065\5%)

FRE RIS BilE (%)

FEAFE 76 15

(MedDRA/J ver.17.0) 4= Grade Grade 3-4 Grade 5
2RI EH 64 (842) 16 (211 O
N 3 i i

AR A RE AR T 7 (92 0 0
B EREE

5 5 ( 66) 0 0
T 4 (53 0 0
TN 8 (105) 0 0
AN 4 (53 0 0
I - 4 ( 53 0 0
— % - REEER L OB GEA O RRE

I 57 9 (11.8) 1 (13 0
TR 11 (14.5) 0 0
FEEL 11 (14.5) 0 0
HRPR IR A

U SERHE D 6 (79 2 (26) O
Rt L O EE

KF MU U A E 4 ( 53) 2 ( 26) ©
BEXONIBIES 11 (145 1 (13 0
PR R M

FEMED F 4 ( 53 1 (13 o0
MR, MAERFS K OViEhRF

R A 4 ( 53 2 (26 0
R F KO TRk

% O FEIE 6 (79 1 (13 o0
B 11 (145 0 0
RINIR SN 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM%k - EHEE D THI5H] (6.6%) . fhikkEE (¥ 7
v N —EERESE) 1041 (13.2%) | IFRERERRE511 (6.6%) . FIR IR RERR 1041 (13.2%) |
R RERERE E 1] (1.3%) | BFEERERREE (RME TR EMEE 25%) 461 (5.3%) M Utinfusion
reaction 35l (3.9%) 23D LTz, FTo, BEOKERFEE (REMEIEGEEE, 2L
B, BOOEIES) | TEEHREREE . URUBEIRIN, WEZE. EIEMIEIAE, MR - BEEK
5 E D PR OB RITFRD B2 h o T, REWERAFBURILIIEE RS (AR RE M
WA E) 2B UEERETRT,

O/ MARFER (CA209057 745k) (N Engl J Med 2015; 373: 1627-39)

HEFEGIIAKIRE 280/287 1] (97.6%). Rt & Fw/LEE 265/268 5] (98.9%) (2388 5
AU, AHNE DRIRBRAEE TERWAEFEFRIT 199287 il (69.3%) (258 bl
FEEBLRD 5% L, FORWERIZTRDO LB THolz,
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&5 FEBRYP 5% EOBUER (CA209057 FRER)
p—
BEAIA e
=h.
(%ZEE)EII?A/J ver.17.1) 287 {1
o 4 Grade Grade 3-4 Grade 5

2REIEH 199 (69.3) 30 (105) 0
e laRA =

FER IR R A T JiE 19 ( 6.6) 0 0
B IEREE

T 2 (717 2 ( 07) O

LD 34 (11.8) 2 (07 0

Mg - 15 ( 5.2 0 0
—f - EFEER L OREHBAORE

)9 29 (10.1) 1 ( 03 0

I 57 46  (16.0) 3 ( 100 0
Rtk L O S

RAHOE 30 (10.5) 0 0
AR X OV ARk

B EiivR 16 ( 586) 0 0
B4 KOV ARk

% 9 24 ( 84) 0 0

W5 27 ( 94) 1 (03 0

7, MR 10 6] (3.5%) . KMk - B D T 22 6 (7.7%) | ikl (%
T v NUIEREE) 26 1 (9.1%) . IFBEREREDES 15 6] (5.2%) | HRIRBEREREE 27
Bl (9.4%) | BEHEREREE (RME EIERRE) 761 (2.4%) . 6% - #2161 (0.3%)
J O infusion reaction 8 5l (2.8%) 23FD Hivlz, Fio, BEOLEREE (K EREIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 2NRN, FER,
FIEFEAE, S E 9 R KO RITED Divieio o, ARRIVERZEBLR LB

% (ERREMREZAD) &GDEIERETFT,

QEFRHLF S MAHEER  (ONO-4538-52 7R)
AEFZIIAAOH (NIVO/BV/Chemo) #f 271/273 5] (99.3%) . xtHR#EE 275/275 15
(100%) (258 HT=, AFIGEH (NIVO/BV/Chemo) & DK FBMRNGE TERNE

FHGTL 269/273 B (98.5%) IZFR&D B LTz, FBEN 5% LORIERIZTTERD LBV

Th-oT,
£ 6 RBENS%LEORBIEH (ONO-4538-52 3B%)
B i ; H% (%)
ﬁ%gﬁiﬁﬁ AAIDFE (NIVO/BV/Chemo) R
™ 273 14l

(MedDRA/J ver.22.1) 4> Grade Grade 3-4 Grade 5
2RIEH 269 (985) 200  (736) 3 ( 11
Rk K OV T ALk beE e

i B 143 (52.4) 0 0

3 81  (29.7) 13 ( 48 0

Z 9 FEIE 48 (17.6) 0 0

BER BB 30 (11.0) 12 ( 44 0

18



Bi%k (%)

B ZNH
- gﬁi]’ i KAIDE (NIVO/BV/Chemo)
. 273 4
(MedDRA/J ver.22.1) 4 Grade Grade 3-4 Grade 5

SUERRR 2% 19 ( 7.0) 1 ( 04 0
PR R

RIEMERER = 2 — R — 120 (44.0) 3 (11) o

K= 2 — a8 F— 59  (21.6) 1 (04 0

SN 32 (117 0 0

B 15 ( 55) 0 0
7R

I HRER B 116  (42.5) 87 (3199 0

H i ERE R 93 (34.1) 40 (147) 0

iR 59  (21.6) 6 (59 0

TANRTXUBT ) N T U AT =7 —8HN 24 ( 88) 2 (07) 0

TI=T I NI AT =T —PHN 20 (73 3 (1) o

7 v F =8 16 ( 59) 1 (04 0

RERD 15 ( 55) 0 0
B EREE

{550 85  (3L1) 3 (11 o

LD 68 (24.9) 3 (11) o0

T 50 (18.3) 5 (18 0

A% 50  (18.3) 2 (07 o0

A 21 (71.9) 0 0
MK LR o REE

=il 78 (28.6) 15 ( 55 0

I R ER R E 53 (19.4) 43 (158) 0

FEENEAT P BRI E 43 (158) 41 (1500 1 ( 04)

i BRI E 26 ( 95) 13 ( 48 0

I/ IR i 18 ( 6.6) 4 ( 15 0
AR X O ARk R

B EiivR 69  (25.3) 0 0

7 P9 66  (24.2) 0 0
—fik - REEEL LU SEMOREE

TR 68  (24.9) 1 (04 0

FEEL 40 (14.7) 2 (07 O0

9 57 19 ( 7.0) 2 (07) o0
RO ER, B ES K OMHERR

g 43 (15.8) 0 0

LoD 34 (125) 0 0
R L O REE

AR 81  (29.7) 8 (29 o0
A8 P

5 1ML 65  (23.8) 37 (136) 0
Bk L OUR KR E

EHEPS 65  (23.8) 13 (48 0
N 3 i

AR A B AR T E 26 ( 95) 1 (04 0

R B p RE U 15 ( 55) 0 0

BB R RE A4 14 (5.1 4 (15 0

7ok, MPRRBEE 211 1] (77.3%) . REEGTRURIE/ I 4 X5 —02 f5] (33.7%) . EER
MK FEE 43 151] (15.8%) | FUIR RS RERSE 22 39 1] (14.3%) | HJE D 2 &2 36 1] (13.2%) |
fTtererE=s 35 5] (12.8%) . BHFEREREZE 20 5] (7.3%) . EVEVEMZE S 19 1] (7.0%) .
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KRG« /N2 « BEREE D T 19 5] (7.0%) | BB HERERR S 14 51 (5.1%) | infusion reaction
13 i (4.8%) . THE(BEREIES 5 61 (1.8%) | izt 4 i (1.5%) . Ll 4 51 (1.5%) |

1 RUBEPRI 3 61 (1.1%) . FRARMARZERAE 3 1] (1.1%) . A LMEARE S 2 61 (0.7%) .
WEge 2 51 (0.7%) . FFZ8 141 (0.4%) M OVESSHIM 1 61 (0.4%) AFR® bivlz, F7z,

BIEFFEEAE, OR. BUEATZR. A4, Bbk - Bk, MERERIEMEE, MitZ, 5
E 9 ESR . IRIFEREE K OMEFLIZRRD DRy o T2, REWERRBLRDLUIES#EF S (K
RAERE 2 5T) 2B 0ENERE =T,

O b R M O R - B Rz )
OE BRI FEFH AR (ONO-4538-77/CA2099LA &5R)

HEFELIIAAKOH (NIVO/IPI/Chemo) #f 355/358 5 (99.2%) . XIFEHE 341/349 {3

(97.7%) 12RO BT, AFIFEH (NIVO/IPI/Chemo) & DOREBMEZNGE TERWEA
EHEGT 322/358 il (89.9%) IZRRD HALTz, FEBLEN 5%LL EORWERIZTTRD L0
ThoT-,

#£7 FRBBP 5% EOBIER (ON0-4538-77/CA2099LA FR5R)

o N FE (%)
Eﬁi’jﬁzﬁﬂ K AHAIBE (NIVO/IPI/Chemo) B
S 358 il
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
REIEM 322 (89.9) 159  (444) 1 ( 03)
MR LY R REE
i 80  (223) 20 ( 56) 0
T BRI iE 35 (9.8) 22 (61 0
A s
RO A RE T LA SE 27 ( 75) 0 0
FCR IR AR AR T E 52  (14.5) 1 ( 03 0
IR
{5 32 (89 0 0
i 73 (204) 14 (39 1 ( 03
L 94 (26.3) 5 (14 0
Mgk - 47 (13.1) 6 (17 0
—fik - REEER LU G OREE
1 9 73 (20.4) 3 ( 08 0
957 59  (16.5) 8 (22 0
FEEN 20 ( 5.6) 0 0
IR IR A
TI=rT I NIRRT =T BN 23 ( 6.4) 3 (08 0
77— 18 ( 5.0) 8 (22 0
TANRGXUBET I ) b T AT 2T —BHIN 19 ( 5.3) 4 (11) o0
Y R—EHIN 18 ( 5.0) 13 (36 0
R L O EE
BAGHOR 56  (15.6) 4 (11) o
RSB E & OV Gk
A& 26 (7.3 1 (03 0
7 IR 18 ( 50) 0 0
MR, HESES & OMithR RS
fififig ¢ 19 ( 5.3) 5 (14 o0
R X O T ARk
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B (%)

aagﬁiéaiﬁ AAIGEA  (NIVO/IPI/Chemo) #E
i 358 {3
(MedDRA/) ver.22.0) 4 Grade Grade 3-4 Grade 5
JEAE 32 (89 3 (08 0
Z O PEIE 66 (18.4) 3 (08 0
X5 64  (17.9) 5 (14 0
RINIR N 18 ( 5.0) 5 (14 0

7k, FURIRPERERSTE 74 B (20.7%) | FREREETE 51 61 (14.2%) | RERCTELARAE/
AT —50 5] (14.0%) . FFHEREREE 48 B (13.4%) . KAGZ - /IMEZ - HE D T 26
Bl (7.3%) . BHERERET 25 5] (7.0%) . BEORERE 2161 (5.9%) | FEMENZER
19 % (5.3%) . infusionreaction 17 %5 (4.7%) . RIEHEREREE 12 4] (3.4%) . T HINHE
REREE 7 61 (2.0%) . DMEBETE 7 61 (2.0%) . AFZ& 661 (1.7%) . %R 461 (1.1%) K&
OFRARMARZEARSE 1 6] (0.3%) 258D biz, £/, EIEMFESE, Ok, ik, 1
RUEGRIp . AR, REALMENBAE 6. Mk - BEMBEA . SR iikieds, mER & IEGRE,
FEEE, S E 9 RS, MR H I & OYEFLIZRRD Sz h o 1o, ARRIVERZEBLR X B
% (RREMRT 25T) 2E0EHEREZRT,

@ EFELF AR RER (ONO-4538-27/CA209227 7kBR)

(KHIE A Y L~T OO HEE)

HEELIIAROA (NIVO/IPD) £f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(IZRBD b, AFIGEH (NIVOIPD & ORBBERNPEETE RVAFFRIT 442/576
BBl (76.7%) ([ZFBD BTz, FBEEN 5% EORIERIEITEO LB ThoT-,

#£8 FEHERP 5%LULDOBIER (ON0-4538-27/CA209227 3Bk Part 1a X O\ 1b)
B% (%)

Ll LNH
ﬁi’jﬁiﬂ M ARAIBEA (NIVO/IPL) Ff
S 576 il
(MedDRA) ver.22.0) 4 Grade Grade 3-4 Grade 5
EIEM 442  (76.7) 189  (328) 1 ( 0.2
Al
FRR B R T SE 48 ( 83) 0 0
FRIR B REAK T 72 (12.5) 2 (03 0
BB
T 98  (17.0) 10 (17 o
L 57 ( 9.9 3 ( 05 0
—fik - REEER LU G OREE
e 9 59  (10.2) 8 (14 o0
i 83 (14.4) 10 (17) o0
FEEN 43 ( 75) 2 (03 0
ERIR IR AT
TI=T ) NIRRT =T 52 ( 9.0) 19 (33 0O
77 —EH 36 ( 6.3) 17 (300 0
TANGEXUBT I N AT 2T —EBEN 56 ( 9.7) 18 (31) o
U R—B 8 43  ( 7.5) 23 ( 40) O
R L OeEEE
BAHER 76 (13.2) 4 (07 0
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B (%)

L ZNH
ﬁgjﬁi]’ i AFIDEFA (NIVO/IPI) #E
Y 576 1
(MedDRAV] ver 22.0) 4 Grade Grade 3-4 Grade 5
RSB K OVE S ik
BA &R 29 (5.0 4 (07 0
MER R, MERFs X OMithm R
Jitilig 2& 41 ( 7.1) 16 (28 0
Bl 4 KOV T AE kbR =
P S Wz 31  ( 54) 1 (02 0
% O PEIE 82 (142 3 ( 05 0
5 98  (17.0) 9 ( 16) 0
BRI Bk 5 39 ( 6.8) 9 ( 1.6) 0

7%, HURMRHERERRE 115 1] (20.0%) . FRERERESEE 91 ] (15.8%) . fh#ckRE: 51 1
(8.9%) . FHVELMENGPE 50 1] (8.7%) . BEAUHEAFAE/ X AT —38 il (6.6%) . HEE
DGR 27 B (4.7%) . KIBK - /NMEJ - BEO THI 25 1] (4.3%) . BEHERERS 25
5 (4.3%) . infusionreaction 23 {5 (4.0%) . TEEMAHEREMRET 19 ] (3.3%) . EIFEHGE
[ 19 il (3.3%) . NPk 13 1] (2.3%) . Lofidlwds 9 5] (1.6%) . ek 6 5l (1.0%) .
1 AOBEIRIE 4 51 (0.7%) . S E MK 2 5] (0.3%) | Lz 161 (0.2%) . ik 1 fi
(0.2%) . Mgk - Bl 161 (0.2%) K OFHIRIMLIEZERAE 161 (0.2%) 23388 bz,
Fro. BIEMEGE, TS, i bPEIRE 28, B A M iklss, MERE AEMRE, fkL.
FEESE H 1 Ny OSEFLIZRR O B L7220 o T RREMERFBURDUIBIE RS (FRR AL
rEte) aHUEINERE T,

(KA & 7 Z FF 8K 2 G F9RE & OO S (PD-L1 %8BI 1%A0 0 BEHEH))
HEFELIIAFIGEH (NIVO/Chemo) F 172/172 511 (100%) . 5t FREE 174/183 151] (95.1%)
3R BTz, AFIHEH (NIVO/Chemo) & DK FEIE NG E TE RWAEFHSLIT 159/172

Bl (92.4%) (2D BT, FBEEN 5% EORERIZITEO LB ThoT-,

F9 FHBRS%LULOREIER (ON0-4538-27/CA209227 #5k Part 1b)

B e /A BilE (%)
ﬁgjgz;ﬂ H RAIDE (NIVO/Chemo) T
i 172 51
(MedDRAA ver.22.0) 4 Grade Grade 3-4 Grade 5
EREIEH] 159  (92.4) 96 (558) O
MK LY R fEE
2 i 70 (40.7) 30 (174) 0
I P ERIR A IE 41 (23.8) 23 (134) 0
M /IR IR iE 17 (99 7 ( 41) o0
Elol
{51 38 (221) 0 0
T 17 (99 2 (12 o0
CIATIN 67  (39.0) 4 (23 0
A% 14 (81 1 ( 06) 0
M 26 (15.) 4 (23 0

—f% -« EHFEER L OB G ORE

22



Bi%k (%)

It ZNH
ﬁgjﬁz;” o ZAIDET (NIVO/Chemo) R
" 172 451
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
e 18 (10.5) 1 ( 06) 0
9 57 43 (25.0) 8 (47 0
TR 9 ( 5.2) 0 0
FERE D S SE 10 ( 58) 0 0
A 7 9 ( 52 0 0
FEEL 12 ( 70) 1 ( 06 0
BRI AL
TI=2T ) N TUART = 7= 16 ( 93) 5 (29 0
77 —EH 11 ( 64) 4 (23 0
TANRTGXUBET ) T A7 =7 —EH 10 ( 58) 1 ( 06) 0
M7 V7= 8N 12 ( 70 1 ( 06) 0
A R ER B 27 (15.7) 17 (99 o0
IRANT e 21 (122 11 ( 64 0
I 1 BR A 15 (87 9 (52 0
Rtk L O EE
BAIE 39 (227) 4 (23 0
FEE 3 K OV PR ARRE
O PEIE 15 ( 87) 0 0
5 26 (15.) 1 ( 06) 0

7R¥s. ARRRRETE 26 1 (15.1%) . BREUHRMARIE/ I A T —22 5] (12.8%) . JITHERE
bt 20 4] (12.2%) | HURBRFERERSE 16 61 (9.3%) . BEHREREE 14 41 (8.1%) . [H]
BEVERRE 8 B (4.7%) . RIBE - /MK - EEOTHIS B (2.9%) . LMEbEE 5 5
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDORJEREE 2 #] (1.2%) . L% 14
(0.6%) . f7c 161 (0.6%) . 1BUBEGRSE 1651 (0.6%) . AFZ5 161 (0.6%) . BIlFEHS
AEREEE 1 6] (0.6%) M OERIRMARZIERAE 1 61 (0.6%) ARH LT, Fo, EIEF K
TE, A4, BEEPERRAE K, TEAMERRREE, MK - fiRR, EE2MRMEE, M
ERERIEMERE, AERZ. BER. S E MK, MBI VEFLITERO bivenoTz, &
RIERZRBURILIIBE RS (RRRAEMERT 2 5T) 23RS RERT,

2) FE/INHERE R 2 36 0F D ARl B Ik
OERILFEZFEMAHFER (ONO-4538-55/CA209816 #5x)

ITRTABFRIEHIC I 2 A EFEFSR NaTHBRIEO IR G-) b i 5% 30 HLL
PSRBT U 7= 5) 1 3AAIGEH  (NIVO/Chemo) # 165/176 51 (93.8%) . *IF#
B 173/176 1511 (98.3%) (258D BTz, AFIPFH (NIVO/Chemo) & DIKIREARAEGE T
TRWAEERGIT 147/176 B (83.5%) (258D Hivlz, FELED 5%LL EORIWERIZ T
DEEBHTHoT,
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#10 FEHEEHN 5% EOBEIER (ONO-4538-55/CA209816 3AER)

e

B IN3
BT A (SIVOChone) T
(MedDRA/] ver.25.0) 4= Grade Grade 3-4 Grade 5
2RIEA 147 ( 83.5) 63 (35.8) 0
Mg LY o _REE

2. 41(23.3) 5( 2.8) 0
H BRI E 17( 9.7) 2( 1.1 0
I ER R I 30 (17.0) 19( 10.8) 0
B ke

5 37 (21.0) 0 0
T 10( 5.7) 1( 06) 0
L 58 (33.0) 1( 0.6) 0
Mg - 15( 8.5) 2( 1.1 0
— % - EFEER X O G OREE

HE)E 16 ( 9.1) 2( 1.1 0
95 97 22 (12.5) 1( 0.6) 0
(=Y 25 (14.2) 1( 06) 0
AR AR A

w7 V7 F =8 12( 6.8) 0 0
I HRERER D 26 (14.8) 13( 7.4) 0
IR 14( 8.0) 3( 1.7) 0
M i R 13( 7.4) 3( 1.7) 0
AN PSRNON S i s

BN RIS 30 (17.0) 2( 1.1 0
PR E

Ktk = 2 —r RF— 11( 6.3) 0 0
M gR. MOEnds X OMiEfmpEE

Lo b 12( 6.8) 0 0
KRG H KOV TRk b

B SE 17( 9.7) 0 0
W5 23 (13.1) 1( 0.6) 0

7R¥3, APREREE 30 1 (17.0%) . BEESUTHBMARIE/ X A F—23 f (13.1%) . ATHERERE
F 14 4] (8.0%) . EHERERET 13 # (7.4%) . infusion reaction 10 i (5.7%) . HURR
BEREREE 9 B (5.1%) | HE DK 4 41 (2.3%) . FEE Mkl 341 (1.7%) |
P MR R 2 1] (1.1%) | (OlERES 2 41 (1.1%) KOVKAGR - /MER - EEO FHI 1
Bl (0.6%) MWD LT, Fo, BIEMIEME, OAE, R, LIBERI, BIEF%.
A4, o, BE(LMERRAE 26, T RAMREREE . RIBRRER . MK - BEK. ki
FRIERRSE, MEREAREMEE, M. WER, BEOHRK, SEIHME. RIFREE, HEEH
1% OYBEFLIZFR D B h o 1o, REMEHZBUIRILIIBE RS (MR AE R T 25 r)
EEDEFRERE R
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[ - HiE]

AR OREAEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EN S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg %G LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
% - & (10mg/kg % 2 B CRE) CAAIZ G LzBEOugE & & ik LR H
o LRSI (FR) AT BEOFBEICE T 527 —Z 15 E | KA 3 mg/kg
(REE) 0% 240 mg % 2 WG CHG- L 72 BROARRF| OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
FRROAE - HEOM THEMER L SMEICAME R 2RI E PRl SNz, £, 3
NIRRT BT IZ BT 2T — XD M LR BE UG ET VEFIH LT, AAl 3
mg/kg (2 MG CTHE) . 240 mg (2 BN CTHE) XX 360 mg (3 # M HIE T
H) LAY A~T 1 mgkg (6 BRI TERYS) 208 LIcBROZ M Z Mt Lo
K. FROME - HEOR CREM TR ER TRV ETRIESNTZ,

K1 FAOKYBE T A —F

- R Cinax Chind14 Cavgdi4 Cinax.ss Chminss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)

3 meke QW (35-2 .760-8) (10.17?'264.5) (17.21‘,";3.9) (75.1)1,3171) (27,612,'107) (42.717,'?27)

240 me Q2W (513%Z03) <15§3§Zfﬂ (25i?i78) (10&?254) (41%2?58) (62a?%87)
10 mg/ke QW (14;?;19) (5131392) <7933§14> (33??232) (18i}§13) (23§7§86)

FOE (5%48,95%50) . Q2W : 2IEREIEIME. Cmax : FIEIH 5-9% OF @ MLIE TR, Cminais : IR 51414
HBIZB T B HARMIE P IRE ., Cavears : FIEHEEH£ 140 H £ TOFEHMIEPIRE ., Craxs : EHIREEICE
2 B IMIEFIREE, Cmings : EFIRRBICK T D HRARMIE T IRE, Caes : EHFIRAEIZITT D FMiEH
R

T, AROREMEDEEET L EFIH LT I 2 b—2 3 2L 0, AAI480mg
% 4 BB CE G SUIBEARE O Mk - &S TG U72BRO AR O i iE i EE 23 et
STz, ZFORER, AH 480 mg % 4 BFRRR TG LB EFIREIZI T 2 i
THEPIRE (LLTF. [Cagss) &9, ) 1&, AHAI 240mg % 2 B fEIfEIIE TG L 72BRD Cavgss
EHFRT o TS (FR) . £70. AH1480 mg % 4 HRHFWR TS LICEREOE
ARSI D mIETIRE (LA, [Crass) VM2, ) 1. &K 240 mg % 2 8 fH]
kA CTHEG LT2BRD Chraxss & LR L TEMEZ R T & TlISHZ b OO, HARNBREICE
WTARMENHER SN TV D M - FI&E (10mglkg % 2 BRI TG TAA 25
L7oBED Craxss & HlR L CTIRMEZ "3 & TRl (FFR) . Max T, #EomEiEIzs
J 5T —2ICHESE AHI3mglkg ((KHE) £721%240mg & 2 HEFME, & L < TARH
480 mg % 4 NS CT& G LB AR OBRGE R & A0 ST Ze a0k & o B & gt
T HRBEOGE T VORI, YL O W TRMM bR, ERRo Mk -
B DRI CHIMER V22V 2RIV & Tl S 7z,
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K12 ARORYEE T A —F

- Crnax Cmind2s Cavgdz2s Crnax,ss Chnin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (75.%){3171) (27.612,'107) (42.717,’?27)
HOme @2 | s 1-712"103) (23-33?.539-0) (30.‘5'670.9) (105354) (41?57,'21358) (62.11(,)9187)
480 mg Q4W (103207) (15.25?17.4) (37.?)?;)4.8) (14?,1 §36) (27.751,?37) (62.11(,)9187)
10 mg/kg Q2W (14é,9§22) (86.959,'?32) (10},1 ?48) (32;,9225) (18421,1 §03) (232,7277)

TRl (5%, 95%41) . Q2W : 2 ARG, QAW : 4 JERIRINE. Crmax : HIEIHE 514 0D f i M7 P |
Crinazs : FIEI$E 5% 28 H HIZI51T 2 FARMIE TR, Cavgazs : HIHI# 5-1% 28 H H £ TOFEMIE =

J& . Crmaxss : EHFIRIBIZIT D& MIBHIRE, Crminss : EFIRIBIZIT 2 BARMIEPIRE, Cavgss 1 E R
HBIZ 51T 2 24 I3 v e B

26



4. FEFRIZOWVWT

AR OG- @O 7 BE 22 - FE L, AF OGS Y EEREERZBEL LT
BRIZKHET 2 Z ERMER D, LFOO~Q@DFT X T &z skl THEHAT
REXTHD,

O MEFRITHOWVT

D1 Fio (1) ~ (5) OWTNITEY T D THDH I &,

(1) BEAFBRENEET 503 A2 REEEILSRBES (FGEF R A BRI AR
Hitek A3 A B2 LI RURE . MU A A BRI 7R &)

(2) FrERERERDE

(3) HBENTEAEDFEE T D 0 ABHEEEHPT (03 AR ERibT. 23 AR
IR, A AR )

(4) I RALFRIEE 2 RRE L, SRS L FIRIEZRR 1 USRI L A2 R R
2 Ok FEAEITSR D R H & AT > T 2 fiak

(5) PUEMEMEE AL B BEINE O e s K EIZAR DR 21T > T D Jifiak

O-2  fifieE DAL FHRIE K ORI E R FE S O XIS A-43 72 Fnidk & B8R 2 R EAT (FRO
WFINZREE T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREIH
TnnHZ L,

*

o [EHihFFEEE 2 EDOPHIHME ZME T L7212 5 4ELL ED D ATRIED BFRIHE %
{THoTWAZ &, Hbh, 28D R, PARMIRELE T L LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERIRFFESE 2 FOPINMEZET LRI 4 L EORKERZ A L T\ D
Tl 9B 3FLLRIZ. MR DD ASYIRRIE A S T IR S O BRIRIHE 21T -
TWnsZ &,

o [ERRFFIASER 2 FEOMBPHE 22T LIR&IZ, Fike D23 A EYiRiEZ & ite 5 L
L OWRGSEABFOEMET > TN Z L,

@ BEANDOEFREMLFREHOEHIZOWNT

IR AL A BT 5 B DS AL S v, BERZE D OFRE A, Ao - &
EMEIRENE R OE L OERSE ST 2 E et A FFRNRAE L2GE oWl
EH, ENHOMIATOND KGN E S TND Z &,
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® BUER~DORIGICDONT
®-1 fEs B4 % B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
(TE R I BN T B L2 AERICIS U CABREEL L O CT SO FIER ORI 2
FILREOFRERIY B D, EHICHISATRER AR A > T2 Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 Y 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

®-3 BWER OZWORNCBEI L T

BWER (B MBI BREMEDAE, (DR, TR, SO EAEE., KiK.
NS, BEED TR, 1 BBERIE, BUEFIE. AR IFHERERE . k. s krEine
K. HURIRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7RMIKRET, MEKERIEMERE, F5EZ.
g, BEDOBHR, SEIRERK, MEORELIR, WIERFEE, OEEs (OEmE) -
RIR < DEEMEISMNHESE) . ARZFEREE . MRS H M, BEALSE) (Txf LT Yikhiiar X3l
BEZRBERE O BRI 2 5 EAD & U (RHWER OZWroxt s L THRE R USSR
EZTONLEMITHD L), EHITHEUIREN TE DEHINES>TND Z &,

i
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5. REMBRLLRDBE
(20 BI 4 5 4 H]
O AHOBMB LI TRROBE TN THMMERBRES N TV S,
o TIFTRAZGTACFRIEE 2 A S UBRREEZRIIB 1/ IV U O IR

bR R E
o TIFTRAZGOACFRIERE 2 AT S UBRAEER B 1/ IV U I DI
R bR

¥, FERF LR CEGFREL 128 5 S UTALKRL & AR F IR 1T B T,
JFHI L UTEGFRF | % ¥ v % F — P IEA UFIALKF 1 % o o % S — L IEA 0
Y = e BT &

@  AREIOMOFEEMIEA] & OO G TR BE B THEIMEI R STV 5,

o AV AT ROT T F KRG TFRE R EEE  IVRT T F
ORI U ExXRN, ERELEE : VR TTF o I AT TF 2 RO
A RLHxER) EOUHAEES ALFIRIERE D2 EGFR Bin A REMEK T
ALK fl 585 7RO UIBRAEE 2 HETT - PRI O FE/INHI R A AR

s A VY AYT LOUHES ALFFIERED 22\ EGFR #5128 B IE M ) OV ALK
fl & BR T REMEOUIBRARE 2 AT - I8 D IE IR s AR

o TITFFRFEETALFIFRE RELERE  IVRTTTF I AT T T
BT LB FERYLRE  DVRTTF o UNIT AT T F o AR A
MLt R) EOOFA&KS  ALFEEREO 720 PD-L1 FEBLEL 3 1% A 0>
EGFR i {x 724 B2t & OV ALK fit &8s 12t O UIBRANEE 22 EAT - R DI/
IR fr g S

o ANV XITROTTF KGR (DVRT T RO Y Z
X)) EOPHEG  ALFEIERE O\ EGFR #E{5 T ARENM, ALK @a
AR T OY ROSL @l a s R O UIBRA R 70 1T « R OIER ¥ LRFE
AN sy

o TITFFRIFEETALFFRE RELEE : VAT TFy CUIINAVRT T
V) BKONVF L ZE S ANVKRTTF RO U EZXE0, IR LR
VAT ZFy (FAINKRTTZ7F) FKOXA ML XE R, IVRTITF K
U7 Y ZxE0) Lo BRARBH B (BEEN 4em DL ) T
A OIE/NHEfaMiE (7272 L, EGFR a1 AR T ALK @& EE THETH
5 E PR SILTV D BEIIBRS) Offfal B
%1 0 AF|IOZWE L LT, BRFE4 : PD-L1IHC 28-8 pharmDx % =2 | 23&GR STV 5,
*2 ¢ FEARF AL American Joint Committee on Cancer (AJCC) /Union for International Cancer Control

(UICC) #fsda (B8 7 hR) 1T <,

® TS T % H/ M B 1A% A O$ 5B O FI TS DT, A
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HIDOFENEPTEL SN TE LT, RAIDE GG L b0,

o IRARENRIEIS KT D AK O Bk B 5 % O OFUEME R A & O fF x5
o ABFIRIERE D 72BN )T D AH O ol 5

o QTAKIDAHNEN RSN TV ML OHFUEMEIREA] & OfF %5

@ ALFHAERED I WEIBRRREZREST - RO/ NIEEF BN T, AU A
7L OGS T D RARMEICIER 2N E B DL BRFICB VTR, KAl
AV L=T L OHAELEEEETRETHDL, A Y LT ROT T FF8AI%
EbFE (RELERE  IVRT 7 F U ROy ) 2%k, IR LR
HNWVRTFZF U RNET AT TF U RIRA X ER) EOFHEEGIIRHT 53R
PEICRIBER 2V EEZ BN BREICBWTE, KAl A ) AT ROT T F
Bz & b L & OO BES-, PD-L1 FBLEN 1% AR >A B Y A~ T2k
HERMICENR DD EEZEZONDBREITBW L, KA L 7T F K %2 Gl
L RELEEE  IVR T TF oI AT TF RO TF A2 ey, R
LR IR T TF NIV AT TF R ONA LR E R) LR E2%
BT ENTED, B, AFOEGICHT->Tid, ME2ETA I 10> (H
KR Fa0m) SrslRiss & W

© ALZEFRIEED 72 O UIBRANRE AR EELT « 3 DIER LRI/ Nl i A8 12 d VT
NIRRT ROT T F B Gt b 2 RE DVRTT7F o ROR7 ) Z Xt
V) & DR GATHT 2 BEMEICRER 2N EZEZ DD EE BV TIE, KA
ENV AT ROT T F T AN e G0 ERIE L ORI G EEBE S5 &N T
&5,

© W2 ATA R4 > (AARMEY2m) (28T, ECOG Performance Status 0~1
2 75 UL E D R B, X% ECOG Performance Status 2 52 OB TIL, %6
3tAGUEA (FE2 X% OBFRE/HREIN TR, 77 FFlFlofHE
FIHESE 1 TR W=D S Wsr — 213D 5, ZOHA. LFHRIER 241 51)

WV iz X MBI A RTA > (AAREEAR) (TR0 T, R T4 85 TR AR
(DECOG Performance Status 0~1 2 T 75 gLl . XIZ@ECOG Performance Status 2 2 DB ETIX, %3
PUEAl (X3 %) OHABGERHERIN TR, 20X ) 2EBETIE, EEEEEICT
LAFMICHER S D B2 HND,

(2 ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, BT LlFE U R EAERIHRZR AT D,

PIREICI LUWEENIHIR S 40528, SITARE T, BAEEH > TOEREIFTH Z LN TE D,

Dol moses, i

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

30
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BRAREZRHEST - BRI O NI B E ISR W T, 7T F T RIFIORNER 2 < &
55 3 HARPUEAIHEA TORBELZ AT 2 BE TRV TE, AFIOHME G %2558
TE 2,

@ 77 FF 8K G RIERE 2 AT 2 UIBRARE AT « TR O I/ N IRt B
(ZkF3 2 AHKN O B G- XA 55 AR ERER (CA2090173K8k & O'CA2090573#88) 12
BT, R¥LEREL ORI LEEOWTNOBEICBNTS R & F 2L
% U CHEBERRAES LTV D, 7272 L, IEmE LR OB Tk, PD-LIFBLRIC
L OHENDEOMEMN R D Z EPNRBINDERBGEOLNTHD Z &b, HERT
RO OB BV TUIPD-LI R B & g5l L7z L CARF O G- AT G Oflkr 4 5
ZEMEE LV,

o PD-L1 HBLED %AW CTh D 2 &R I - IR T LR BEIZB VT,
JRAL R4 vV EORKILS OFTENEESEA O 5 285,

o RATBURXYT (BEHEEEZ) Oz =423 (k584 : PD-L1IHC
22C3 pharmDx WHJ)’i@PDM%ﬁ%%%?Lk#EQi&ﬁ@$%
Tho T, AEIOZWHE (724 : PD-L1IHC 28-8 pharmDx % =] ) |
PR R A 121, BUT O STk %%%_Kﬁ@&ﬁwTE%&ﬁf%
X8
SCHREE)

Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23: 3585-91
Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

(Ze eI B 2 5]

O TRIZZYTLHEFICOVTIAFOERGNEETE SN TNWDLZ b, &5-%21T
branz &,
o ARANOGTI R LISBEUE DB ERED & 2 B

@ IBFERETOFHIIZ ﬁwaﬁZ%%?é%%Kowfﬁvﬁﬂ®&5ﬁ%ﬁéhﬁw
D, MOTEFRFE N e WIGEICIRY | HEICAFEZEH T2 L 2BETE 5,
. ﬁa@%ﬁ%@A%Riﬁﬁ@%éﬁﬁ
o MaEE AR A CHIE R 258D D B K ONE B M O KU Bt g 2 <o gL ME fiti 2%
EORICRIEMEZEALD I B AL D B
o HOMEBHEEOAGE, UXBMENZRE L TR B CfE R B OBETRED
b o BE

(E3) =72 L, o BEMEER OB 51 W T, 20, EEREICHYT 5 2 Lo, B LRSS 72
DEWEHORBOBZ NN 0 5%, [EFIY LAY LAl Sn-8% GIRSIR) I2oW Tz oY
TIE72u,
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e AR (Gl s REIE 2 &) Db 5B
MEEORISIME 2/ T 5 EE
ECOG Performance Status 3-4 “V o fBE
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6. BEZELTHEETREFIH

O WWASCEFEITM A, MERTEER DRI 2 RS 1T -5 & ARF O Fei: J ONiE 1
B O DI B R EZ B L ChBRTZ L,

@ TREBIBIZIESE D BE T F OFBECAH R OERIEZ i L, FE 425
ThoEGTHZ L,

@ 7T F T AL EUCFRIER AT 2IERFE LREIZB VT, PD-L1 BEHE L
fEs8 L7z ECARBIO B 5 O AR 2 Hlrd 25 Z & 3 E LS, PD-L1 FEELEHR
MR CTE 72 WGEICIX, AR OEHAOEG 2@l Ls ECET5Z &,

@ EREWERHO~FX Y AL MZOWT

MEMEREBEN S bbb Z ERXH LD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X S 0 FEhess, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MG~ — I —FDMm&x FEh+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFI 3 22kt D T 5 U
f&AT > 72 LTt 2 Z &, £72.2 [ H LABE O A 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH K OARA G T #IT A Z v A
CERRET %, BEORBEL 2B T 52 L, 70F, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI BRI E . TRAEERET R ORIBREERH 5O Z RN HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
FERE T4, ACTH, =Y —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b Dk R R IER R
DHLLNDZERND D, BENRDOOLNLLEAEITIE, B LEFRIIS LT
B 72 ek & R 2 e R Ail & i U Cli bl e BRI W 21TV IR D
FOGIZ X 2 BWER 2N g0 23551 2iE, AFIORFES T I, & ORIE BUE A
WERIOBRGEEBRETHZ L, B, BIBRERNVEOREIZLYEIE
A OUEERFRD BV WIGEITIE, BB RE AV LISt o Sz il Fl o8 in
HLEET D,

PR T %, OB S8 AR L T LEWERDBELT L2 Enb 57129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE | BUBEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, HEl, EHFEOREROBHRCMAEED L2
SEET S Z L, 1V BERBEN DN GA TG ERIEL, AR #
FOFGFEDHE) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{LMRE RPN H LoD Z &R dH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET52 &,
SEIERNH LIS Z LD DHDT, IBRORE OF A EHICHET 5
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®

L, Fe IBORENRD bNGEITIE, EONERBEEZZ2 T2 X
IBEEIEETL L,
BIBRARE7R AT - PR DFE/INHERL i FB T LT 3 2 BRI, AFI DO EERRERIZ 35
WT, LFDE A I 7 THMEOF A ZAT > T\ 2 & 2 2F10, KAl EHIX
EHBNC B E CRROMBEREITO 2 &,
e ONO-4538-05 #5h & (O ONO-4538-06 B : 6 H[H = &
e CA209017 7B & TN CA209057 5Bk « 5B D 9 A, =Dk, 5B
2 TFERIZ6EM I, ZRUBRIX 12 M I &
s ONO-4538-52 R, ONO-4538-77/CA2099LA 75k K (8 ONO-4538-27/CA209227
Bk BB S 1M 6B L, ZR BRI 12 #H L
FE/ NI (2 33 1T D ATRITAIIRIE & LT 2 BRI, ABIO KRB I B W
T, ARETANET 14 BUN, BRIETHNS 128%, TO%O 2 FERIT 128/ 28
ZOHROIEMT6OAATE, ZOHD 5 EMIT 1 L ITHIEFR 24T > T
22 L mBBI, EMCIROMREITO 2 &, o, AL L LT
T 5% EIIE. AAIOKRERBIZ3IEETET D L,

34



(1 3) hllHE
Hm, EEKRS. RK LRSS 2 5B ER O E

< FeZFRARERERDLEBE>
HE B B O B 5 BHE
BUEZ A OF L TV o BFE

R A UBBUED B DL 5 B

i FBEAN B BOE DREAEIE O & % B
PR SATIEIR L TV D "TREME D & 5 B

< FEZ R ANEERE LD EE>
BREMEIO & 5 BE

[ M Bl 2% S PRRMESE D & 5 B3
JTFREREIR E D & 2 B
BHSRERE D H 5 BE
HIED B 5 BE

IR 2 FIREME D & 5 B

< FeZXv/AOERKRREIEM>
‘B HEED
vavZiER - TF T4 TFU—
P, IPARAE, ITFHERE R

kR
PRCVERGZE . Al
DA

R M8 N EEEEERE (DIC)

MeEZRfL. B, R RIBR, K%k

A LA

SRR AR I8 JE fe A

MRS

B2 R ARIE B RE (Stevens - Johnson SEMEREE) | H ot S EESE A ARE (Toxic Epidermal Necrolysis :
TEN), ZJZALHE

D R —T KR, FE - R

OAEZE, FRIR LA FEARIE

JEYIE

PIRIR AV ARG Sy WEBERE  (SIADH)
HELRONREFEORMBES, ME R, RIEHRES . MO )& ORI ER) [, Radiation
Recall H15:
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REEREETA FFA4 v
=R~ (BETHEBEL)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 72— R ERH#HE 240 mg)

~ERAE~

ERR2 942 A (4Fn 548 3 AHET)
BT BE



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P20
5. H&EGXR LM DEE P22
6. WHIZEEL THETNEFHH P24



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
bbd, 52, IEOREFIFOMEARNC L0 | FUREIR S 72 & O H) 72 B /e Rk
FFEIMPARINDLH T, 2N O DOEHKZEICLER BRI 5 2 L3RR
AR & o TR Y RIFMBGER & SO IR T #2016 (Frk 28 A2 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDDH, ZOD, AIMMELROLZEMICET D IERN 2SI 5 £ TOR,
WMELEIL O BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DNARE 72— 18 O B & i 7= 3 R R B <
THIENEETH D,

L7eRoT, KA KT A4 TiE, BB ZNE TITHE LN TV A EFEIEH -
BHER LR EED & | LU O E IR O it 708 FH 2 HEHE 3 2 8LA0 b B2 B B %
F RO EFHER~T,

B ARTA BT A %, MNATBAE NEIE G ERERR SN, AARTEAN AR
BRI s . — B N B ARERIRN B E S L A FE N B AR &R 72 O /)
Db EAER LT,

RG L I BEIRS - A TR EERE 20 mg, A7 Y — R AT 100mg, 4TS

— RS EE 120 mg, A7 YU — R SIEEE 240 mg (— %4 - =
M~ 7 (BinfHHz))

HELRDMENTNE - R

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
Z 2 RS 1 (8] 480 mg % 4 H MR CARMEET 5, 7=
72U, EMERANEICIT AR ML DG E T, E X 12
HAMETET S,
RIGUIBRAGE R EME R AEICR LA BV A~T (s T-Hiff
z) LOFHT 25, @, RACIE=Rr~7 GERIE R
%) & LT, 1[F 80mg % 3 MM T 4 [BLEMHEFET 5, 2D
%, =R ~7 (BinffH#z) & LT, 118240 mg % 2 JH[H
IR S 1 [5] 480 mg % 4 ¥ RN T EEd 5,

f¥E IR 5E 3 F NP TSR
(%)

TP BRI B9 D ¥ — R A SRR S0mg (— %4 1A BV A~ T GRIGFHH# 2))

DRNBENTR R, FELAOH &

2h HE 1T 2h R ARIGUIRAN R e B R A

Ak &k OVH & dE, A ) A~ (BT z) & L7T1E 3 mgke
(KHE) % 3 EMMNRET 4 BRRETFHET 5, 723, oObrEMEEL
FEOAT AT, =R v~ (B riz) LRI Z L,




2. AARN DR, 1EREF

7 — R IR ERE 20 mg., [FATEERE 100 mg, FLAEETE 120 mg K& OV S §RE
240 mg (—f%4 : =R~ GEBE ). LT, TARF) Evd,) 1, /MRS
TEMASLEAF Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7& L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F )Lk
Th b,

PD-1 (%, #EMAL L7z Y o o%Ek (T MR, BMRE O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHITE T 2 2
T ICET 2B AR TH D, PD-1 ITHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o SBRICHfIEY 7P v i LT U v SERoEALIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREOELE DO L EGHEEICI TS PD-L1 OFEBL L itk DALF
WM & ORI ADOFEREBIRN & 5 2 & 3 HE ST % (Cancer 2010; 116: 1757-66)
F 7o R R NE B CIRARRTE TS EET DA v ¥ —T = a2 B >~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, 58 LI EMEREICIS T 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBIRRN & 5 & OHE S & 2% (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, PURRRA CDS B5PE T Miia oMl &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D & Z OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR URRF A e T ML OWEBEEZ BT 5HFD—oL LTEX LT
Do

AFNT, FEHEBR OFE LD S PD-1 OIS eI (PD-1 U > RiEGHEI) ITHEG L.
PD-1 & PD-1 U Y REDEEZEET DI LICL Y, DAFUERRNZ T Mok
PEAL KOS AR b3 2 MBI T a2 R 3° 5 2 & CREpEM Ze PSR 2 /R 9
ZENHER STV D,

ARFIOYEFIEIFIC 35 < DS RUSIC & 5 RIER %03 B b, TR SIS LI
B RN B Do AAIOB G PR OB EHRITIT, BEOBEE TYITO, BESR
D BTG AITIE, FB L HGUTIE U B 2 ik & B8R & FE o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, B EE AL
L H O 55O YR IE 54T 5 LER D B,



3. BRPRARE
SR LAl O KGRI IR 24T o 72 B R R IR RBR O i 2 R T,

[ 2]
OEMNE TR (ONO-4538-02 55k)

L ANy (BLF, IDTIC) &9 ,) 12X DALREIERE 2 A D RIRUIBR A R 72 I
W1/ IWVHI SO F 3 o BBl RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %512,
AH 2 mg/kg % 3 BERHIFMRECARFEE L, TEFHMEHEE Th 52803 (RECIST # A

K742 11 BUZES < FRHEIZE D CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) ThoT-, 7B, FANIHE LIZFMEIX 125% Th - 72,

@EWNE DS (ONO0-4538-08 #kfER)

b PVE RV IR ORI UIBRANRE 72 L/ IV ) ST B8 o B R A E B H (ECOG
Performance Status 0 2 N 1) 24 il 256t 512, AAl 3 mg/kg % 2 38 [ [AIFRE C AR eE L7z,
FEFHIHE Th 5 282h% (RECIST HA K74 > 1.1 fUIZES S FIHEIC L 5 CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElX 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BIRTEMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
2B 7 MBS VE AR IR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB v SR Il R s
(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR & U TAH 3 mg/kg % 2 HFMIR CREFHE L & & O R OVZ 2
et Lo, EEFHMEEE Ch o 2EFHME (LT, ToS) &vwiH,) (hifE [95%fF
FEIX ) OISR R T, AFIBHENE® [NE~NE] % A, DTIC #T 10.84 [9.33~
12.09] 7 ATHY . AHNL DTIC IZxt LIFHFRICABERIER 2 Lz (AF— R
0.42 [99.79%ZHE X ] : 0.25~0.73], p<0.0001 [J&H/ log-rank B E]. 2014 4= 6 H 24 H
T—FHy A7),

* HEEREE (DL, [FEE)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

at risk#t TR (B)
AFE 210 185 150 105 45 8 0
EhILINUL B 208 177 123 82 22 3 0

X1 OS ® Kaplan-Meier B (CA209066 3R5%)

@YEA TR RER (CA209037 #kER) 2

AV AT (BaM#z) LT, Y A~T7) L)) Xik BRAF [HEH
Za AL IR 2 3 2 RIG B BR AN AE 72 T/ IV B SCOIE /%8 oo B HL i AR

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xidh v
RTTF ey U ZEn D) B 133 §1) 25500, {LFEEE R E LOR
#l 3 mg/kg % 2 FMMIRCHREEE L2 & 2 OFMMER OVZEM &2 RE Uiz, EERH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR X PR)
[ZDWTAREID G ST RO 120 5% fRHTRIGAER & U CHIRRT 217 - 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—X B> hA4~7) T
Hotm, 2B, FRNCEDFROMMITRE L TR o7z, b9 — DO EHEFKEE T
5 0S (HFHRAE [95%IEHEXE]T) ITOWT I8 BIDA X b (FETD) HZ T EfEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H .| {LFRIVERET 13.67 [11.50~NE] 7
AToHY, KENEFRIEICH LHGHPRICH B RIEE 2RI ol (NTF— Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank f7E], 2014 4 11 H 12 HF
— &1y NET),



GEMNE T HFRE (ONO-4538-17 #5k)

LS IERIBE OARIRYIBR A HE 72 WL/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T20H (LLF, TARKA
+A VAT LD, BE L, FEFHMEEHE Th 58%% (RECIST HA K7
A > L1 RRIZHES < PRl ELIZ KX D CR XX PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
* KK 1mgkg (RE) £ A4 BV A~7 3mglkg ((RE) %R B2 3 HEME T 4 BAREEE L%,
AH| 3mglkg (KEE) % 2 BRFERIBE CAmMEE L, OFABGRICR W TIE, AR & RN HE L,
A B A= TIEAFOBREIE TG 30 5Ll EOBEZ BW TS 2Bk LTz,

©ugsh AR ER (CA209067 #XER)

(L FERIERTIG IR ORIGYUIFRARGE 22 M/ IV o Bk B il 835 (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 8 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AT HEEEZRRE LTRB+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt L, EEFHMBEE T 5 0S (HFRAE [95%E X M 1)
DEHEEITHRE R IT, AFI+ A BV L~ T7HETNE [NE~NE] # H., AFIFETNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFBG13A BV b~ TGS LR FOICH B R ER 2R Lz (RAI+ A
U A~ TihE o — N 0.55 [98%(EFHIXH : 0.42~0.72], p<0.0001 [J&%!] log-rank
RE], AEE Y — R 0.63 [98%fE#H X[ : 0.48~0.81], p<0.0001 [J&%!] log-rank

&l 20064E8 A 1 BT —% v "4 7).,
* . K 1mglkg (KTE) & A BV A~ 3mglkg (KHE) % [ B IC 3 BRI T 4 B S5 TE L%,
AFHI 3 mglkg (KTE) % 2 FERIHING CAREE Lin, DR SRICHB VLTI, ARZRICERS
L. AU A= Z AR O EE T 75 30 458 ORI 23 T 5 2 Btk L,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

0.1 * ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3 £EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFEH 316 292 265 244 230 213 201 191 181 175 157 55

A1EYLTITE# 315 285 254 228 205 182 164 149 136 129 104 34

X2 OS ? Kaplan-Meier Bi#R (CA209067 3RER)




728 IRIBUIBRANRE 2R M A E R E 250 RICAH + A U A~ THREIZOW TGS
L7210 55 1 FERBR (CA209004 3RBR) D =i — b 8 ICBIT 5E%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIRIERIGIREE T 46.4% (13/28 15, 95%[EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIE BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 F&BLIRPUR DA 2 Mo OV 424%)

WA MAHRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVVTPD-L1 2% 8L L7 fEE A A 5 251G (LLF, TPD-LIZ&BI=E] L\vH,) Hl
(ZHRER BN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O LB ThoTz,

ARMEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%2LE
(PD-L1=1%) DEFHEMTA Y A~T7 O EFREEMEMEA 2R S - (F),
BB, AH+A ) A~ TRORET T 7 7 A JVIEPD-L1 <1%0 BE M & PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

HRHE

1.0 \‘{ 10
09 i 09
=\, g
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — s, & 0.6 ‘\
05 - W""'—“ # 05 Tl e
™ *x o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e HAl+qEynTTR C
8 -
031 A xmE e 031 A Hwmp o
0.2 O AEYLTTH 021 -© AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : 1914
00 00 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTB® 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 AAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 164 155 138 126 115 102 89 83 77 74 64 21 2 0O

X 3 CA209067 FRBXD PD-L1 HEIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DRBELM. A : PD-L1=1%DBEER)



@IEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERE O IMb/e H1/ IV oM R aME A 906 il (A ARNEHE 28 filzEde, AFIRE
45301, A BV A~T (GEETHELZ) BE453 ) 22X, A BV A~TExRE LT
AF) 3mglkg % 2 MR CEMEHE L & & OFMER R 2MEEZRE Lz, EERH
HH Th 5 MM (R i [95%EHEXMH] ) O RIFETRERIL, AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AFNIA Y L~T
(2 USRS B AL R 278 LTz (O — R 0.65 [97.56%f5 48 X[ : 0.561~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* : AJCC (American Joint Committee on Cancer) JFiZydE (55 7 B0 (CE < G4,

1.0 {=

0.9 —A— KHIEH
LN G AEVY LTI

0.8

0.7

0.6

0.5

0.41

Bt HE ¢ 38 R

0.3

0.21

0.11

0.01

T i T i ! T T ' T ! " T " T " T T T T

0 3 6 9 12 15 18 21 24 27

at risk#k mBEZEAFEAR(B)
AFIEE 453 399 353 332 311 291 249 71 5 0
AEVYLTTE 453 364 314 269 252 225 184 56 2 0

4 EERELEBEHF O Kaplan-Meier Bt (ONO-4538-21/CA209238 3ER)



(24 1]
OEMNE TR (ONO-4538-02 55k)
AEFRITEE (100%) (ZRD LI, AKH L DERRERPEE TERVAEFFRRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

1 BBED 5% EOBER (ONO-4538-02 3UR)

PN S B (%)
FEARGE 35
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FE RS T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
REES 2 (5.7) 0 0
—i% - BEEER L O GERAOIREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
SR R P
ik 2 (5.7) 2 (5.7) 0
NN
ALT #5n 4 (11.4) 1 (2.9) 0
AST H&/0 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #§hn 5 (14.3) 3 (8.6) 0
M7 L7 =8 2 (5.7) 0 0
fHr > Ko RN 2 (5.7) 0 0
1.4 LDH ¥4/n 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi. 7 TSH $50 7 (20.0) 0 0
CRP #4/10 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #3/1 4 (11.4) 4 (11.4) 0
JRA TR o B 2 (5.7) 0 0
~NES v v U 3 (8.6) 1 (2.9) 0
U 2 RERER D 5 (14.3) 1 (2.9) 0
I ER B 2 (5.7) 1 (2.9) 0
fi R fafn AR T 2 (5.7) 0 0
i INER F ik 2 (5.7) 1 (2.9) 0
R I ER Bk 2 (5.7) 1 (2.9) 0
M ifn BER %Rk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
WERE T3 98 8 (22.9) 0 0
WERE T4 98 6 (17.1) 0 0
WERE T4 #90 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4500 5 (14.3) 1 (29) 0
HUHIR RGBS 3 (8.6) 0 0
HAE~ — A —HEhn 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
VR A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK Js 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



B BIR T HE
FEARGE
(MedDRAV/J ver.16.0)

B (%)

35

4 Grade

Grade 3-4

Grade 5

R % L OVK T ke
B
5 FEIE
95
I INTRZSING A
AR TR R 26
e S

1

6 (17.1)
1 (31.4)
2 (5.7)
2 (5.7)
2 (5.7)
4 (11.4)

(=R e =R =l ]

S o oo oo

ks, MIEMEMEE 16 (2.9%) . KIBK -

HEOTHILG] (2.9%) | FRREFES 4 i

(11.4%) . JTHsnelsa 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | RIEFEE 1] (2.9%) . BEORFEEE 16 (2.9%) K5 LE I Kk 145
(2.9%) MO Oz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, k. TR, MBUHRURE X 43 F— KU
P ML IR P SEBEIR 1 378D D Te o Tz,

HRFzate) 2aTERETT,

@EWNF OB (ONO-4538-08

BIERIZESUR LIS B 5 (BRR A

BHEFEGIL 2224 B (91.7%) (TR B, A E OREBEBEPTE T WA ESR
G213 18/24 Bl (75.0%) (2B BTz, FEBLEN 5% EOEWERIZTRDO LBV Th-o

7
&2 FRBZN 5% EORIEA (ONO-4538-08 3UER)

ZREBIRYE Fi%x (%)

FEAGE 24 15

(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5

EEIEN 18 (75.0) 2 (8.3) 0
o3 Is e e

PR AR AR T E 6 (25.0) 0 0
H Ik

G 2 (83) 0 0
—fE - 2FEER L OGN OREE

[y 4 (16.7) 0 0
R ARES

iR 2 (83) 0 0
Rt KOsk E

BRI 2 (83) 0 0
MR g, FERES K OMiEhmbE

il 2 (8.3) 0 0
B3 K O kR

=} 5 (20.8) 0 0

& O FEIE 5 (20.8) 0 0

R IR Y IN & 2 (83) 0 0

B, KGR - BEO TR 2 6] (8.3%) . IFHEREREE 1 6] (4.2%) . T EAHE
161 (4.2%) KOHIRIRBERERES 7 61 (29.2%) 723
MR E (X7 v - NU—EERESE) | B E R RTEMEBRE) | &

10

RE
Wb, £z, FEMEMKE,



infusion reaction, 1 BUWEIR. FHEO GRS (FBEREIREGR, 2B, FRE
EE) | BER. EREMEESE. MO - B, S E O MRK. Lk, R, TR, B
FRRMRENE/ X AN T— e OV VR I NGB PR SR BER I X589 B v o 72, ARIWERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEMAFERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £E 194/205 1] (94.6%) (238D S, IR
BRE L DK RBIFR N E T 2RWA FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
#3 DTNODORETRIEARY 5% EOBITER (CA209066 FABR)

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #¢
(MedDRAV/J ver.17.0) 206 f1 205 91
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
B BRI E 0 0 0 23 (11.2) 9 (4.4) 0
M IR E 0 0 0 21 (10.2) 10 (4.9 0
H Ik
(EE 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0) 0 32 (15.6) 1 (0.5 0
GIT 34 (16.5) 0 0 85 (41.5) 0 0
e - 13 (6.3) 1 (0.5 0 43 (21.0) 1 (0.5) 0
—f% - REREER O S ERoREE
M) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0
FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H R KO ARk E
RAEiidR 12 (5.8) 0 0 3 (15 0 0
R R R E
SER 9 (4.4) 0 0 14 (6.8) 0 0
FRE3 L O PRk
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
St BN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5 0 11 (5.4) 0 0
F95 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
S EPE A 22 (10.7) 0 0 1 (05 0 0

¥, AFIBEIZ IV CIRVEMEMIZE AR 3 41 (1.5%) . KIEZE - O T 6 6 (2.9%) .
FREIES (77 2« N —JEGRES) 28 1 (13.6%) . ATHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . TR 4 41 (1.9%) . FRIMERERES 13 #1 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 BUHEIRYE 1 61 (0.5%) . EEEE DR GRS 3 5] (1.5%)
LS EIER LB (05%) e b, o, BIREE, WK, BIEMEE, K
% - RIS, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M i/ M4
SRBERIERR O B IR o T, ABIWEMFEBLRIUIEERES (FRRREMEET 2 51) %
BB RE R T,

11



@yFAEIFERER (CA209037 #BxR) 2

B EFLITARAIRE 265268 11 (98.9%) . ALFIEIERE 98/102 1] (96.1%) IT#D 5
AU, IRBRIE & DR EERN G E T E WA EFEFHGIIAAKIRE 199/268 5 (74.3%) . b5
FRIERE 85/102 1] (83.3%) 1C38 O BTz, WFNDRETRILERN 5% EORIWERIX
THROELEEY ThHoT,

F4 DTN OBETEEARY 5% EOBIER (CA209037 32ER)
B (%)

o VAS =1
T AT (LR
(MedDRAVJ ver.17.1) 268 {1 102 1
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 199 (74.3) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY o RbEE
25 ifi. 18 (6.7) 3 (1.1) 0 24 (235) 5 (4.9) 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
B A BRI E 0 0 0 20 (196) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9) 0
PR
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
A 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0) 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L OGN OREE
) E 14 (5.2) 0 0 7 (6.9) 0 0
g 82 (30.6) 3 (1.1) 0 41 (40.2) 4 (3.9) 0
5, FER L OWLE A GHE
HEATEE S S 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT #5n 14 (5.2) 3 (11 0 1 (1.0 0 0
AST H4n 15 (5.6) 2 (0.7) 0 2 (2.0) 0 0
T rp Bk A 0 0 0 7 (6.9) 3 (2.9 0
RN el 1 (0.4) 0 0 8 (7.8) 3 (2.9 0
i BRI 3 (11) 0 0 8 (7.8) 2 (2.0 0
B L OseEkEE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8) 0 0
PR bR
K= 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
B 3 (1D 0 0 10 (9.8) 0 0
A E N TS S ONH e
2% [R] 13 (4.9) 0 0 8 (7.8) 0
FRgF L O PR RRREE
Wi=BIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
Z95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
BEIR Bk 5 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B CRVE MR 8 1] (3.0%) . KIG4 - EIED T 4 4 (1.5%) .
MR 33 3] (12.3%) . AFEEREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [ MER 2%
52) 5 451 (1.9%) . FRIRRSHERE 2 23 5] (8.6%) . RIS fE=E 1 41 (0.4%) . infusion reaction

12



10 B (3.7%) . EHEEOREREE 1 6] (0.4%) . BER 2 B (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMBEERERE. 1 ANERW, SEEMMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTHBMEIE/ X AT — K OV M i/ NSO 1 2R B 7
IXFB O B o T, AEWERRBUR UL ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@ENH TFHER (ONO-4538-1735k)
AEFERITEH (100%) ([ZFD HiL, AHlE ORREENEETERVAETEFR LA
il (100%) ZR8D BivTc, FWHRNS%LL EORIERIITERO LBV ThoTo,
£S5 RBIEH 5% EDOREIER (ONO-4538-17 3BR)

LRE BRI B% (%)

FEAGE 30 f5

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITEHR 30 (100) 23 (76.7) 0
MgH LY o REE

S=yii 2 (6.7) 0 0
3 IsRE TS

IR R RE TR 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

BEELTS 2 (6.7) 2 (6.7) 0
El e

5K 5 (16.7) 1 (3.3) 0

T 16 (53.3) 1 (33) 0

] 2 (6.7) 0 0

L 4 (13.3) 0 0

BERPS 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—i% - RHREER X ORGSOk

55 5 (16.7) 0 0

PR 7 (23.3) 1 (33) 0

RAGPETRIE 2 (6.7) 0 0

FEEL 12 (40.0) 1 (3.3) 0
JHNEE R fR

SR e S 5 7 (23.3) 4 (13.3) 0

B 2 (6.7) 0 0
AR AR A

ALT 4 11 (36.7) 3 (10.0) 0

75— 5 (16.7) 1 (33) 0

AST 4/ 11 (36.7) 2 (6.7) 0

v-GTP #4/1 5 (16.7) 3 (10.0) 0

Y S —FHIN 12 (40.0) 7 (23.3) 0

IR 2 (6.7) 0 0

AT A Y RRT 7 2 —BHN 4 (13.3) 0 0
B L OsesEEE

&) T A E 2 (6.7) 0 0

&7 L7 v IsE 2 (6.7) 1 (3.3) 0

KT+ U 7 A e 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
B R 23 KO ARk E

RAEiiR 5 (16.7) 0 0
R R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
M aR, MOEREs & Ok

R M6 2 (6.7) 0 0
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B BIR R Bl (%)
FEARGE 30 f3
(MedDRAV/J ver.20.0) 4= Grade Grade 3-4 Grade 5
T A 2 (6.7) 0 0
F2 &8 KO THLgR R E
D FEIE 10 (33.3) 0 0
W5 18 (60.0) 2 (6.7) 0
iR INTR S IN A 4 (13.3) 1 (3.3) 0

7k PRERFETEOM (30.0%) | JTHEREM F 1461 (46.7%) . FRIREEREFEE 741 (23.3%) |

[V M it FE 341 (10.0%) | KAk « BEHE o T #3451 (10.0%) | B o 7 S P 3451 (10.0%)
T EAEREREE 201 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREREE, FIRMEERE, 14
PERIE, WES, BEAEMGIE)AE, AMZE - BlEZE . infusionreaction, DoAlZe. Ahdk. #Edk
I/ NI PSR BESR K OF R ITE80 e hno 2, ARIWERRBURDLIZBhEE S (K

MAMERE 2 5T) ZatE

@M/ AR (CA20906775R)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFEE312/31361 (99.7%) . A
B U A~ 7 HE308/31141 (99.0%) (258D B, TRERIE & ORRFEBENEE TERVARE
FGUIARK + A BV 5~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZ588 BTz, WT I ORETHRILEN %L EORIERIZT
RDOLEEBY THoT,
#6 WTNHIDBETRREREN 5% LOBIER (CA209067 HER)

AT R 2N T,

B (%)
DL YA
T RATA Y v T A TE) LT
(MedDRA/J ver 19.0) — 313 #1 313 4l 311 431
4 Grade Grade 3-4 Grade5 4= Grade Grade3-4 Grade5 4 Grade Grade 3-4 Grade 5
2RIER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN WA
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (45) 0 0
EELS 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
PNTS 40 (12.8) 26 (8.3) 0 7 (22) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29) 0 105 (33.8) 18 (5.8) 0
M PN HZIE 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
L 88 (28.1) 7 (2.2) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—f% - EEREER X O SEOREE
77 i 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT H4/0 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0 0 12 (3.9) 5 (1.6) 0
77 —EHm 23 (7.3) 9 (2.9 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST $#n 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0 0 12 (3.9) 2 (0.6) 0
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Bi%x (%)

Rt FATAEU LTI A eV LT
(MedDRA/J ver.19.0) 313 1 313 f 311 41
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

T X—C N 43 (13.7) 34 (10.9) 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
RERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
R L OsesEEE

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EH SR KO ARk S

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
ik 17 (5.4) 1 (0.3) 0 15 (4.8) 1 (0.3 0 9 (2.9 0 0
TR

FEIED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0

R A H 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9 0 0
SER 34 (10.9) 2 (0.6) 0 24 (7.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR

AL 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0

IR TR 2 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitilie 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkRE S

a L% 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0

9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR B IR E 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FIEE 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

B, AB+A Y A TR WD TR ESSH] (27.5%) . AFFERERE 10241
(32.6%) . HUARARHEREFREESTHI (27.8%) . BHEREREE 2161 (6.7%) . [HE MM 25

B (8.0%) . KAFZE « HEED FHI60H] (19.2%) . BEE DR EREE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 1445 (4.5%) | FER3MI (1.0%) . AM7e - B
22151 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5041 (16.0%) | T 514451 (4.5%) K& OVFR IR A% 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERWE, SEIEFEAE, O R & OV i MR S5 5T
FEITFRD B AR o T, RFIFE I TR FEE6601 (21.1%) | ITHRERE 2461 (7.7%) |
FOR IR RERE 4701 (15.0%) . BREREREE 3% (1.0%) | [IEMEMZEESH] (1.6%) |
R - BEE D FFI1661 (5.1%) | HEE OO J JilR 811 (2.6%) . T TR RERR Z 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
2200 (0.6%) . BERUHRMEIE/ S A /3F—2861 (8.9%) . AF4c2M (0.6%) M ONERIRIL
FRFERRIELF] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - B,
O AR e O PR i MR PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 2308 RE =T,

AR TIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2t Lo g
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFRIERIBIRBE 28 ] & (L2
BB RAEE 13 6 & O T, ZaMtIcUfE 2RIl o inol,
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DIE B[R AR (ONO-4538-21/CA2092387-54)

BEFGIIAKIREA38/45215] (96.9%) . A &' U L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBIRNAEE T E R WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7434145301 (95.8%) IZFRD BT, WM ORETIRILRNE%LL_EDEIEF X
TEROEBY THoT,

KT WITNLOFETREERN5%L EORIEA (ONO-4538-21/CA20923835%)

Bi%x (%)

EHES PN

HoAZE ARANRE A Y LT HE
(MedDRA/J ver.20.0) 452 3 453 {7
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

AEIER 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B HE R L OV AR ks

RAEfiR 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
5 PR 35 (7.7 1 (02 O 19 ( 42) 1 (02 O
H ks

T 110 (24.3) 7 (15 O 208  (45.9) 43 (95 0
D 68 (15.0) 1 (02 O 91 (20.1) 0
28] 29 ( 64) 0 0 46  (10.2) 1 (02 O
Mg 12 (27 1 (02 0 44 ( 97 2 (04 O
M PN RZIG: 24 ( 5.3 0 0 14 ( 3.1 0 0
NI DS 9 (20 3 (07 0 45 (9.9 34 (75 0
— i REFEERBLOE GO REE

I STHE 57 (12.6) 1 (02 0 53 (11.7) 4 (09 O
9557 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FE A 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR IR AR

U —EHIAN 30 ( 6.6) 19 (42 0 26 ( 57) 6 (35 O
ALT #80 28 ( 6.2 5 (11 0 66 (14.6) 26 (57 0
AST #4i1 25 ( 55) 2 (04 O 60 (13.2) 19 (42 ©0
7T 25 ( 55) 9 (20 0 14 ( 31 5 ( 11) 0
KRB LONEREE

AR 18 ( 40) 0 0 39 ( 86) 1 (02 O
PR R IR E

GV 44 (97 1 (02 O 79 (17.4) 7 (15 O
R L O THLfkREE

R NITRZ N 22 24 ( 5.3) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
95 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
R0 g, ERds KOMERRIE

I ] 15 ( 33) 2 (04 O 24 ( 53) 0 0
o WAk

R BB RR IR T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
FOPR IR A RE TTHESE 36 ( 8.0 1 (02 0 18 ( 4.0) 1 (02 O
IERLTS 7 ( 15) 2 (04 O 48 (10.6) 1 ( 24) 0

k. ARFIBICB W CREMEMZER 11 6] (2.4%) | BB RMRAE/ X 45 —48 f
(10.6%) . HNTHERERET 40 51 (8.8%) . FURMRBEREMET 91 f5 (20.1%) . #RiLFETE 83
il (18.4%) . BHEHEFRETE 6 61 (1.3%) . RIEHERERT 6 6 (1.3%) . NEAEHKERET
8 1 (1.8%) . infusion reaction1l f5i] (2.4%) . KB - EE O T 21 ] (4.6%) . &
FE D Rz R 5 41 (1.1%) . 1 AUBEIRNS 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF22 341 (0.7%) RO BNT-, F/o, HIEMEIE, Dk, K.
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o M /ISR PSR BRI . AR - Bl SRR AR FERRE S OB MERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIBEE SR (RARAER T 25 2Bt
Y,

1) Robert C.et al. : N.Engl.J.Med., 372 : 320, 2015 (CA209066585%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #5%)
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[ - HE]

ABNOREMEDENEET NV EFIH L=V I 2 b—2 3 1280 AA 3mgkg Xik
240 mg % 2 JAREIR TR G L 7ZBROARF O MG TIRES T Sz, ZORFR, AH
240 mg &G Lo BROgEEREIL, AH 3 mgkg b L 7CBROGREE & & ik U TRl
T ETRIENTZLOO, ERANBEIZEBOD THERMERHER I TV AL AE (10
mg/kg % 2 B CHE) TARFZEG LIZBEOBRE & & g L CRMEE =7 & T3
S (F2R). M2 C. BEROBIEC R 57 — 2 1C 5% | A% 3me/kg X% 240 mg
Z 2 AR TG L2 BRO A O R & & A M SUTL 2 & ORI 2 Gt 2 1%
BSUSTET VDREE S, BLBhElZ DWW TREID T /R, ERRo ML - HE&o
WA O EVEICHME R ER T W E Pl SN, -, EERAERAE BT
DT —HIZHAD X AH 1 mgkg XL 80mg &4 vV A~7 3mgkg & 3 ¥ MR CTH
B U T BROAHN O EE 7 & 22tk & OFE A a2 LUSE T VMR S 4L, %
BREIZ DWW THRE DM TN IR R, ERRO ML - HEOM TRt 2R T wn
EFPHlENnT,

K8 FRDOEKMERNT A—F

- Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51?1%.103) <15-22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglke Q2W (14;,9;19) (51.62T '739.2) (79.93),'?14) (33??232) (18421,1 ;13) (23$,7§86)

El:%'fﬁ (5%/ﬁ,95%1'ﬁ)\ QZW . zﬁFﬁﬂﬁﬁﬁﬁ%\ Cmax : *ﬂ@&’ﬂ_—%@%%‘m%qjﬂ%}ﬁx Cmind]4 : %ﬂ@j&’ﬁ:"fﬁlé"
A EICRT 2R PR, Cagas - FIEIFE5%140 H £ TOFHMEHIRE, Craxss : EFIRIEIZE
L‘)’é%%[ﬁl?%ﬁl:'ﬂ])%};f\ Cmin,ss . Eﬁ%ﬁﬁéi%ﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ:{kﬁgﬁ:ﬁbjéqzi@ml{%qj
W

F 7o ABIOREMEEYBREET LV EFHLZY I 2 b—3 3 {2k b | AHI480mg
% 4 FERENGE CHG SUIBEARR O ik « FH B TR U 72 BROARK o i o i B 23 et
Sz, ZORER. K| 480 mg % 4 HEMR TR G Lo EFIREBIZB T 2 Fim
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 H[E IR TEG L 72BED Cavgss
EHUT DTSN (FR) o E£7o. AH41480 mg % 4 BEHIHERE TG LIZBEOE
FARBEIC R T D@ MmiEFIEE (LAT. [Craxs) &9, ) X, AHI 240 mg % 2 [
[FIRE CHEG L72BE D Craxss & W L TRAEZ AT & TS N2 b OO, AARNBEICE
WTEARPENHER STV M - Ji& (10mglkg % 2 MR T#HE) TAF &5
L72BED Craxss & HIE L TIRfE AR & FRIS A (FR) . M T, #HomEEcs
5T =2 IHESE AKI3mglkg ((RE) F7-13 240mg % 2 HFFRE. # L < 1IAA
480 mg % 4 BN TG L 7=BOARK OIRTGE R & A0 32 et & o B % B
TAHRBIICTT AR SN, YiZEEICOWTRBM TR R, Lok -
M BEOR THIWE R VLSV 2RI Vv & TRl E vz,
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R AROEYBIE T A —F

ik - g Crax Cind28 Caved2s Crmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL) (ug/mL)
S meke @2W (35-52{ 7760-8) (16-25750-3) (21.321 ??3.9) (75.%){3171) (27.612,'107) (42.717,’?27)
240 me Q2W (513%Z03) (23é?§;1n (30222i19) (10§?354> (41%2?58) (62i?%87)
480 mg QW (105?207) (15%?174) (37ES§;8) (14?}?36) (272i?37) (62i?287)
10mehg QW | (146"30) | (s65152) | (ot 14) | (29.95) | (14303 | (36 97)

i (5%, 95%/5) . Q2W : 2B IMEIRE. Q4W : 4MEMIRIFE. Cumax : FIEIHE 514 O & HL1E i EE
Cumind2s : AP 51428 H B IZ351T 2 IR MG H IR E | Caveazs : PIRIEE G428 H B £ TOEE) M FIRE,
Crnaxss © JE T IRRBIZ T D i M5 TR, Cuinss : EFIRRBIZIT D HARIMIE FIEEE, Cavess : EFIRRE
(231 B R IE R EE

19



4. FEFIZOWNT

MR UIBR AR 72 MR i B (T T 2 5612, &GRS & U CERAuREA (45
) DL TNDZ &b, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDOLULENDD, £
O LT, EHRES Y X7 EHGHE (RMP) ([ZHD X AR O EIES 2V SUEE ~D ) 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A2 2Wr - K58 L, AFOBRGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7=, LLFOO~@ D3 X T &iiij= 3 Mizkic
BWTHEATL2RETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWVWTNNICEYT D ThHhH Z &,

(1) EAFHEREDIEE T 205 Vi REHEILRPE S G BT RDS A2 RE L AR P
HIIEEAS A RS BB AR, Mtk )s A 2Rl 7 &)

(2) FEEHERERDE

(3) HBENFIRA TG E T 20 AP (D AR RESEE ERPE. 25 AR
W wEE. S AR R R &)

(4) IRACFPRER 2GR E U, SORIER L RE2 IR | USSR b S ik ikt
2 ORERRIENEICLR D R 21T > T D ek

(5) PrEEMEREREAI T E BINR Ol R UEIZAR B i 21T > TV 2 itk

O-2 EMERGREOLSRRE K ORINE JEBURS OIS 03 72 ik & 5k & R S EE Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IGROBMEE L LT

BESNTNDZ &,

*

o [EEMEFFESE 2 FOUIMIMHEZE T L7212 5 FELL LD D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZERRIERE T ONHME %2
IToTCWVWBHZ L,

o [EARFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B EIEEE 2R O
KRR ZA L TWNDH Z &,

© BENOERFREEDOEHIZONT

RIS I B BT D RMEE N E S b, BERGSEN S OfFmE 0 A - %
IR OB P ORISR 5 E iRt AFFRNELE LB E OWE
. FRESNITT DN D IEFINE > TN D Z &,
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® EIERADIRITOWT
®-1 BWERRBEE O3 AH I B3 % B

B MERR B O EE R BITERA N RAE LIZBRIC, 24 BRRIR2IRIRHIO T, ik X
TEEE R 123 T, BB L7 BIERNCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, BEHITRISATREZRARI N E > TnD Z &,

@-2 EENEFEFICLAFBRNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, BEUHRARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURIRBEREREE . MEABRERE . MRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
gk, BEDOHR, SEIRERK, MEORERIR, WERFEE, OhEEE (OERE) -
RN < DEEEISNNGHESE) | ARZFEREE . IS H M, L) (Txf LT Yikhiisr X3l
BEZRBERE O BRI 2 5 EAN & U (RUWER OZWroxt s Iz L THRE R USSR
EZITONLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

psu]
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5. B#ExtpL s BE

(H2hEIC B+ 2% ]

O TREOBEIZBWTAFOFRMEN RSN TN D,
o ALFIRIERIGR K OBETER OARIGEIERANRE 72 TLHT/ IV ] SO L8 o v R iE

B

o SERUIRFZ Db/ M/ VI Y oM BAfEERE BT DI HEhERE
723, BRAFBEE AR Z 6T 5 BEIZH W TL, BRAFBFANC X 210K LB ET
HZk,

@ AH+A Y L~ TEREITCFIRIERIBIRORIGUIR A G 72 B R A S 2 55
& L=/ S IARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CTHMERRGES LTV D, 22 L, KA+ A B Y A~ 7 H5 & AH| B
5% bl U 72 RBRI 72 EHZ BV TR, PD-LIEBURILICE D A B Y A~ T D L3
HNRD R DBAN TR ENHFERPGELNTND (Tp2R) , 2o, Rk
GIBRARRE AR R R A B E 2BV T, ARl A B Y A~ T L OB O EG A
Wrd 23545, PD-LIEBRE* 2RI 52 ENEE LV, PD-LIEEEN1%LL ETH
D2 EDHER SN BE TRV TL, JRHL AARIEMER LSBT 5, k. BiIG
UIBRARE 72 M B RS 2 b R & U7 yiEsh o 1 #EEBR (CA209004385R) D =27k —
R8IZIH W T, (L FIERIRE BE &AL FRIEBEREBEE & ORI TARAI+ A U A
~ 7B O NECIE R ZRITIRD TR,

kARFIOBZWE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =t | 23&R ST\ 5,

(1) AJCC (American Joint Committee on Cancer) J#ilisy4e (55 7 i) (<33 < Gl
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[tz B4 5 F1E]

O TRICEYTHIREICOVTUIARIOREN LD L SN TWDE Z b, &5 %21T
DRI &
o ARENOEITIT R LIBBUE D BEERE D & 5 B

@ REATOFHMIZIHBW T FRRICEE ST 2 B IOV TR AAlO G ITHELE S 2

D, AOIREERPIUL A 2 NG EITIRY | HEREICAFZEHT 22 2BETE D,

o MEMMEEDOAH IO H 5 EE

o MR AR A CRVE S 2 58 60 D B K ONEENME O T B I g 2% S0 e i ¢
LEOICRIEMEA DD B

o HORERBOED, UHEMR7ZE L < ITHERMED B O k=B OB TR D
oraysecy

o EERBAEE (&R A 5 Te) O b HERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, BT &lFE U R EAERNHRZ AT D,

PRREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

BTRIEECHSOH DRI O Z LT T N TRHREIEDEEIZTE 2V, B O 50%LL B~y RA4ACl 27,

ROENTHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ CilaZd,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. I L THETREHH

ISAT OB %, BUEIR T8 EH DR T 2 BRFEICIE D & AR O Fpitk K& OV 1Ff#
DT OIZ B HE T L TS5 2 &

TR YENE D | B UXZE DFEIEICH IR OERRIEZ 553 L, [FE 215
TobEET5H L,

RIRCIBRARE R M R AEBE B W T AR LA ) A~ T L O ARG OF&
R 856, PD-LL BLR LMERT 5 Z ENEE LS, PD-LL FBLR R
TERWEAIIT, AFIE A B A~7 L OO 2wl Lz L cs
THZ L,

FREWEHO~F T AL MZOWNT

@

@

MEMEMEEN D LD Z ERH LD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, ik, FEEVE) OREFE M O X M o i, Bz -+
ZATH 2k, Fo. KBTS UTHES CT, Mig~—7—%0Ma %2 £t 5
Z&,

AFNOFE 1L EE D infusion reaction (2 2 CHEARHI 43Rk D T 5 U
i ZAT>7c L CRRMET 5 2 & £72.2 B B LB O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 28I 52 L, 703, infusion reaction &
FHLLIZGA IR, R TOBELOERD ERIZEIE T 2 £ CHRE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBEERH bbb Z B3 H DD T,
AHN D ¥ 5B AERT M O G-I I E IR N3 s RE R A (TSH. 1028 T3,
FERE T4, ACTH, =V —VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDONTGEITIL, BELEFRIIS UL
R 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl 2 B ns W 217V 18R D5
FOSIT X 2 BWER 2 5o 2355 1id, AFNORIE T I, R ORIE RE A
NEHOBRGELBETDHZ L, B, BIERERLVE L OFRGIZEVREIE
HOUGERFRD BV WIGEITIE, BB RE AV LISt o S i Fl o8 in
bEETDZ L

BeEAET %, BOEBI O AR L T LEWERDBET 2 EnbH A28,
AFNDOBEGRETZRICHRIEHORBIZ2IZEET H 2 &,

1 BUBE R (BIE 1 BUEIR S 2 2 de) b bbdv, BERPMES F 7o R— X
ICEBDZLENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
FlOF5E DY LEZITH Z &,
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o BHEMTZ. TS, ITHEREREE . TR, BLHERERDRHSDOND T ENH D
DT, EFIIFHERREZITV., BEOREL+SICBET L &,

o BEIMERNHOLDONDZ ENHDHDT, IROEF DAL T HERT 5
&, o, ROEFEDRED bNIGEITIR, HeNCEREREL X2 T2 X
IBFELIEET L L,

IR BIBRANRE 70 Bk BB BB T - 2 BRI, AR DERIRRBRIC W T, &5

BR&h6 3 7 AU, ZHBABEIL, 564606 1 FEMIL 6 JE 2 & ICG2MEDRE

flizAT > T\ Z L 2B, RAFEGHITEMICHROMREZITH 2 &,

AT ERE O MR R EASEEE ~OIFRMBIRE & U THEHT 2 BRIC13, AR ORIR

AR NT, 12 @ Z S ITHEIMEDOFHT AT > TWe Z &2 2B, KhAlkh

HIXEMIRIC VR OMEGR AT 5 2 &, B B MIBIEIE & L TR T 2561213,

AFNOEGHFIZ 12 TAETET D &,
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4h : A7V — A RREE 20 mg, 7V —RNAHEE 100 mg, T7P—
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ TR SHER I ~

ERR2 943 A (4Fn 548 3 AHET)
BT BE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIREGRE P4
4, FERIZDOUWNT P9
5. H&EGXREMDEE P11
6. WHIZEEL THETNEHH P12



1. IZT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICBET HIEWRSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFEE AN B AT SRR R O
NESFERNE N AR D ESB 22O o b EAERR LTz,

RG L I BEIS - A TR TR 20 mg, AT Y — R AT 100mg, 4
— R R 120 mg, A 7Y — R AR 240 mg (—i%4 =
P~ 7 (Bl FHH#z))

REERDMEUIHIE « TR UTEIREER 2 A9 5 FHSHA

REERDMERONE W%, RACIT=AL~7 (B z) & LT, 1 [ 240mg
Z 2 BRGSO 1[0 480 mg % 4 AR RIFE CAGEEET 5,

B3E IR 5E ¥ F  NEIRG TEEASH




2. AHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FAGEEE 120 mg K& OVNE SR ERE
240 mg (—f%4 : =R~ T7 GEE M), LT, TARA) Lvd,) ix, /NERSES
TH#MASLE AT Ly 7 24 (BIT7 VAL <A Y —X A7 A7 (BMS) th) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L, U SERICIEINES 7L B R LTV o REROIEME L IRRE %
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEGMHRICI TS PD-L1 OFBLLIEOEF
HIM & OMICADOHBEBFR & 5 Z & HE I TWn5 (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBIRRN 5 & DHE S & % (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5PE T Miia oM &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A e T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S Z EI2X 0, BDATURFFRN e T MlROIE
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 Lo & MfF S,
SHSE I B A kPG & U TR IRERIR & 520 L 20 Lt QBB ER R S 47z,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
EDFREMEDN & D, AARIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
EI7RERIZ I 21T\, B ORIERIRIC K D RWER MDD AT, IR AR L
U FI OB GO YR LE AT 5 LERD D,



3. BB
BR LR RERE 2 A 5 IESA R O A& GRIRFIZ3l 2 1T - 72 T 72 B R B O ilok &
ZNE IR

[ 2hE]
[E B[R 25 AR RER  (ONO-4538-11/CA2091417 5% )
7T FFRUE 2 G LR T %0 6 H ISR 28T UTH RN RD bh
7= ARIE B B D ST E DG & 72 & 72 W T/ IV o0 SESE SR R S R 28 5361451 (H
ANBE2IH 2 G e, AFIRE24001, xPREE12161) Z %512, RS ERIASEIR L1z
B (AP PLFH—h, FEZFEALNTEY X ~T) 23R E L TAHFI3mgkg%
23 M IR CAMEHE L7 & 2 OFIMER VR Z2RET Li-, TEFEE THh I e
AR (BLT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] 1 A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI H BRIt R 2R LTz (N — RE0.70 [97.73%(5
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .
*1 ARG B ISR DAL F R BR 4 & e,
*2 s G b SIUIRREALIL, CIE, - AR R OEEE,

1.0

—- KR
-k~ X EREE

0.9
0.8
0.7
0.6

Rt HF

0.5
0.4
0.3

0.2 e

01 7 O,

ool - _ - -
0 3 6 9 12 15 18
at risk# £EHM ()
AFIB 240 167 109 52 24 7

xR 121 87 42 17 5 1
K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 3R5R)




(PD-L1ZEBLR LB O A R0 K OV 4 ik)

EFR I E 2 MAEFRER  (ONO-4538-11/CA209141785R) ICEAAN BNT-BED S b,
HEISAHAR I W TPD-L1 2 3 8 U7 AL Y b 5 E1A (LR, IPD-L1F&HLHE ] L
V) IZEHT DIERDE LN —EOBE DT — X ZHS & PD-LIZEBLERBNTHEREIC
RN AT o T- A INER O LB DFERIZILL T DO LB Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG I B L IZIERROFE R TH 72 (F
<),
728, PD-LIOFRBRIZE T, AKFOLEMNT w7 7 A VITREETH -T2,

[
o
S
i
15
1<)

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
] 60 - & 60
S [
g =
40 - =2
i T
20 - 20 -
0 T T T T T T T T T T T T ) 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
24FHE(A) 2EFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 1 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" O+ nvestigator's Choice (events:60/63), median and 95% Cl: 4.7 (3.8,6.2) w0 nvestigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBR D PD-L1ZEER | TOOSD H T #2E T+ 0 —T v FF—F D
Kaplan-Meier fi##
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEM)



[Z4tE]

[E B R MARGER  (ONO-4538-11/CA20914175x)

A ERHERIIAKIRE229/236/1 (97.0%) K O RAE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X WA EFGUIAAKIREL39/236/%1 (58.9%) | xtFREES6/111
Bl (77.5%) (2380 LTz, FEEENENLL EORIERIZI TEO L BY THoT,

F1 REBEEN5%LL EOBIWEA (ONO-4538-11/CA209141308R)  (REVEMEITHRE)

B (%)

g0l 40
F A XITRTE
(MedDRA/Jver.18.1) 236 ) 111 f
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIVEH 139 (589) 31 (131) 1 ( 04) 86 (775) 39 (351) 1 ( 0.9)
MK L OV /R bEE

E=iiih 2 (51 3 (13 0 18 (162) 5 ( 45 0

Uit BRI E 0 0 0 9 (81 8 (72 O
B IEmEE

THI 16 ( 68) O0 0 15 (135 2 ( 18 0

G 20 ( 85 0 0 23 (207) 1 (09 o0
mESE7S 5 (21 1 (04 O 10 ( 900 3 (27 0

Mg 8 ( 34) 0 8 (72 O 0
— % 2 HEEL IO GHNLOIREE

0 i 10 (42 1 (04 O 16 (144) 2 ( 18 0

9 55 33 (1400 5 ( 21) O 19 (171) 3 ( 27 0

RERE D S A 3 (13 o© 0 14 (126) 2 ( 18 ©
7R

(NN 4 (17 O 0 6 ( 54 0 0
(NCIPSENOES o =i

RARE0E 17 ( 72) 0 0 8 (72 0 0
PR R M

KM= —m 3T — 1 (04 O 0 7 (63 0 0
B O T ARk

it 2 i 0 0 0 14 (126) 3 ( 27) O

B LI 7 (30 O 0 10 ( 90) O 0
FOEESE 17 (72 O 0 0 0 0

S 18 (76 0 0 5 (45 1 ( 09 0

7pde. MVEMERIZEE 7 61 (3.0%) | BRECTRARIE/ X A F—5 ffi] (2.1%) . JFi%ne
[ 5 1 (2.1%) . FURBMERERETE 17 61 (7.2%) | #hikksEsE 7 61 (3.0%) . Eiknel
FH 1B (0.4%) . BIBRESE 161 (04%) . FEAERERES 2 41 (0.8%) . HRMIEIER
JiE 1651 (0.4%) K N infusion reaction 3 {51 (1.3%) 23i8& b7z, £7-. HIERHESIE,
DR, hde, KRB - EHEO TR, 1 BRI, @ Vel MO MEEEBE . T,
e - flilES, BEEORERESE, 5E 5 BERKVEEDORERFITRD broT,
AREWERFE BRI E S (BRMRAEM R T 25Ty 28 BEHEREZ T,



[ - HiE]

AR OREAEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EN S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg %G LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
% - & (10mg/kg % 2 B CRE) CAAIZ G LzBEOugE & & ik LR H
o LRSI (FR) AT BEOFBEICE T 527 —Z 15 E | KA 3 mg/kg
(REE) 0% 240 mg % 2 WG CHG- L 72 BROARRF| OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRI,

R 2 FHOKYBE T A—F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51?1%.103) <15-22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.62T '739.2) (79.9(;),'?14) (33??232) (18421,1 ;13) (235,7286)

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE, Cimax @ FIIEIER 518 O fig i L P IREE . Crinars : IAIF 51214
HEIZBIT 2 BRMIE IR, Cavgas : IR E#%14H B £ TOFHMIEHIRE . Cmass : EFIREBIZE
T 2 B MIE T EE . Crnings 1 EFIRRBIZ I 1T D B ARG PHLEE, Cavess 1 EFIRIEIZI1T 2 KA1 1% o
TepE

Fo AR OREFEYFEET LV EZFH L2 I 2 b—3 3 /280 KK 480mg
Z 4 BRI TG S IBEARE O L - &% TG L 72BR O A O i I B A3 fss
Sz, ZOREFE., K| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 Fim
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 H IR TEG L 72BED Cavgss
CHEUT D LIS (FR) o /2. AHAI480 mg & 4 MR TG LIZBROE
FIRRBICB T D MG FIRE (BLTF., Craxs) &9, ) 1&, AAl240mg % 2 i [H
[FRR TH G LTZBRD Craxss L B L CREfEEZ R T & TFRISNIZ DD, HARNBEIZE
WTEABMENHER STV D M - JI& (10mglkg % 2 BRI THL) TAHFIZ &5
L7ZBED Craxss & 0l U CTIRE A 7R3~ & FRIS L (FR) o X T, #EOREEICE
Fo 7T =D&, KK 3mglkg (KE) £721% 240mg % 2 ERIHIRE, 4 L < I3AA
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 32 4t & o B % By
T HBBSIEET ABERE S, YR OV TRFEIMTh R, Eiio ik -
REOM THREL LI 2R IT 0 & PRI S iz,



R3 AROEYBIE T A —F

A - R Crnax Chind2s Cavgd2s Cmax.ss Crninss Cavess
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (png/mL) (pg/mL)

3 meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (75.%){3171) (27.612,'107) (42.717,’?27)

HOme W | s 1-712"103) (23-33?.539-0) (30.‘5'670.9) (105354) (41?57,'21358) (62.11(,)9187)

480 mg QAW (105307) (15.25?17.4) (37.?)?';)4.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (14é,9§22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 ;‘03) (232,7277)

i (5%45, 95%5) . Q2W :

2UERIIIE. QAW : 4TEBIMING. Cumax : #IEIH% 555 0D fig v L35 PR E
Cumind2s : A 51428 H B2 2 IR MG H IR Cavears : FIRIEE G428 B B £ TOE) M FIRE,
Crmaxss © EHIRREIZIIT B fcim MIE FIRE . Crmings : EFIRIBICI T D IR ILIE FHEEE . Cavess : EFIREE
(2R 2 R i R



4. FEFRIZOWVWT
RS & U TS (BFFHE) g o Tnd 2 &b, Yikiid 4@
IZETXDIER THOIMNERD D, TD LT, KF OB #EY) /2 BE 2720 -« FF
ﬁEIJ\ AHNOBEHIZ LY BEELRRWERH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OWTIIEY T IR THD Z &,

(1) BEAFBRENEET 503 A2 REEEILSRBES (FE RS A BRI AR L
I A3 A2 B EEIL AR T, MBS ARSI R &)

(2) FrErERERRE

(3) HEAFIRAHEMEET D03 ABFOEEERRE (DA BIEEEIRERPE, 23 AR
W 1REBE, 2 AR e &)

(4) FMRALERIER 2508 U, SMRIER L RRIE2 IR | U SRIES LA ok
2 Ok FEAEITSR D JR H & AT > T 2 Mk

(5) PUEMERER AL & BRINGL O il % FE B4R B B H 21T > T D Jifi

O-2 A DAL TR E L OVEIE R FEBLIRE OO R 43 72 Fnigk & #85k % B¢ D 1= fifi S
ITHEEHERT (FROWT TS T D EM I HERER) 23, 4% R oA A B
TAHREOEMLE L LTRHESNLTWSZ L,

7

o [EAIRFFESE 2 FOMMINMEZE T L72RIZ 5 L LR AIRROERIRIHE 2
ToTWHZ &, 55, 28U L. WARYREL L LIZERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 L1 L H SRR EI O B R
WHEZAT->TRY, 26, 24ELL R, 23 AFEMIREZ & O IHSEEM R 2R O
FRIRBHEZ1T > T D Z &,

o [ERNRFFUTERHEMATTIUSZ OYENHE AE T L7c#%IZ, 5 FLL Eo 0 pEsF
DEFFRIHMEZIT->TEY ., H b, 2HEL T, DAL Z ST OEARIO R A
RFEDOBAIHEZ I T>TW\WDH Z &,
ﬁﬁ AFNC X DIBRICBWTCIIEWER 502G HE 24 570, BEDIRE

(ZY 72 2 HWRHEMIE EOROWT IR TR 2 7= RN (GESEEE Ok
K ORIE RS ELRE O XIS o 22 ik & 8k 2 e D [ER) & OBREEED L &
WZ2RT 52 &,




@ BNOERSEREROEENICONT

R S e BT G 5 BT L S, BB D O N, A - 72
S 0D BB N O T 51 BRI 51T R 2 IR0 A S e L
A DU RS, SRR B KB - TV B = &

® BHWEH~DXIRIZOWNT
@-1 MRk 5 EH:

FVE MR B O EE R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
ISR IZ VT, B L2 BIERNIZIS U CARRE B R O CT ZORIWEH OFE RN &4
BIRRA DR RS Y A FIG O, EHICKHIS TR RSN > TWnD Z &,

@-2 EREFE L DAEERMCICET2EHS

DN AR Z B 2 gk M O e 2 B3 D R HE N RIERH T =21V 7
EEDEROA 7 ) —= T HATOEIRE L IG#E IH TE 5 F— LR 2
SN TNDZ L, B, BEEEIZCOWT, DABRE EZOFRICHSICEmEnT
WhHZ L,

@-3 BEHEADZWroX N LT

RIWER (REMERZEEISI X, BEIEMGEDAE, (DR, Tk, B RARE, KBK.
NS, EEED TR, 1 AUBERIE. BUERTI. IFAR4. NFHEREREE . IR, B brEins
K. FAIRIBEEERE S T ERMAMEREREE, mhiklEE, BEE, RIEEE, MRk, BEEOKL
fEREE . FRRIm i ZEFRE, infusion reaction, EEEE7fMukPEE, MERE BIEMERE, FEl%.
g, BEDB R, SE IR, WMEORERIE, WIEREME, OEEE (LEmE) -
IR « D= PEAMGHEE) . JRIFERES . MRS, BEFLAE) 1Tk LT, Mz Xk
= B D BEFME A A D A &8s U (RIVEH O Mokt 2B U CTHRE L USCHR
BT ONAERMEICHLZ L), EHIZHEURAENTE KN ESTnND Z L,

10



5. BEXB LR HRE
(BB 3 2% FH]
O 77T A G FREROH 2 BE BV TAAOFIEN/REN TN D,
©  TRLUUCEZY T 2 BEICKT 2 ARA| O G K OME A FIEIZ DV TR BKFIOA ZhEN
NS TE LT, AFlOREGRRE B0,
o TIFFRHNEGTALTIIEI X DIRERE O I W EE
o INRmBRIE
o fhoOPUEMEES L OFH L TGS BHE
@ AANZIEFEEILFE S MAERERIZ W T, EERITI W THRBERIZ ST L CTHEMED R
RESALTUW D23, PD-L1 BELRIZ L O GRMEOMBEM N2 D Z LSRR SD 56 R
DELINTWD Z b, PD-L1 FEBLERE* R Lo B CAFI O H IS O] 2
THZENLEE LV, PD-L1 BHERN 1% THDH Z ENMER SN EBEE B
TIE, AR OIEHREIRIE S BET 5,
kARFNOZWIE L LT, W5E4 : PD-L1 IHC 28-8 pharmDx [# =] 2KBREN TV 5,

(AP B+ % FH]
O TRIZEZY T LIEFICOVTIARFOERGENEZE SN TNWDL Z b, &5 E21T
DR &,
o KA LBUE DB D & % B3
@ BEATOFIIC ISV T FRICE S T 2 BH T OV TR, AR ORGIIHESE S e
DS, AMOTEPRPFUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,
o MEMMEREDOEHXIITITEDH 5 EHE
o R AR A CRVE R 258 6 D B K ONE B 0D Sl i i 2 <o i Gt it ¢
FEOMICRIEMEZEAR DD B
o HORERBOGOF B L < IEHFMEO B g kB OB TR O
b 5B
o g CE MMl REZ Ee) Ob 5 R
o OB IIBEE A AT D EE
»  ECOG Performance Status 3-4 "V o> i

(ED  ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, BT LlFE U R EAERIHRZR AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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BATHRECTHSOF DY O Z L3 < TAFELEAMEREIT TE R, A 50%A Eid~y R Tl 27,




6. BEZELTHEETREFIH

I SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FrE K OVl (Ef#
RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B XX Z OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

PD-L1 B SRR L7c L CARBIOE G Al B 2435 Z L 32 F LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & 2 @O HWr L7 Ecib5T 5
z,

FERBIERO~RT A MZONT

@

@

MEMEREEN D bbb Z ERH LD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X S 0 FEhess, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MG~ — I —FDMm&x FEh+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFI 3 22kt D T 5 U
f&AT > 72 LTt 2 Z &, £72.2 [ H LABE O A 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH K OARA G T #IT A Z v A
CERRET %, BEORBEL 2B T 52 L, 70F, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI BRI E . TRAEERET R ORIBREERH 5O Z RN HDH DT,
AFN D ¥ 5B hERT M O G- B T E BRI N0 sk RE iR A (TSH. 1028 T3,
FERE T4, ACTH, =Y —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b Dk R R IER R
NHLOLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & R BR 2 Re O Al & i U Cli bl A BRI W 21TV IR DS
FOSIZ X 2 BWER 2N g0 23551 21%, ARFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl o8
HLEET D,

BT %, ORI S8 AR L T LEWERDBET 2 Enb D729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE | BUEIRS &2 2 de) b bbdv, BERPIMES R 7o R— X
ICEBDZENHLHDOT, Alg, HEl, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBN DN -G ICITEGEZ R L, AR )
FOFGFEDHE) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{LMRE RPN H LoD Z &R dH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET52 &,
SEIERNH LIS Z LD DHDT, IBRORE OF A EHICHET 5

12



L, Fe IBORENRD bNGEITIE, EONERBEEZZ2 T2 X
IBEEEETL L,

® ABIOERRBRICBWT, BEBRBENS 9BE, LT, &E5BGENS 14

MZ 6 M = L ICH DB 21T » TV 2 & 2B B, ARG TITEN
WZEWROMERZIT O Z &,
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR7E4 « A7V — A REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ R e o ~

Y2 944 A (4% 54 3 AKET)
BT BE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P4
3. ERIRRE P5
4, FERIZOWNT P17
5. H&EGXREMDEE P19
6. WHIZEEL THETNEHH P21



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, 6T, TEORFREMOESRIC LY | FUREZS e & OHH0 7 8RR
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICBET HIEWRSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
HROEEFERE T,

I, RIA BT A %, MSIATBAE NEIE G BRI OHE, AR ANRR
BRI s . — AR R N B ARER IR R 2 e OV BN B AR RAFH 2 O
Job EERR LT,

RGe L I BEIRS - A TR T 20mg, A7 Y — R AT 100mg, 4

— R 120 mg, A 7Y —R AR 240 mg (—ik4 =
A~ 7 GBIGFHHEZ))

REERDMEIE ARG OIBRAEE TR 0 B MR e

WG ERARMERORE  @E ., RAICIZ=RL~T GBIE TR Z) & LT, 1\ 240mg

Z 2 MG S 1 0] 480 mg % 4 3 [ RIbE C AT 5,
ARV F =T LT 25613 @ RAZ=R v~ (8
faf#Hz) & LT, 110240 mg % 2 3@ REIRME X% 1 5] 480 mg
% 4 B IR TR YT 5,
(L ZIRIERIBIR O RIRUIBR AR RE UL SR O B Ml ey 126 L C
AV A~T (BB EOHHT 8581, @E. A
=R ~7 (s z) & LT, 18240 mg % 3 ¥
fRCA4EEREET 2, 20%, =AL~7 (BIEFHfZ) &
LT, 1[a1240mg % 2 JE RIS 1 [B] 480 mg % 4 HEHE][FIRE T
RIHEHET D,

B I OB ¥ DB TS
(23%)

BB D AR AT 4 7 ABE20mg (— 4 WA TF =T Y TR O%)

RESUIZNA, REL O &

ZhRE SIS AR EIBRANRE SUTER R oD B Al e




REROHE =R ~7 (Bafz) 0T 2580, 8%, A AT
yF=7L LTI H1IE40mg 2 ZE GRS O35, ek, BED
REEIZ LV EEREET S,

AR BT D v — AR A ST ERENR SOmg (— %4 A BV A~T (BB THHEZ))
DRBESNIEN R, TEL O &
ZHRE TN R ARIBUIBRANRE SUTHE RS M oD B M e
MEKROHE =R~ 7 (BiorH#az) Loffficisn T, E\HE. EJU\ [ =
VAa~<7 (BaHiz) & LTl mgkg (KRE) % 3 HEREMET
4 [BETEEET 5,



2. AHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FLAGEEE 120 mg K ORI ERE
240 mg (—f%4 : =R~ T7 GEE M), LT, TARA) Lvd,) ix, /NERSES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
FONPD-L2) LA L. U v SERICHIEIE S 7 2 AniE LT U v ERoiE M IR EE &
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEGMHRICI TS PD-L1 OFBLLIEOEF
HH & OMICADOHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARRN 5 & OHE S & 5 (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5PE T Miia oM &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A e T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S Z EI2X 0, BDATURFFRN e T MlROIE
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
R R A xS & LT BRI ERBR & TEhE L A e Ak R OV e S vz,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
D RS D AAIOB G RO 51T, BHOBEE HITV. BESR
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
LI2RBERIB M 21T\, B OSRERIGIC X DRIER A SN 5 5A121E, RIS R E AL
L HI O 55O YR IE 54T 5 LB D B,



3. BB
FRIBYIFRASHE XX ERFE M 0D BBl fages D A GRIRE I Z RFAl 2 1T - 72 5 72 B AR 3R D il &
ZNE IR

[ 2hE]
DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (TF o TF=7 A=F =7 VI Tx2=T,
INYRN=T ) AT TRIEIE A A T D AT SRR 0D 38 I R R el e AR
821 5l (HAANHBRE 63 fflaGie, AHKIEE 410 ], =11 U A ZFE 411 ) 26, —
R AAERRE UCTAA] 3 mg/kg % 2 MM CalsiE Lz & ok OV
BYEZ R Lo, REFHMEEE Ch 22 (BLT, T0S) v, ) (hifiE [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U A AFET 1955 [17.64~
23.06] W HTHY | AFFET=1 Y AZAFEK UREHFIICAEBERIER 2R LT (N
P— R 0.73 [98.52% 548X [H : 0.57~0.93] . p=0.0018 [&HI log-rank fRE] . 2015 4F
6 HIBHT—¥ v A7) |

1.0 B
0.9
0.8
0.7 e

. 0.6

iF 0.5
* 0.4- .
034 e

—A— AHIE
e IO LA

0.2
0.1+
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ETFEIE (B)

AHIEE 410 389 359 337 305 275 213 139 73 29 3 0
INOVLZEF 411 366 324 287 265 241 187 115 61 20 2 O

1 OS O REfENTRD Kaplan-Meier Hi#R (ONO-4538-03/CA209025 3ABR)




F7-. BARNIBSHER 63 i (ASHKIFE 37 i, =~ U A ZHE 26 f5]) @ OS (FFfili [95%
EHEXRE] ) 1%, AFIRET 27.37 [23.62~NE] 7 H, =X Y LA ZFETNE [NE~NE]

HHTH-T= ONF— FE 150 [95%(53E XM : 0.49~4.54] ) .
* o HEERRE (BAF. [AAR)

1.0 -
0.9- '
08 - . e CRIED =« 63D O
0.7+

s 0.6 - —A— KEIR¥
T—‘?— 0.5 - @ I/\“D'JL\Zﬁ

$0.4-
0.3
0.2
0.1
2 e e B e T e O,
0 3 6 9 12 15 18 21 24 27 30
at risk24 H7FHARE (B)

AHBf 37 37 36 35 35 34 24 16 8 4 0
INOYLREE 26 26 24 24 24 24 20 15 9 3 0

2 BARANEMIZRITS 0S O EENED Kaplan-Meier B
(ONO-4538-03/CA209025 #Ex%)




QEFEIF S MFHRER (ONO-4538-16/CA209214 7 5#)

(LERRIEARTREE™ OMELTHE U TR O W T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AU LYY BEEHEEZ) OFH CUF, TRA+-A ) A=T ) L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTEA+A
U b~ 7 O IER O 2 et U, TERHMETE H Téd % International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 9, ) U A7 535E2 @ Intermediate % OF Poor U
27 OEE RF+A4 Y A~ T4 F, A=F =78 422 ff]) 12175 OS (HFfE

[95%(E4EIX ] ) X, AFI+A U A~ THET NE [28.16~NE] W H, A=F =7}
T 25.95 [22.08~NE] ZHATHY ., KHl+A Y A~ TEITA =T = 7R LR
WINCHBERIER 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
A log-rank #5E] . 2017 4E8 H 7 HT—4 1w A7)

*1 o B ST 2 R HERIEOIRREN e WBE, 72720, LUFOSAITYZRIGEEBICE O,
SERYIRR AT REZ2 B A 1%t LT 1 BB OTAT USRS ABIRE (7272 L, & N IEFER 1
(LATF. TVEGF) &9, ) ML VEGF B AER & LA ZER] D MAT S0, 2oflf
B IR H B E O R G056 1 A UL ERRIB%ICER L HE
*2: Al 3mglkg KHE) &A1 BV A~<7 Imglkg ((KE) 2[R HIC 3EMMNET 4 [BLRREHE L7,
AHKl 3 mglkg (AE) % 2 AR CAEMEEE L, fERESEICBV T, A& 2 &Ik S
L., AV AT IEIARFOBREGHKRT S 30 5L EOMREE BTG 2Bt LT,
*3: LLFOO~@DWTHUC %Y LAaWEAIiE Favorable U 27 1 X 2 THH AW 7- A 101X
Intermediate U A7 | 3EHLL L&/ 3 HA 121 Poor Y 27 & Sz,
OB HITE & 2l S Ch B ASTRBR O EEMEA BN £ C 1 4K, @Karnofsky —fiIRAE 80064,
@~E S 1 B UAEA I TIRA, OWIER OV 7 MED 10 mg/dl 282 5, ©F P EkE
FEVEE ERAHE 2 5, @i/ MO EHEE LR EE X 2

1.0 F‘x
0.9 }—‘x“\\\
0.8 o, S,y CBSy
3 > T,
s 07
2 e
A b e—
= 06 - Y -
< N-)
S os Tae T >
S
&£ 0.4
o
§ 0.3
a —_— ALY it
0.2 —mmm  A=F =TI
RO 4TRID
o
o‘oi" T N T T ————— S —
o 3 9 9 12 s 18 21 24 27 30 33
Overall Survwal (Months)
FR+AL) =T 425 399 372 348 332 318 300 241 119 44 2 o
Z=F=TE 422 387 352 315 288 253 228 179 89 34 3 o

X3 0S OHEfFEITE O Kaplan-Meier Hig (ONO-4538-16/CA209214 #A5R)
FENTRIRER : Intermediate XU Poor U 2 7 BE

7



72k, EBEILFEH IR (ONO-4538-16/CA209214 #ER) (23 C, IMDC Y 27
7FE7N Favorable U A 7 O B X F HWAHITE H OfEATRHGEER & Sviedo T, ikl
BRI A AN S 372 Favorable UV A7 ORBRFEOT — XTI & RN 21T 72
R, AR+ AU A TR L CA=F =T HTRFRERME LTS (T

X))

10p—=x "~ e

0.9 —— HRL . ) ——.
0.8 '

0.7
0.6
0.5
0.4

0.3

Probability of Overall Survival

0.2 —_— AR A Y AT
_____ cR=F =T
0.1 OKUA : T8I

0.0

T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

FH+A T 2w TB25 124 120 116 m 108 104 98 78 27 2 0

ASF=TE 124 119 19 17 114 110 109 104 B4 32 3 0

4 OS DHRfFHTED Kaplan-Meier B (ONO-4538-16/CA209214 $XBRk)
FRMTRHEEER : Favorable U 2 7 B8

QEFEILFF MARAER (ONO-4538-81/CA2099ER 7-5%)

{EFFIEARIGIE ™ OHEITIE S TEERBNE 00 1 B I R AL B i AR 651 151 (H AR AR
46 Bl Ede, AR F=TPH (AT, THRAI+ IR F=7] Lnd,) 2HE323
B, A=F=T7HE328 %) HZXIBIC, A=F=TERE L TARK+ IR F=70
HEMER LM Z R Lo, BEFHMEEE Th 2 WA (PRl [95%E4
X)) 1, AFI+ DR F =T RHET16.59 [12.45~24.94] B A, A=F =TT 831

[6.97~9.69]1 W HTHY ., KK+ IRV F=TRIA=F = 7K LIEEHEHIC



BIIER 2R LT (O — REE0.51 [95%(5#EX M : 0.41~0.64], p<0.0001 [&5] log-
rank FE], 20204E2 A 2 HF—4h v v 4 7),

*1 BRI $ 2 BHFHEOIRRIEN RV EE, 72720, LUTOBEEIT YR EREICE D720,

SEAYIER AT HE 72 B AR (o % U C 1 R O I e i BheE (7272 L. VEGF Xi% VEGF %
RIREAER & LT3R 2 B < ] DSHEIT 2. D oMini It B O B k& 575 6 1 A DL

RS ICER LGS
*2 0 KK 1[0 240 mg % 2 AN CAMBEEL, IR F=740mg % 1 A 1EREAOFRLE LT,

15

e

=

at risk#{
hRFoF_JH AR
A=ZF=TJ8 328

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0.0

323

St —A— HRYUFJGHRE
e RAZFZIH

T e L e B B S S B A |
3 6 9 12 15 18 21 24

RIBELFHME(A)

279 234 196 144 77 35 1 4
228 159 122 79 31 10 4 1

5 EREAGZHIRE (BICR¥HE) @ Kaplan-Meier HifR

(ONO-4538-81/CA2099ER &)



[Ze4tk]

OEFEHLFEFE MRS (ONO-4538-03/CA2090257:457k)

BERFGUIARAIRE 397/406 61 (97.8%) . =1 U A AR 386/397 i (97.2%) (272
DAL, TREREE & ORRBRAGIE T E RWAFHGIIAAIRE 319/406 5] (78.6%) . =~
= U AR 349/397 i (87.9%) TR HALTZ, WAL DORETIILERD 5%LL Lo gIE
HIZTTEROEBY ThoTz,

#£1 WTNLOBETREARD 5% EOEIER (ON0-4538-03/CA209025 3AER)

s . B (%)
ﬁg’jﬂiﬁiﬁ FITE Ty L ARE
" 406 1 397 5
(MedDRA/) ver.18.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)
MEB LY R kEE

B 1 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
W WREE

FOIR IR FE REAR T E 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

{5 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

D 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

A% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f% - BHEFR L OGN ORE

1 7 0E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

95 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KB JNE 11 2.7) 0 0 75 (18.9) 12 (3.0) 0

RAH PV 17 (4.2) 0 0 56 (14.1) 2 (0.5) 0

FEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
IR A

M = L A5 m— L HN 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

Mz L7 F= 8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
e KOsk E

B L AT a—LISE 2(0.5) 0 0 29 (7.3) 0 0

=ik 9(22) 5(1.2) 0 46 (11.6) 15(3.8) 0

#w Y Z U %Y RifjE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
BB & O A RkEE

RAETR 27 (6.7) 1(0.2) 0 14 (3.5) 0 0

5 PR 23 (5.7) 0 0 5(1.3) 0 0
PR R PR

S Yo 11 2.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR SR, MERES X OVithRkEE

MK 36 (8.9) 0 0 77 (19.4) 00 0

EF-% IR 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

ARSI 3(0.7) 0 0 41(10.3) 0 0

Jififlige 2% 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB KO Pk

SIERR G 2% 12 (3.0) 0 0 20 (5.0) 0 0

B R 26 (6.4) 0 0 33 (8.3) 0 0

FEE - IR A EAE R 4(1.0) 0 0 22 (5.5) 0 0

% O FEAE 57 (14.0) 0 0 39 (9.8) 0 0

b3 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

7k, MR 19 B (4.7%) . 525 1B (0.2%) | AEECTHRliRE/ X 4/ XF—56
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Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BEER 1461 (0.2%) . FFHERER:
X 46 B (11.3%) . TR 141 (0.2%) . HURIRBEREREE 34 1] (8.4%) . ffefzEE 55
Bl (13.5%) | BHERERETE (RS RIEMER %) 28 ] (6.9%) . RIBHAEREE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDLEREE 4 6] (1.0%) . T EMAEHERE
fE 2 B (0.5%) . BEZ 16 (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, ERERVEEAE, OFRAR. e MRS ESRBES . IS « BEREA M OVFRIR f s €
FIEITRR O BV D o T, AREIWERRBBLR DU E SRS (BRAMEERE L ET) 25
DR AT,

@EFE LR MFEFRER (ONO-4538-16/CA2092147857%)

HEERIIAA+ A BV L~ 7R 544/547 1] (99.5%) , A =F =7 Hf 532/535 141 (99.4%)
IZRO DBV, IRRIE L ODRRBRDEE TCERVWAFTFLRIIAF+ A Y A~ T
509/547 #1 (93.1%) . A =T =7t 521/535 fil (97.4%) 2§D LTz, WITIORE
THIBERD %L, EORWERIITRDO LBV ThoTo,

£2 WSO THREEMN 5% EOBRIER (ONO-4538-16/CA209214 7RER)

Btk (%)

AR FATAEY b TR A==
g(iI/IKjDRA/J ver.20.0) 547 f 535 B
e 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

ARIEH 509 (93.1) 250 (45.7) 0 521(974)  335(62.6)  2( 04)
MR L o REE

1 34( 62) 2( 04) 0 83(15.5)  24( 4.5) 0
i BRI i 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I HRERIBE 3( 05) 1( 02) 0 69(129)  32( 6.0) 0
IfiL NS E 2( 04) 0 0 95(17.8) 25( 4.7) 0
WG WAk

R e R 2 28( 5.1) 11( 2.0) 0 0 0 0
FOR AR RETOESE 59 (10.8) 2( 04) 0 12( 22) 0 0
R AR AR P E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
B GRS

HEr 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
- REE 9( 1.6) 0 0 30( 5.6) 0 0
(e 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
A PNz 31( 5.7) 0 0 32( 6.0) 0 0
HIEARR 15( 2.7) 0 0 96 (17.9) 0 0
53] 3( 0.5) 0 0 27( 5.0) 0 0
[ERESERUIN U7 6( 1.1) 1( 02) 0 55(10.3) 0 0
TN 109 (19.9) 8( 1.5) 0 202 (37.8) 6( 11 0
AN 23( 42) 0 0 149 (27.9) 14( 2.6) 0
M - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f - EHEER L OGO OREE

87 iE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9 55 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
RN D JENE 13( 2.4) 0 0 152(284) 14( 2.6) 0
R MR 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEN 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
B AR AR AT

ALT #4410 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 32) 0
AST #n 58(10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
Mz L7 =8 35( 6.4) 1( 02) 0 35( 6.5) 2( 04) 0
1 H FRRARAIRE AR L £ N 11( 2.0) 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”Zfﬁia AF+A Y 2~ TR Z=F =R
%(;'/TSSDRA/J ver.20.0) 547§ 535
o 4= Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

U x—E N 90 ( 16.5) 56 (10.2) 0 58 ( 10.8) 35( 6.5) 0
b ER B D 3( 0.5) 1( 02) 0 40( 7.5)  23( 4.3) 0
M MR 4( 0.7) 1( 02) 0 73(13.6)  36( 6.7) 0
IR 18( 3.3) 0 0 28 ( 5.2) 0 0
Bk E A 6( 1.1) 0 0 40( 7.5  11( 2.1) 0
Rt L OsAEREE

& I 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
BAEGR 75 (13.7) 7( 1.3) 0 133 (24.9) 5( 0.9) 0
A R L OV A kR b

RAER 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
L] 49 ( 9.0 3( 0.5) 0 26( 4.9) 0 0
VU IR 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
TR

S 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
LR E N TP SENON 1 ] =

AU 45( 82) 0 0 31( 5.8) 0 0
ek R e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
st i 0 0 0 55(10.3) 3( 0.6) 0
fitiligi e 32( 5.9) 6( 1.1) 0 0 0 0
R B KO PRk

i R 40( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 0 29( 5.4) 0 0
T - R ICFEIRN TR EE R 5( 0.9) 0 0 231(432)  49( 9.2) 0
& D FEIE 154 (28.2) 3( 0.5) 0 49 ( 9.2) 0 0
i 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BOR Bk 9E 50( 9.1) 8( 1.5 0 22( 4.1) 1( 02) 0
B 2( 04) 0 0 27( 5.0 0 0
TR 0 0 0 43( 8.0) 0 0
M

&5 I 12( 22) 4( 0.7) 0 216 (404)  85(15.9) 0

B, AHI+HA Y L TRETIW T, MR 136 1] (24.9%) | ITHREREE 98 i
(17.9%) . HARIEEERET 147 B (26.9%) . BHEREREE 46 3] (8.4%) . I MEMI%E
835 5] (6.4%) . KIS - BHEED T 36 il (6.6%) . HEDREET 20 i (3.7%) .
NEEAEERERE T 24 (7] (4.4%) | RIEHEREREE 32 6 (5.9%) . 1 BUBEIRYE 5 61 (0.9%) |
g 71 (1.3%) | FEAEAMEIAE 161 (0.2%) . MMk - BEREZ 2 1 (0.4%) . infusion
reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2 141 (0.2%) . %€ 2 141 (0.4%) .
B RRIE/ < A3 F—102 5] (18.6%) . T2 7 6 (1.3%) MK OFRRILAR ZEFRE 2 51
(0.4%) MR BTz, Fio, S M/ MR TEEREER & O ALPEIRAE KI5 0 il
oo, ARWEHBEBURDUIREESES (MAREEREE L5 230EFRERE R
7

@ EERL[EFHMARRER (ONO-4538-81/CA2099ER 7 5R)
BERELIIAE + B ARV o F =78 319/320 4] (99.7%) . A =F =7#E 317/320 {4
(99.1%) Z#D HAL, TREREE & ORREBIRNEE TE R WA FEGIIAF + R

F- =7 309/320 i (96.6%) . A=F =R 298/320 {5 (93.1%) IZFEH LIz, VT

12



NPOFETIHILEN 5B EORIWERIITERDO LB TH T,

F3 VTN LOEETHRERN 5% EOBIER (ON0-4538-81/CA2099ER FER)

B (%)

B AS 1
AT AT AT T pET=y:
%(ﬁ/lgggDRA/J ver.22.1) 320 f 320
o 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2RIEH 309 (96.6) 194 (60.6) 0 298 (93.1) 162 (50.6) 1(_03)
MEE LY v SREEE
2ifi. 32(10.0) 3( 09) 0 61 (19.1) 8( 2.5) 0
I BRI E 4( 13) 0 0 23( 72) 1( 03) 0
I FERIBVE 14( 4.4) 2( 0.6) 0 47 (14.7) 11( 34) 0
iSRRI 19( 5.9) 1( 03) 0 61 (19.1) 14( 4.4 0
W W=
R B mE T UaEE 29( 9.1) 2( 0.6) 0 6( 1.9 0 0
FIR IR BRI T E 107(334) 1( 03) 0 90 ( 28.1) 1( 03) 0
H ks
200 27( 8.4) 3( 0.9) 0 14( 4.4) 0 0
T 182(56.9) 18( 5.6) 0 136 (42.5)  14( 4.4) 0
HILRER 18( 5.6) 0 0 32 (10.0) 1( 03) 0
B R E PR R 15( 4.7) 0 0 29( 9.1) 0 0
LTI 68 (21.3) 2( 0.6) 0 81 (25.3) 0 0
BIE/ 50 (15.6) 7( 22) 0 74 (23.1) 7( 22) 0
Mgk A 36 (11.3) 4( 13) 0 52(16.3) 1( 03) 0
—f% - EHEER L OB G-I OREE
1795 57(17.8)  10( 3.1) 0 48 (15.0) 7( 22) 0
I F 86 (26.9) 8( 2.5) 0 97(303)  12( 3.8) 0
e 10( 3.1) 1( 03) 0 16 (5.0 0 0
FENE D RAE 61(19.1) 3( 09) 0 80 ( 25.0) 8( 2.5) 0
JHF HESE SR F
e 18( 5.6) 8( 2.5) 0 10( 3.1) 1( 03) 0
FRIR AR AR
ALT 411 80(25.0)  15( 4.7) 0 200 63)  2( 0.6) 0
7 7B 39(12.2) 8( 2.5) 0 25( 7.8) 7( 22) 0
AST ¥4 75(234)  10( 3.1) 0 28( 88)  2( 0.6) 0
i e UL e N 16 ( 5.0) 1( 03) 0 11( 3.4) 1( 03) 0
M7 L7 F = 8 20( 6.3) 2( 0.6) 0 20( 6.3) 0 0
i A FLR AR AR R L N 23( 7.2) 0 0 19( 5.9) 0 0
U =B HN 48 (15.0) 17( 5.3) 0 35(10.9) 15( 4.7 0
B v ER B D 12( 3.8) 1( 03) 0 27( 84) 16( 5.0) 0
I IR 17( 5.3) 0 0 59 (18.4) 14( 4.4) 0
R D 23( 7.2) 2( 0.6) 0 8( 2.5) 0 0
i Bk E A 5( 1.6) 0 0 17( 5.3) 2( 0.6) 0
M7 AV ARRT 7 & —FHN 29( 9.1) 2( 0.6) 0 21( 6.6) 2( 0.6) 0
B L Ok EE
K~ 7o 7 AlfUiE 32(10.0) 1( 03) 0 9( 28) 0 0
KT U ¥ A e 38 (11.9) 22( 6.9) 0 19( 59) 14( 44 0
&Y o BEifE 38 (11.9) 17( 5.3) 0 15( 4.7) 3( 0.9) 0
BRRIBEE 65 (20.3) 4( 1.3) 0 53 (16.6) 2( 0.6) 0
W E# R L O G RkmEE
RAEiR 29( 9.1) 0 0 12( 3.8) 0 0
A IR 25( 17.8) 0 0 2( 0.6) 0 0
TR
R AR A 69 (21.6) 0 0 65 (20.3) 0 0
SRR 20( 6.3) 0 0 13( 4.1) 0 0
B L ORI
EHENS 26( 8.1) 9( 28) 0 21( 6.6) 7( 22) 0
MRk, MElds K OVithRkE &
F e I 37 (11.6) 1( 03) 0 8( 2.5) 0 0
S i 13( 4.1) 0 0 25( 7.8) 0 0
B3 KO PRk E
B Rz A 16 ( 5.0 0 0 11( 34) 0 0
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B (%)

PRE BRI

fren AFl+ IR F =T A=F =Tt
" 320 4 320 44
(MedDRA/ ver.22_.1) _ 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
FE - R FEIREN AN EE BERE 122(38.1) 24( 17.5) 0 129 (40.3)  24( 17.5) 0
D PEIE 52(16.3) 1( 03) 0 13( 4.1) 0 0
i 62 (19.4) 5( 1.6) 0 22( 6.9) 0 0
BLIR B IR E 5 24 ( 1.5 1( 03) 0 4( 13) 0 0
TS 0 0 0 21( 6.6) 0 0
A PR
& I 97 (30.3) 35 (10.9) 0 107 (33.4)  39(12.2) 0

RE. AKE+ARF o F=THIZBNT, FURIEREREE 135 6] (42.2%) . JITH&RE
frsk 128 1] (40.0%) . #ifREEE 115 1] (35.9%) | AT ALEGE 57 6 (17.8%) . HJE
D Rz & 37 1 (11.6%) . FEREREREEE 3141 (9.7%) . KRIBHK « /NEZE - EED T
22 B (6.9%) . MIEMERIZEE 17 1 (5.3%) . WhARIMFRZERAE 15 B (4.7%) | R
RefEsE 12 5] (3.8%) . Infusionreaction 8 il (2.5%) . JH4< 8 f31 (2.5%) . L= 7 fil
(2.2%) . FEAHERE 2 F] (0.6%) . 5E D BER 1H (0.3%) . FIEMEIE 1 4]
(0.3%) . L& 16 (0.3%) | Mk - BEMER 141 (0.3%) . L 161 (0.3%) . KX
ek 161 (0.3%) MO LIV, E£io. Mk, LEBERWE, BUENTR, e, sk
MR/ 7% B IMKRES . MEKERAEGEE, M. ARIFEREE K OIS 338D b7
Do T, REWERFEBURDLT R F SR (MR EERT 251 2 B OEFHER LR T,
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[ - HiE]

AR OREMAEYBETT L ZFHALIZY 2 2 L— 3 2k v, KK 3 mgkg (K
) NIE 240 mg Z 2 BN TG LCEROARF O MG PR E DG Sz, £ 0fk
B AKHI 240 mg G LT BROBEEERIL. AH 3 mgkg G L 7RO & L g
LCREEZRT & TFHIENTZbDOD, AARNBEICEBOTHAEERNHERINTWDH
% - A& (10mg/kg % 2 BRIFIR TR E) TAFIZ &G LB OREE & & g L CkE
g e PSSz (FFR), A T EBOREICK T 57 — 212525 &  AH| 3 mgkg
(REE) 1% 240 mg % 2 WFEFIRE TG L IZBROARF| OB TE R & Ao 3z ek &
O BEE A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o ki &,
FROME - AEOB THIME R VZ IR ZER 1T W E TSR, 72, B
s BE BT 5T — X IS & A 3mgkg T 240mg & A BV A~ 7 1mglkg
Z 3 AR CEREG LIZBEOARRIORE R &2ttt O # 2 R 2EKSTT
UBHEEE S, YKBLEICOWTIREI M ThN SRR, RO L - AEoM cLaetk
(CHARE R ERIT R  E Tl S LT,

R4 FHOKYBE T A—F

P - B Cmar Crminats Consats Conass Crins Cavgs
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 meke QW (35-521 '760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27,612,'107) (42.717,'?27)
240 me Q2W (513%Z03) <15§3§Zfﬂ (25i?i78) (10&?254) (41%2?58) (62a?%87)
10 mglke Q2W (14;?;19) (513?392) <7933§14> (33??232) (18i};13) (23§7§86)

El]%'fﬁ (5%,'{{,95%1'{{)\ Q2W . zﬁFﬁﬂﬁﬁﬁﬁ%\ Cmax : *ﬂ@&’ﬂ_—%@%%‘m%qjﬁ%}ﬁx Cmind]4 : %ﬂ@j&’ﬁ:"fﬁlé"
A BIZHB T D HARMIE FHEE . Cavears : FIEIE 514140 H £ CTOFELIMIFFIIE . Crnaxss : EFIRIEICE
T D Em MIE TR, Cminss 1 EHARIBIZIS T 2 BRARMIETIRIE, Cavess 1 EHARIBIZI T 2 FEHMLIE T
=38

Fo AR OREMEYFEET LV EZFH LIV I 2 b— 3 2L 0 KK 480 mg
Z 4 BRI TR IR AGE O L - &% TR G L 7ZBROARA O M35 R 3 i
INiz, EOREFR, KAl 480 mg % 4 HF MR TG LIZBEOEFIREBIZI T 58 im
EHIRE (ULT, [Cagss) EVVI0) 1E, AHI 240 mg % 2 B RHIFIR TG L7ZBRD Caygss
EHUT D E TSN (FR), £7o. KK 480 mg % 4 MR TG LIZBROE R
WRBIZBIT DimMIETIRE (LLT. [Chass) EV90) 1E, KA 240 mg % 2 1 IR
THEE LTEBRD Coass EHBE L CRIEZ T L TFHISNIZH DD, HRANBEITBWT
DEMENHER SN TWA L - JIE (10 mgkg % 2 HERWRE CRE) TARFZ#KS5 LT
BRD Chaxss &S L CTIREZ R & FHIS N (THR), Mx T, BEOBECBIT 5
F— | ZFESE | KK 3mg/kg (RE) XX 240 mg % 2 BRI, # L < IZAF] 480 mg
Z 4 AR TR L0 ARF ORER & & A M XL & OB & 4 2 1%
BROSET VPER SN, YEBEEIZOW TRFN TR, ERRoMiE - HED
6 CHZIE R OV etEICfE R 2RI v e THls Tz, -, Bla@EEEICBIT 5
T—RIZEESE | DR F =T O HRHIAHK] 240 mg % 2 B EEE X1 480 mg % 4
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[EIfEI b T e - LI BROARAN OB R B & AT e & OB 2 Rt 37 2 Bk S
TTVDPEE S, HREBEEIC OV TRFMTONIZRR, ERROMIE - HEOMTH
M e OV RIS IR 72 22 5 T & TRl S LT,

£S5 AROEYBIE T A —F

M - R Crmax Chmind28 Caved2s Chmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL)
3 melke Q2W (35-521 .7608) G6.25?§0.3) (21.321 23.9) (75.}){3171) (27.612,}07) (42.717,'?27)
240mg QW |5 1,712,203) (23.33?’539.0) (30%?'20.9) (105354) (41?57,'%1358) (62.11(,)9187)
480 mg Q4W (105307) (15.25?17.4) (37.?)?';)4.8) (14?,1 236) (27.751,?37) (62.11(,)9187)
10 mg/kg Q2W (142322) (86.959,'?32) (101,1 ?48) (323,9225) (18421,1 §o3) (232,7277)

Ol (5%, 95%4) . Q2W : 2RI, Q4W : 4B MIRIME. Cumax : FIIEIF 515 0D i i ML
Cmindzs : PIEIB G428 H BICI31T B AR IMIE IR AL, Cavears : A G428 H B £ TOFHIME L,
Crmaxss | EFRIEIZ 3T D I ML TS . Coinss ¢ EFRIBIZIT 2 ARG TS . Cavess ¢ TEFIRTE
(S SIpRAR B3] IR Er <35
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4. HERIZOWT

(BB R R O ARIABIBR A BE X T E R M o B A BB L 3~ 2 358121, &G
G UCTHEABGETE (2FRE) SBEohTnas 2 et YA 2 EuIcE
MiTE LMK CThHOLULENDD, O LT, EFEMLY A7 EHEEE (RMP) IZHKEOX,
AFN D =S i 22 A VEREAATE B~ D o I RHIN 8 2 Mask Td o T, RFI OB G- M) 72
Fa 2l - FrE L, AFIOFEGIZ I BERREAZRBEBL L ZBRITHIST 5 2 LA nEE
27D, UTFTOO~BDFT R CEH-THHICBWTHERT 2 XEThH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHIEST IR THD Z &,

(1) FEAEFEBRENSEET 505 ABHEEERNLTFRRTS BRE RS A S RE BEIL R,
Hitel A3 A 2B RURIE . HUEAS A BRI 7R &)

(2) FrErERERRE

(3) HBENTEAEDFEE T 2 0 APHEEEHPT (03 AR ERibT. 23 A RS
IR, A AR HEE R )

(4) AMKRALFRIEE 23R E U, ANRIEB L RIE2 R | USRI LA iR
2 Ok FEHEIAR D IR H & 1T > T B fiiak

(5) PUEEMEREESAIAL T & BINGL OO it g% FHE AR D Jm H 21T > T D fitiak

O-2 B O b7 RE K ORIVERZEBURE O 53 22 Fnilk & BB 2 Ko Rl (T
ROWTIDITEE YT HER) 2, Y2 BB OARFNCET IR0 EMTE & L CRIE
ENTWBHZ L,

#*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
fToTWHZ &, 95, 28D RIT. DAEWIREAY XL L-BRREEZOHHE 2
IToTWVWbHZ &,

o [EHIEFFESHK 2 FOMIIHE ZE T L7111 4 UL EOWRESE O R RMHE
EIToTHEY., 96, 240X, B O N A YR 2 & Te s AARIR DGR
HHEZIT->TCWAHZ &,

@ BEHNOERLEREROERICONT

S R R B R 5 BT E DB S . BUIERE D IR D . HM: - %
SIS MR OB LR OVERTEE T X3 2 MR 0L, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,
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@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 7ZRITERNCIG U CABRE B O CT S5 D RIEH O#E RN 2
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JHFK. BibrENnE
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JERRE, FFRIMARZEFRIE, infusion reaction, HEFE7c Mgk, MERERIEMERE, Fik%.
Bede, BEOBHR, SEIERK, WEORERS, MR EN, ClEEE (O EME) -
BRIR - OSVEIAMGHTS) . JRIFERES . IEE I, BEFLAE) 1Tk LT, Mz ikl
W= B D BEFME A2 A A R AT & U (RIVERH OZWr-oRH 2B U CHRE L UVSCER
EZTONAEMICHDHZ L), BEHICHEIRAEN TE DEH N ESTnDH 2 L,

i
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5. RERMRLIRDEE
[ RhEC B % Fri]
O TROBEZBOTAAOHAIERRIES LTV S,

o MEFAMEERZ AT SIUENERA] (TX>F=T A=F=T, VT
=T NN =TE) ZEUCERIERE AT D RIG IR IE UL D
EHINRE B ORAIHARE )

o AEERIERIAEOIMDC U 2 2 4357  Intermediate X (Poor U 2 27 Y AR {RY])
PRARESUIERE OB EE (f ©) AvT L OffiRS)

o ALFBERIBHEORIBYIBRAE IO BlaEEE (WA F=7L
DHFET)

©@ TFRLIZEEN T L BT D AR DB G K O TIEIZ W TR, AFIOFZME
PHELENTE LT, AFOEREGXR LR LR,
o ALFHIERIGEBE ROV A N A VBB OB OIGEE A H T 5 BE Tk
2 A B -
o fiTERAHBIIRIE

(D [H gL 45 AR B (ONO-4538-16/CA209214 3R) 123 T, LU FODO~O®DWFHIC 3524 Lig
WA IS Favorable Y 27 | 1 X 2 B H 272 77554121 Intermediate Y 27| 3 AL L& T5E
(21X Poor U A7 & 3z, (6 X—TUHHR)

RIS & W ST B ARBRO IER BRI 1T £ T 1 K0
Karnofsky —#%{KH#E 80%Alifi

AT BB RN FEEE T IR A

WIE# O IV T LMED 10 mg/dl 28 2 %

I FREREL DS FEVEE BRI 2 D

MR DS FEEE AR 2 #8 2 D

CISICISICHC)
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[Zz 4pEI B4 % $H]

O TFTRICEYTLIEEICOVTIEAAOR GNP ERE SN TND ZEND, KEE1T

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ WM OFEICHB T FRICHS 5 BE IOV T, AAI O AR S 1R
P, OB 2V AR | HEICAA 2 BT 5 2 L 2 EETX 5,
o BELPERRSE O A D URBERE 0 b 2
o I e BT A D B HE T OV IE O SO RIS O R I ¢

DM IRIEMERE N A DI D BH

o HORERBOEOH SUTEMERLH L <I3HZEMED B SRR B OPER O

b5 ERE

o S BAEE (SR EE L E) Db D EE

o REOBGSUIBEE AT D 8E

»  Karnofsky Performance Status 70%Alifi 72 o

(#2) " Karnofsky Performance Status (PS)
Score EF
100 | 1E&, HBICKS 5 BHOFA D780, BEASERZ L,
IEH OIEEMATRE, FFRR BB LER, 90 BOESRIERITH 223, IEFTET T HE
80 D72 Y BEARSEIRD B 525, 8570 L CTUER OJEE) AT hE

ST D LI RERE, HETARTE T, A 70
T L A EBEABRFCRIZE D bDOTH D,

Aoy BE OMFRITE 228, EFOEH - 55832 2
&I TRE

e : 60 HAOWMLERZLITTEDN, L EENPPLE
FRABRIE DT R R ET o S0 | Wik E BB L A O B B ) 2
40 BT, WO RERE L OERENLE
HOREY O LEFGTTERY, MiiRdhDd0 30 BT ABRPKNEESITI LEE o TR0
IRt DEHE L REDFHELLEL T 5, KA 20 HEFICHIE, AR LI TR ARG LB
NRAFIHEAT L TV D ATREMER & 5, 10 FEHISEH S TV D
0 5t
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6. BMEICERL THEETREEFH

I SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FrE K OVl (Ef#
RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B XX Z OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWERO~H T AL MZDOWNT

@

@

MEMEEEN D oD ZENH DD T, AFOEEIZH T > Tid, BRE
W (REWL ARIEE, iZmk, FEEVE) OREFE M O X S A o FEhnd, Btz +5
ZATH 2 &, Fo, MBS U THE CT, MiF~— V1 —FDMm&%Z T+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEEARFZ 322kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

FORIBRREIRE . TERAERERET R ORIBREENRH 5o 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EW R
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLLELFRITL U
B 72 ek & R BR 2 Re D[RRl & i U Cli bl e R W 21TV, IR O
FOGIT X 2 BWER 2N g0 23551 21E, AFNIORFES T I, R ORIE BE A
NWEVHIOBRGEEZBETDHZ L, 2k, BIBEREFRLVEYOELIZX0EIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeHAET %, ARS8 ARE L T LEWERDNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

BUENT 2. AR, ITHREREE . ITR. B{LEEERRH DN ZLnd D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNHLDONDZ DR DHDOT, IBRORE OF A EHICHET 5
&, o, ROBEFEPRD ONIGEITIR, HeNCERERL X2 T2 X
IRFEEEET L L,
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@ AAIOEEARRERIC I\ T, (L FRIEBRREBE BT 2 AR 5 i3 50 ha0
1R 8 M I L L FHEIERIGREFICB T 24 Y A~ 7 G TiX
GBS TAEMIZ 6 B Z & (FIRNT 12 %) . (LFFRIERIBEEEICE
FH AR F =T OFREG TGRS 60 HE T e M I (WIENE
12 %) ICHEDMEDOFE 21T > TW- 2 L 2B EIT, AHIPF G-I E DR 5
BRRETHROMREITO Z &,
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KEEHEETA FTAL4 v
=R N~7 (BlaHE#X)

(BR7E4 « A7V —ARMEFE 20 mg, 7V —RRHFHE 100 mg, A7 P—
RETREE 120 mg, 72— R EHH#HE 240 mg)

~HHARSF ) VN E~

ERR2 94 A (fFn 548 3 AHET)
BT B



SR

1. (FL®IT P2
2. KFNOKE, 1FHET P3
3. ERARRIHE P4
4. FRRIZHOWT P11
5. XIS EIHBHE P13
6. HHICEL THET REFIH P14



1. iXU®IiC

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BORVERAMSFESR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & B DI
RHZENDD, DD, HEROLZEMEIZBET HIERSH0ERT 5 £ TOR,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

BRI, RKHA BT A %3, MAZATBAE NEI L EREIS O, NS AEHEARR
BRI o . —AFEETE N B AR IRNBHE S, —MRAEE AN B AR MR T2 R O—figrt
FVEN B A/NRIE « BDAFROWMIIOH LVERR LT,

WG & IR D EMY, - ATV — R 20mg, AT Y — R AT EHE 100mg, AT
— RN IEEE 120 mg, A7 U — R AERE 240 mg (—ik4 - =
R~ 7 (BAaFHEHZ))

RELRDPRUIIR - R UTERME O H AR % ) Vi

MEERDMEROCRAE  @HE, A=A L~T GBI z) & LT, 1[0 240mg
Z 2 WA MIMIRE ST 1 1] 480 mg % 4 WM MG CAEET 5,
WE . PNRICE =R~ T (Ba i z) & LT, 1[E 3mgkg
(KHE) % 2 BEERMR CAMEHET 5, 7P, RE40kg PLED
INRIZIE, =R~ T B FHE#z) & LT, 1[E240mg % 2
W [ EIBR SE 1 [ 480 mg % 4 HHIRIR CAilifET 22 L BT
x5,

B 3E IR 5e ¥ NP TS




2. AARN DR, 1EREF

7R R ERE 20 mg., [FATEERE 100 mg,  FAEETE 120 mg K& O] A §RE
240 mg (—#4  =ARN~T (BEETHEEZ) . LUF, TARAL Evd,) ik, /NEFIEA,
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7& L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F )Lk
Th b,

PD-1 (%, #EMAL L72 Y 3Bk (TR, BMRE O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHITE T 2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o SBRICHfIEY 7P v i LT U v SERoEALIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREAELE LU L EGHMEICI TS PD-L1 OFEL L itk DALF
WM & ORI A ORISR & 5 2 & 3 HE ST % (Cancer 2010; 116: 1757-66)
F 7o R R E B CIRARRTE TS EET DA v X —T = a2 B >~ (IFN-y)
IZX > T PD-L1 ORENFHE SN, 58 LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN & 5 & DOHE S & % (Sci Transl Med 2012; 4: 127-37),
E 51T, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS BHME T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D & Z OHlE
GSEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RER&IE, 23
AR HURRF A 72 T MM OWEBEEZ BT 5HFD—> L LTEX LT
Do

AFNT, SR OFE RS PD-1 OIS eI (PD-1 U > RiESHE) ITHEG L.
PD-1 & PD-1 U Y REDEEZEET DI LICL Y, DAFUERRNZ T Mok
PEAL KOS AR b3 2 MBI T a2 R 3° 5 2 & CREpEM Ze PSR 2 /R 9
ZENHER STV D,

TS OHRNG | ARFNTHENENEG 5T 2 72 G EEIC e 0 ED b0 L IS,
R U ) VOoNERE B R G L LT ERARER A S L, A, et ROEE
PEDMFERS S ATz,

AFNONE AT IS < E O SOSIZ L DEIERER & b oi, B XIFETIZ
BOWREMD 5, AFNORGH KR OREGHRIZIT, BEOBIEL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U REPIR 2 ik & REBR & RO Rl & L Tl
BI72 8RR 24TV B DO SIERIRT K D RIER 2 e 2 55 i3, B RE AL
RO GFEDWE) IRALE 24T 9 R D D,



3. BRPRARE
3 T EEBTE D H LAY AR % U RO KGRI G 2 1T - 72 72 iR iR
RS 2T,

[ 2]

O ENE TAHRER (ONO-4538-15 #5)

HFEEMBMRBHE T LY Ry ~T XREFU GEla#z) CLF, 7L
YR T T L)) ITIRPUE IR D 20 sk L B O SUZERME O & A AR
Uk oRfEBFE (ECOG Performance Status 0 2 OV 1) 17 il & %512, AAl 3 mg/kg
Z 2 JARINE CREEE Lz, FEMMEEE Th 528203 (MET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL R, TCRJ &9 ,) X partial remission
(LR, TPR) &9H,) DOFEIE) 1275.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B, FAMNIEHE L7CBIEIL 20.0% TH o7z,

@ WpsaE MAHRER (CA209205 #X%%) (Lancet Oncol 2016; 17: 1283-94)

H F & MBI T I T L Y o~ I K D IRIEEZ T2 18 UL EOF3E
SOFEHRMEOH IR U U UNEEE (24— F B, ECOG Performance Status 0 5
1) 80 Bl &% 51C, AHKI 3 mg/kg % 2 HFIFIE CAMEHE L7z, TEFMEE THD
Zh% (&GET IWG criteria (2007) 12853 < I EIC K 5 CR XL PR OFIA) 1% 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7, 72ds, FANIHE L7-BIEIX 20.0% TH - 72,

@ EWHE THHE (NCCH1606 75k

2 LY A L EOREREEA L, o[RS MRS X DIRFEEO W (AR
T M AT BAE O TG ER L) 1L L 24 UL FOFEHRMED R V% ) VSR O
A TE /N M [ TS BB 2 e BT, A 3 mg/kg 4 2 T [ R C R R L 72,
ARBIORGEESNTZ 26 Bl 5 B, HHAGR DU DOoEIL 1 BIHAAN DL, T D
B AEE (MET IWG criteria (2007) 12355 < JRBRET-EATHE) 1L CR Tho7-,

[ 41]

O EWNE DAERER (ONO-4538-15 #R)
AEFERIIRHNRD B, AHE ORREBERENGE TERWVAEFL L RHIRED
BT, FEBLHEN 5%, EORIERIZT TEREDO LB ThoTe,



#1 FERHN 5% EOBIER (ONO-4538-15 RER)  (RLMMITrSEH)

BRI H B (%)

FEARGE 17 4

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

2RIEA 17 (100.0) 2 (11.8) 0
Mg KOV > RbEE

2y ifn. 1(5.9) 1(5.9) 0

U 2 RERE 1(5.9) 1(5.9) 0
HE L ORkEKESE

HEI 1(5.9) 0 0
PG AR 5

FOPR BRFS REA T 3(17.6) 0 0
B Ik E

280 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iZES 1(5.9) 0 0

L 1(5.9) 0 0
— % - EFEER OGO

95 2(11.8) 0 0

TSN 1(5.9) 0 0

i5)=NR 2(11.8) 0 0

FEEN 7 (41.2) 0 0

il 1(5.9) 0 0
JEYSER K OVFE HRUE

PH R 1(5.9) 0 0

fitige 1(5.9) 0 0
BE, PHEB X OWES IHE

HEAIZLE S RS 1(5.9) 0 0
R AR AR AT

JH R REAR A 2 1(5.9) 0 0

LIIRANY 8l % 1(5.9) 0 0

RSN 1(5.9) 0 0

P i Bk At ) 1(5.9) 0 0
R L OveakhEE

KV v AlffE 1(5.9) 0 0

KT R Y 7 A dE 1(5.9) 1(5.9) 0

BRRE 1(5.9) 0 0
B R B X OV SRRk

RA i 1(5.9) 0 0

HRER 1(5.9) 0 0

il I RR 2(11.8) 0 0
PR E

FEWED 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
MR as . MEREs X OEhm ks

e M o 1(5.9) 1(5.9) 0

FEGEORIE 1(5.9) 0 0
FEREF KOV TRk p s

JHEE 1(5.9) 0 0

dE 1(5.9) 0 0

SRR % 1(5.9) 0 0

% ) FENE 5(29.4) 0 0

Bt 4(23.5) 0 0




ks, MEMEMRE 16 (5.9%) | BERUH@ARIE/ I A <F—2 61 (11.8%) . K% -
FEEOTH L H (5.9%) . IFHéRERED 141 (5.9%) . FURIEREREE 3 1] (17.6%) .
FefR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 72338® Hivl=, 7=, HIEM
HESE, OAR. Fige. 1 BUBERRIN . SeEMEf RIS PESR R . PR, B HEREREE
R IR, MM - BEMRZE, EEEO RIS, FiRMieZEmRiE, TR E . MR KL
OSESERITRD b2 hoTe, REWEHREBLURIUIEER S BAREERY 25
o) ZBUEERETRT,

@ WA AHRER (CA209205 FER)

HEFELIT 238/243 1 (97.9%) 2O L, AFIE OREBEGHREE T RWEAE
HHT 185243 B3] (76.1%) IZFRD BT, FELEN 5% LORERIZTERD LD T
o7,

#2 BB 5% EOBWEA (CA209205 388)  (All Treated Subjects)

P NS | B (%)

FEAGE 243 f3l]

(MedDRA/J ver.18.1) 4 Grade Grade3-4  Grade 5

2RIEA 185 (76.1) 48 (19.8) 0
MEFs KOV > RbEE

Uit BRI E 13 (5.3) 6 (2.5) 0
PN IsReE S

FOPR IR REA T 14 (5.8) 0 0
B IGhEE

i:20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

B 24 (9.9) 0 0

A 19 (7.8) 1(0.4) 0
—f% - EHEER L OGO REE

%t 50 (20.6) 2 (0.8) 0

HEE 21 (8.6) 0 0
BE, PHERB X OWLESIHE

HENITAE D RO 33 (13.6) 1(0.4) 0
PR AR AL

ALT H#70 13 (5.3) 7(2.9) 0

AST #41 14 (5.8) 5(2.1) 0

U x—EHN 14 (5.8) 9 (3.7) 0
ERs R & OV A MRk

RE A 19 (7.8) 0 0
AR IEE

SR 14 (5.8) 0 0
R X OV T A RRRE

% O FEIE 21 (8.6) 0 0

FI5 28 (11.5) 2(0.8) 0

ek, MIEVERERE 15 61 (6.2%) | BREUFHBARIE/ X A 3F—19 #l (7.8%) . K5
K- WEOTHI6 B (25%) | FPHERERRETE 22 6] (9.1%) . FF& 546 (21%) . FRIRE



BEREREE 28 B (11.5%) | Fh#RkED 40 5] (16.5%) . EHEREREE 4 6] (1.6%) . Kz -
BEEZ 1451 (0.4%) . FEEDZERESE 3 #1 (1.2%) . FlRmAeZERAE 161 (0.4%) |
infusion reaction 38 51 (15.6%) . 4% 2 5l (0.8%) KNS E S 2 5] (0.8%) 7538
bivic, £, EIEMEE, LR, Bk, 1 REERE . et Mis D MESRBER |
BB 55 K OV F AR RERE 13380 S e o T2, AREWERARBLRDLIEE SRS (K
RAERE 2 5T) 2B 0EERE =T,

@ ENE [ fHRE (NCCH1606 #5R)

HEFEGIL 25126 B (96.2%) TR HIL, AH L OREBMENEE TERWVEESR
5203 23/26 1] (88.5%) (278 Tz, FEBLHEMN 5%, LORWERILZTRD LBV Tho
Too 728, 261D 5 B, WHIAGAR T U DOoRIERE S 1, /N E AR R
25 B CTo o 1=,

#£ 3 FEBIEHN 5%LL EOBIEA (NCCH1606 3ER) (ZEMMATXIREM)

P e ID A | B (%)

FEARGE 26 51

(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"

2RIVEA 23(88.5) 10 (38.5)
R AR AR AT

U o SEREGED 14 (53.8)  6(23.1)

AST #41 6(23.1) 1(3.8)

I I ERE e 8 (30.8) 1(3.8)

s IR $3a A 8 (30.8) 0

U HRER B 6 (23.1) 2(7.7)

A e Y L e N 2(7.7) 1(3.8)

Y= NE IV NT AT =T — BN 2(7.7) 1(3.8)

ALT #4)0 3(11.5) 0

M7 L7 = BN 2(7.7) 0
—f - A EER L OB G ORE

FEEN 5(19.2) 1(3.8)
Be g $s KOV TRk b

ERINTRZIING 22 6(23.1) 2(7.7)

% 9O PEIE 3(11.5) 0
MR LY o RlEE

=il 12(46.2)  4(15.4)
R L Ok EE

K77 2 v iE 5(19.2) 1(3.8)

BRRE 2(7.7) 0
B IBhEE

il2ni) 2(7.7) 0
B L ORI RRE

BHHIR 3 (11.5) 0
ERNE N IS SRR ]

AN 2(7.7) 0
B R d6 K UG A FL R

i 2(7.7) 0
AR IR

SEYR 2(7.7) 0
A s



an BRI IR Bi%k (%)

FEARGE 26 fil
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"
PR TP e ) e 2(7.7) 0
FOPR IR REAR T E 2(7.7) 0
* . KR T3 Grade 5 DA HEHEUT Grade 4 & L TIEBIHE (CRF) (250
SRSz,

Ik, ITHERERRTE 761 (26.9%) . MHiRtfaE 4 61 (15.4%) . MSUTHEMELE < A4/ F—
361 (11.5%) . FRBREERERRE S 3 1 (11.5%) . HEE O RJEREDE 2 6 (7.7%) KOV
R 2 6] (7.7%) PR iz, F7-. 1 BUPERIHE, infusion reaction, 5 & 9 K, T
AR RERE R Tk, BIUE 25, IFAA, MUEMERE, ik, iz, mEREREpERE,
MEALPERRAE 28, RS, BEEM B E, BEE R MAERESE . Ok, OIEREE . R
FRIZERRIE, KIBK - /DNGZE - BEO TR, K - BEER. RIBHRERRE, JREFkEs, B
LI OERITFR D AR D~ 1o o ARRIVERFEBURDLI LB 5 (REIR R A R H 25 T)
E R R T T,



[k - ]

AR OREMIEDBEET NV EZFIH LY I 2 b— 3 2R 0, KK 3 mgke (K
) Xi¥ 240 mg % 2 HEMHME TR G L2 EROARF O MG FIREDS G SNz, Z0hk
R AHA 240 mg 25 LZBROBRER R, AH] 3 mgkg &b LIZERORE R & ik
LTmEZrd & PRSNZbOD, AANEREICEWTEAENN R SN TS
% - & (10mg/kg % 2 A TR G) TARIZ&KRG LIZBROBREE & ik L CTRE
T ETHSh (FR), AT BEOBEIEICHT 57 — 2125 E | AH 3 mgkg

(RE) X3 240 mg % 2 WHEIFIFE THR G L 7ZBROARAI OIREE & & A 20 3L &
DEE A R DR EELUSE 7T VPR S, UiLBIEIC OV TRES DM T DAL R R,
EREOME - HEOH THRME R O IR AZR TRV E THIS U,

K3 FAOEYBENT A —F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51?1%.103) <15-22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 me/kg Q2W (14;,9;19) (51.62T '739.2) (79.93),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

FRAE (5%, 95%4%) . Q2W : 2B [HIFHIFR, Cumax : RIEIHE 542 D fe i@ MIE T IRE . Cminaia : MIEIR G114
A HICRT 2R iE IR, Cagas - FIEIFEG%140 B £ TOFHMEHIRE, Craxs : EFIRIEICE
LT%%%E?‘%E‘:{%E@\ Cmin,ss . ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁ’ﬁ%ﬁiiﬁﬁéii@m%qj
TREE

T AR OREMEYBEET LV EZFH LIz I 2 b— 3 Ik b AK) 480mg
Z 4 W TG SUIBERGE O L - B TG U 72BROARH O fih I B 23 it
STz, EOREFR., KAl 480 mg % 4 HFHE TG LIZBEOEFIREBIZI T 58 m
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 H[E IR TEG L72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg & 4 HFMNR CTHREG L7ZEREOE
FOAREEICBIT D mImiETIRE (LU, [Craxss) EVD. ) 1, AKI 240 mg % 2 #
[FlR TG LTZBRD Chaxss & I L THEIfEZ R T & PHlSL2 b 0D, HANEBEEICE
WTARMENHER S TWD - HE (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (TFFR) . M T, #HEOREEICE
F 5T —XIZHAD X KA 3mglkg (KE) F7213 240mg % 2 BRI, 7 L < TAA)
480 mg % 4 FMIRINE TR G LB OARK| OBRTE & & A T e etk & o B &
THBRBONTE T VPR SN, YEBEEICOW THRE M Thh iR, Bito Ak -
M EDOF TH MR VZ VIR ZRIT RV & PRl T,



R4 AROEYBE T A —F

A - R Crnax Chind2s Cavgd2s Cmax.ss Crninss Cavess
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (png/mL) (pg/mL)

3 meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (75.%){3171) (27.612,'107) (42.717,’?27)

HOme W | s 1-712"103) (23-33?.539-0) (30.‘5'670.9) (105354) (41?57,'21358) (62.11(,)9187)

480 mg QAW (105307) (15.25?17.4) (37.?)?';)4.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (14é,9§22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 ;‘03) (232,7277)

i (5%45, 95%5) . Q2W :

2UERIIIE. QAW : 4TEBIMING. Cumax : #IEIH% 555 0D fig v L35 PR E
Cumind2s : A 51428 H B2 2 IR MG H IR Cavears : FIRIEE G428 B B £ TOE) M FIRE,
Crmaxss © EHIRREIZIIT B fcim MIE FIRE . Crmings : EFIRIBICI T D IR ILIE FHEEE . Cavess : EFIREE
(2R 2 R i R

10



4. HERRIZOWT

AR E LTl ERE (2FRE) Ao TNnD 2 enn, YRt 4
UNCEf T Dk THOLMEND D, TDO LT, KFI OGN @Y7 BFH 220 -
E L, AANOBREGIZ I EEZAEHZRBEL LRI T 2 2 ER3nEE oo, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIEYT IR THD Z &,

(1) JEAEFBREDEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HiE A3 A RSB RUR e . B S AV BRI . /NS AUBLRRE, NI AS AL
e )

(2) FEEREHEFPL

(3) HBENFIRAEDIEE T 2 B ABHEIEEHE (03 ARSI b, 23 A B
Ik, YA IR R &)

(4) AMKRALZERIEE 23R E U, ANRIEB LA RIE2 R | USRI L A2 iR
2 D% IEAEITSR D Jia H A AT > T B fiak

(5) PUEMEER AL & BRINGL O il % FEHE IR 5 B H 21T > T D Jifi

O-2 AR T F U N RO FPRIE K ORI S B OO SIS 47 7 sk & %
Rz FoEM (FROWTNNIIEE T DHEM) 25, SR OARFNEE T 5 a0
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 HFLLED D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 29 EIF, BPAEYREEE I & UIZBRRIESGFONHE %
ITHoTWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKEREZAG LT\ 5D
Z L, 9B, 3FEL T, EMmAREMENEL O 2 A SEY L A B TR IR MR S OAHE
BITHoTCWNAZ L,

o [ERIRFFISER 2 FOPMNHEZE T L7cRIC 5 2L Eo/NRImE & OVNER A
ra i/ NERERRREZ AT 5 Z &,

© BENDERLFREEDOEH|IZONT

I HRE B IE S 2 BMEE L E S, BRSO OB D . A2 - 2
IR I OB P ORISR 5 E iRt AFFRNELE LB E OWE
. FRESNITT DN DIEHINE > TN D Z &,

11




® BHER~DORRZDWT
@-1 fEgkAHIZ BT 5 EH

MR MERR B O EE R BIERA N RAE LZBRIC, 24 BRRIR2IRIRHI O T, Y%k X
TEEE R 123 T, BB L7 BIERNCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATRBZRARI N E > TnD Z &,

@-2 EENEFEFICLAFBRNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. TR, IS TR, mifbrEiase
%, HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7R MRS, MEKE RIEMRE, F5EZ.
g, BEDOHR, SEIRERK, MEORERIR, WERFEE, OhEfEE (OEmE) -
RIR < DEEEISMNHESE) . ARZFEREE . MRS H M, BEALSE) (Txf LT Yikhiisr X3k
BEZRBERE O BRI 2 5 [EAD & U (RUWER OZWroxt sz L THRE R OSCHE
EZITONLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,
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5. ‘#EXRLRDHBE
[Hxhiiz B3 % 31E]
O TROBFIZBWTAFOEEN RSN TND,

o AFEMBABHE L T L Y L~ TITHGE USRS O P38 38
BYEOE AR F U B A BE

o 2V VAU LOIREREEZA L, MooREE MR X D RREO 20
(H Z28& M A A A OV IR ILFF2) . B TR TE O i A o )
A RVINIGY:: e

@ TREIZEZNY T 2 BE AT 2 AR O PG K O A TR OV T AFIOAZED

MESLSNTELT, AFIDEREGIR LB,
o ALTFRIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 2z B9 5 ]
D FRICHEYT 2 BFIHOVTIEAR OB G AR L SNTVD T &b, 52T

bz &,
o AHNOREIT R UIBBUEDORBEERE D & 5 BFE

TRIERTOFHMIZ BV T FRRICEE S 2 B 12OV T, AAlOREFHERE Sy

B, MOTEPRIUEL DS NG EITRY | HRICAHZENT 52 L 2BETE D,

o MEMMEEOAI IO H 5 BE

o M AR A CRHVE R 2 58 6O D A K ONEENME OO H BRI g 2 <o G it ¢
FEDONNZRIEMEZRA LN DD B

o HCORERBOED, XUHEMA7ZRE L < IEXFERMEO B O R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

o OB IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0 B

(ED  ECOG @ Performance Status (PS)

Score EFe
0 | &<MERIEHTE 5, B U HEAEESHIRZE <ITx 5,
| AARIICEL LUVEENTIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B NFE, EEEE
2 TR CHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL B1E~y FACiE I,
3 ROENTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy R BT Tild,

13




6. BEIIELTHEITNEFH

ATSCEFITIN 2 BRIEIRGEER DR 3 2 BRI B & ARH O Rt & OV (48
O DIZLE R ERE I L ThBEERT 52 &,

TRIEBRARIZIENE D | B UTZ OFIBEAH IR Ot 2+ L, RE 215
ThobETLHZ &,

FREWERO~H T AL MZDOWNT

@

@

WEMEEEN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL IARIEE, iZmk, FEEVE) OREFE M O X Sl A o i, Bz -+
ZATH 2 &, Fo, MBS U THE CT, MiF~— V1 —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2. CEARHI 43 %D T 5 U
i ZAT>7c L CRRMET 5 2 & £72.2 B B LR O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH K OARA G T #IT A Z A
ERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHRE - 08l
T5HZ &,

FORIBRREIRE . T ERAERERET R ORIBREENRH 5o 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEIIL, BELEFRIIS UL
R 72 05k & BRBR 2 Rf D[RRl & g U Cal bl 2 B ne W 217V 18R D5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE E A
NEHOBRGELBET DL, B, BIERERLVE L OFREGIZEVEIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz il Fl o8 in
bEETDZ L

BT %, ORI S8 AR L T LEWERDBET 2 Enb D129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 RUOBE R (BIE 1 BUEIR W 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN ICiEREEZPIE L, AR 8l
H OB EEOBEE RAEZITH Z L,

BIERF I, FAE, IFgRERES . TR, B{LMERE RPN L bND Z EndH D
DT, EHHIITHERRREZITV., BEOREL +2I2BET 2 &,
SEINERNHLDOND Z LD DT, RO OF M Z C NIRRT D
2L, Fe IROBENRD bNGAITIE, BONIEREELZZ2Z2T 25 X
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IREEEET L L,
@ ARANOEERRBRICBNT, BEBRENS 6 7 ALNIL 8 M I &ic, TR,
BeEBIME D TAEME T 1R2BEM I S ICHEIMEDRMEZIT > T\ Z L2 BB,
AN G-I E MBI B R A TR OMERE1TH Z &,
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR7E4 « A7V — A REFE 20 mg, 7V —RRHFHE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ B~

Y2 99 H (4% 54 3 AKET)
BT BE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZOWNT P18
5. H&EGXREMDEE P20
6. WHIZEEL THETNEHH P22



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI R P . —MAERTE N B ARERIR NRHE S R OV At FE N B R B B2 00
b EER LT,

RG L I HEIRS - AT VR EERE 20 mg, AT Y — R AT 100mg, 4
— REIEEE 120 mg, A7 Y — RS 240 mg (— %4 - =
P~ 7 (Bl FHH#z))

REERDPEIR - BB OISR R EAT - FEHE O FHE

WG ERDRMERORE  @E . RAICIZ=RL~T GBIE TR Z) & LT, 1\ 240mg
Z 2 BRGSO 18] 480 mg % 4 AR RIFE CAGEEET 5,
i OHFEEMEIES A & O 2 581%, B A=A L ~7
GBfz /M z) L LT, 1 8] 240 mg % 2 BEMEE UL 1 (5]
360 mg # 3 MM CREEET 2,

B I 5B 3O /NP TERRUAAE




2. AHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FLAGEEE 120 mg K ORI ERE
240 mg (—f%4 : =R~ T7 GEE M), LT, TARA) Lvd,) ix, /NERSES
TEMAKSLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L, U SERICIEINES 7L B R LTV o REROIEME L IRRE %
BIZFREI L CTWb, PD-1 U W RiFHURE SN B b O 2 22 G AR I Z 583
LTk, BMERAMEEE) LU L ZEEGMHRICI TS PD-L1 OFBLLIEOEF
HH & OMICADOHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBIRRN 5 & DHE S & % (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5PE T Miia oM &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A e T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S Z EI2X 0, BDATURFFRN e T MlROIE
PEAL KOS AKIIEZ 63 2 IS 35 PE 2 9903 5 2 & TR AR PSR 2 R
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & LTCBRRERZ R U, Ak, et R OCRAEER R ST,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
EDFREMEDN & D, AARIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
EI7RERIZ I 21T\, B ORIERIRIC K D RWER MDD AT, IR AR L
U FI OB GO YR LE AT 5 LERD D,



3. BB
1B BIBRARE 72 BT « P38 D H 98 O AR G-I 217 - 72 T 72 BRI RER O plis 2 37,

[H2hE]

OE B[R MAHRER  (ONO-4538-1254057)

22O LL DAL FHRIEIE 2 A5 D EEAES R S AN XU AN O TR IR R RE 72 1A T« 38
O HFE T RIE T A EE (EEOFLARIE ALY EF5emNIINLE T 5 IR
5 BEA930 (A ARNEE2260 % 5 de, AFIFEIZ0N], 7T B ARRELE3M]) 25T,
7T R ERIRE U CARKIZ mo/lkg % 238 ] [ b CREENE L7z & 2 0F MR OZ 4
PEA MR LT, FEFHIEEE Th 2 2AEFHIM (LUF, T0S) Evvo, ) (R efi [95%
fEEIX] ) 1%, AFIFET5.26 [4.60~6.37] B H, 77 AR T414 [3.42~4.86] H A
ThO ., KFNLT 7 BRI Lt FRIICHBERIER 2R Lz (O — RE0.63 [95%
{SHEX M : 0.51~0.78] . p<0.0001 [J&%Hlog-rank fE] )

1072, —— AEIH
T JItAE

0.8 1
0.7
0.6 1

0.5 1

R

0.4 1

0.3 +

0.2

0.1 5

0.0

at risk % £HFEM(R)
 AFIE 330 275 192 141 94 56 38 19 10 5 3 0
J5€ARE 163 121 82 53 32 16 10 4 3 3 1 0

[X 1 0S @ Kaplan-Meier Bi#t (ONO-4538-12 35R)

@ E B [F H MFEFER  (ONO-4538-44/CA209649 F5R)

BB O 720 e b RN = 5028 (LLUF, THER2) &9 ,) BEMEOIRE
OIBRARRE 70 AT - RO BB XTI REF#ETE (EEoPONEEREGH LY BT
5cmBAPNICATIE S 2 MifE) BFE 158161 (HARNBEZ 109614 5T, AAK|+ by ik 20
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78961, ALTERIEARET2G1) ARG, AbFIEIEE IR E LT, RAIHEFFRIEDO AR
MR OV R Z G LTz, BRI H T & % combined positive score™ (LT, [CPS|
VD, ) =S5EMIZRT L mAEALFIIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BIFHOSITONT, AHHLFRIEIILFIRIEICR LG FRICAEERIER 2R LT
(1, K2) . S5, FANTHE SN BE FIEL A BEKEOE TIZHE > THRIE
PITONTRER, BIWRGHMIIAE & S 72CPS= 1M K ITTEMIZ I 1T 50SIZ oW\
b AHHEFREI I EFRIEITS LG FIICA BERIER 2R LTc (1, 3) .
*1:HER2 HE AREUIARNE O BHE | K OEIBEINES O H.003% 5 O BE bIHANATEEE L,
*2: LT O(LFHEE (RS EMINER) 25 Le (O3 U 7 FF 2 1R 130 mgim? (k%
HfE) % 3 MM CaEMEIEL, #SZ B 1000 mg/m? ((RFEiERE) %z 1 H 2@, 2 Bk
A%5%12 1 \BAEE, UI@AFY Y 75 F 2 1[H 85mg/m? (EFEE) . AU F—Fhry
7 A 1 [8] 400 mg/m? ((REMEAE) MO 7 /b4 1 7 F 20 1 [E 400 mg/m? ((RETAE) 4 2 38 i b
TRIEFHEL, 704 r v 7 )L 2400 mgim? (RERHERE) % 2 B E2NT TRARNEHE IR 5% 12
HERSE] |, ARHFIHHbEERECid, A%l (D1 18] 360mg % 3 # R X1Z@1 [[] 240mg % 2 #
FIRIRR CRiFRE) 2 2n2h EiROXT@ bk L A Lz,
*3 : JEEHHAR 1T D PD-L1 A8 Lok (EEMa, ~ 27 a7y —I RO o NEk) &g
FfaEChR L. 100 % 3 U 7= fiH,

#£ 1 BMERE (ONO-4538-44/CA209649 FRER)

R fE
B TRIEHRE il [95%15 #E X [ ] IN— RS
(FH)
AH+ 7.69
A 473 N 0.68
PFS™ CPS=5 fer it [7'036 059'17] [98%{Z#E X [
CFRIERE 482 5556907 0.56~0.81]
AH+ 14.39
AR 473 g 0.71
cpsz=s  [LFIRILHE “3'1111 11)623] [08 4% S #EIX ]
fEsiERE 482 [10.02~12.09] 0.59~0.86]
AHl+ 13.96
AR 641 N 0.77
s cpszq (LML “2'5151 3134'98] [99.3% (AR -
R 653 [10.64’;12.25] 0.64~0.92]
AH+ 13.83
A 789 - 0.80
ITT (LR [12'5151 5164'55] [99.3%Z4E X
(EPHEERE 792 087010 48) 0.68~094]

*1 EEMTEEO T — X |

*2 : HEENTIRE DT — % | *3 1 J@Hl] Cox tefil ¥ — FET 1



1.0

0.91

0.81

0.7 1

0.6
ARF AV ERRIERE

0.51 2

0.4+

0.3 1

0.21

Probability of Progression Free Survival

)= gy = ]
- V= O e =R = =~

0.11

0.01
| B R L N | T T T 1 1 T

0 3 6 9 12 15 18 21 24 27 30 33 36

At risk %% HEAELEIT T S0 (A7)
KFI+bFeERE 473 384 258 181 132 89 60 39 23 10 8 1 0
{bSERE 482 325 200 109 72 41 25 18 12 7 4 0 0

X 2 PFS @ Kaplan-Meier Bif#f (ONO-4538-44/CA209649 3RER) (CPS=5 &)

1.01
0.91
0.81
0.71

0.61
AF L HRIERE

0.51

0.4

0.31

Probability of Overall Survival

0.1

0.01

0 3 6 9 12 15 18 21 24 27 30 33 36 39

At risk 3¢ AEBBIH TS OWIR (H)
KEI+Heggare 789 731 621 506 420 308 226 147 100 49 34 14 2 0
b isRE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

X 3 OS ™ Kaplan-Meier Hi#f (ONO-4538-44/CA209649 3XBR) (ITT £H)
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(PD-L1 FEBLIRBLRI DA %h1)

[E B[R 55 M ARFRER (ONO-4538-44/CA209649 iRER) ICTHLA AN B I-BEDT — 4
(S % | PD-L1 OFEFLRIBINIENT 24T - 1= A0 RRI R 2 & te) M OVZ4E
PEOFRERITLUTOLEEBY ThoTz,

AFNHLFIRIEDOF ML, CPS 28 5 K (CPS<1 K TN 1=CPS<5) DHEHLEMT
X, AL LIRERETh o7 (2, K 4),

728, PD-L1 OFBRHIZ L 6T KAlOZEMET v 7 7 A VITFRETH > T,

& 2 PD-L1 DEBUIRRFIDE R (ONO-4538-44/CA209649 FAER)

SR

PD-L1 R ” — AN — RS A HAEH
%5 TREE P LN roswimtcn) o p i
A+ 140 8.67
CPS<1 (b iERE [6.93,9.69] 0.93
e 125 8.11 [0.69~1.26]
~ [6.87,9.82]
A+ 168 7.16
S 1=CPS<5 LA RRIERE [6.83, 8.38] 0.93 0.0257
- [7.03,9.07]
ZF%U+ 473 7.69
CPS=5 bR [7.03,9.17] . 0.69 :
T 6.05 .59~0.80
(b bRt 482 [5.55. 6.90]
A+ 140 13.08
CPS<1 (b bR [9.82, 16.66] " (()).92 -
T 12.48 70~1.23
fLemisty 125 [10.12, 13.83]
AF+ 168 12.29
0S5 1<CPS<5 b RRIERE [9.63, 14.26] 0.97 0,034
- [10.87, 13.90]
A+ 473 14.39
CPS>5 b RRIERE [13.11, 16.23] 0.70
o 482 11.10 [0.60~0.81]

(10.02, 12.09]

*1 o EETRR O T — & %2 - PREdTRR O T — 2 *3 1 JEREHI Cox Hffl NP — RET L



1.0
08 oS
i,
! iy
o 4, N
% KFN+ bR AR

o
=

g

Probatabty of Cverall Survival
{=]
wm

a
i

et
(AR 1'1“"’—*

0.z
0.1
204 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk £t WEAEBEIS T O/IE (H)

ARIE/ICHE 140 129 112 89 72 51 40 29 20 9 6 3
ICT¥ 125110 92 77 61 41 27 15 13 9 4 3

1
2

0
0

10§

|-
o

N

il
o

(ON)

o
~

=
-

ARF AL FRERE

Frobabilty of Overall Survival
o {=]
= in

=
2

1=CPS<5

0.z
o1 S S O
LS HRIERE
oo T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk % T BB 205 DR ()

AFK/IC B¢ 168 157 125 99 83 56 34 22 15 7 6 2

0
0

0
0

ICH## 173 154 133 112 81 56 33 21 11 6 2 1
1.0
. CPS=5
0.8 OS
o.F
0.6 “ Y 5
AR+ LR FRERE

Probabdity of Cverall Suraval
o o
L m

,gms_ : N
03 i, L
S mn
0.2 T, -
(et e
00
T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk % MAEABIS T2 DO/ (H)
AHE/IC B 473 438 377 313 261 198 149 96 65 33 22 9 1 O
ICHE 482 421 350 271 211 138 98 56 34 19 8 2 0 O

Frobability of Progression Free Survival

Frabability of Progressicn Frae Sureival

Frabahility of Progression Free Sureival

E=

e
io

e
o

=
)

o
o

o
i

=
W

e
i

e
bt

=1

{bFFRIERE
0 3 6 9 12 15 18 21 24 27 30 33 3
MEVEBEIS T 2B oW (H)
49 29 22 11 5 4 2 1 0 0
32 20 11 6 6 5 4 2 1 0

PFS

o
1=

140 110 72
125 82 53

1.0

09

e
[

o
N

=
m

a
in

[
-

B
[

o
b

=]

(e R — -

i
o
|
I
|

T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36
EAERBIS T o 0WR ()

93 53 3% 24 11 7 4 3 2 0 0

91 58 27 12 6 3 1 1 0 0 O

168 138
173 127

1.04=

CPS=5

oo

o PFS

oy

0.6

ARFN+ALZEFRIERE

T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36
EEAERTIS T o OWR ()

473 384 258 181 132 89 60 39 23 10 8 1 O
482 325 200 109 72 41 25 18 12 7 4 0 O

X 4 PD-L1 DFEBIRIEID OS X PFS @ Kaplan-Meier Hif (ONO-4538-
44/CA209649 3R 5%)

(0S (£7%1) : EX CPS<1, HHX 1=CPS<5, T CPS=5)
(PFS (%) : EX CcPS<1, HHEK 1=CPS<5, FX CPS=5)



QFEBEHLFIZE I/MAHFRER (ONO-4538-37 #lR)

(L REERE D 72y HER2 FEME™ OIRIE IR ANGE /LT « TR0 B T BB B H AT
i (SO LAEEEEAE LY EF 5 om UINISALE T 5 k) B 724 6] (HA
N 395 Bl &2 Gde, AAIHLERIE2RE362 B, 77 R HLSRREE2RE 362 ) %
RGUT, 7T /AR HEFRIE AR E LT ARE L O A 0 e OV 4 & it
L7, FEFEEE O—>Toh 5 PFS (HFRAH [95%EFIXH]) 1. AH+H{bFHIER
T 1045 [8.44~14.75] W H., 778 R H{LFHIERET 8.34 [6.97~9.40] WHTHY
AR HACFHENL T 7 R HERREIC LRI B RIERE 2R LTz (NP —F
Lt 0.68 [98.51%fE#EIX M : 0.51~0.90], p=0.0007 [J&%H! log-rank F7E]),

Flo. b OOTHEFMEE TH D OS (HHAE [95%FHHXE]) X, AAI+1b7F
JRIERET 17.45 [15.67~20.83] B H. 77 R +H{LFEIERET 17.15 [15.18~19.65] #
ATH Y | KA HLFHIEIL T 7 2R HEFREICK LREHPRICAE BRI R 2R S 72
Motz (ONF— FEH 090 [95%E#EXM : 0.75~1.08], p=0.257 [J&H! log-rank F7E]),

*1 : HER2 HE RREX T ARBNE D BE IIx G4 & Lz,

*2 1 AFK| (1[5 360mg % 3 EMFINE CATRE) U7 T B R e, LIRS (R Eifi
R RO L7 [AFH Y 7552 106 130 mgm? (KRR % 3 8RR C A i L,
FHT = FRAT AT T NTH Y U LEEH 40 mg/m? (RREFE) T~ & £ 1000
mg/m? (REHERD % 1 8 2[5, 2 BRI OR5%IC 1 ERKE] |

1.0 4
B - —o EH AR FYTSFRY
S-1RIFHRIEEBrAR
0.8 -
-o-T5uR [ AFYYISFURY
0.7 - S-1RFHRIEEVGHRE
% oo .
j 08
& y
4 05 - ) ' -
7z = A
* 5 - %
03 - g
g2 ¢ .- e
o ¢
0.0 ‘ ,
0 3 6 9 12 15 18
at risk# G ELFHRA)
i ;_,*;:;;zg_gg:;;g 362 274 168 %4 46 13 0
i L e g T 259 160 80 30 5 0

X 5 PFS @ Kaplan-Meier Eift (ONO-4538-37 35%)
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1.0 4
0.9
—A— &Rl A EHYTSFURY
08 SHIRIFHRIRE L HrAH
07 -G- ISR AFHIISFUORY
S-IRBARSAE L HAN
4 06
04
03 A
0.2
0.1
0.0 T T - -
0 3 6 9 12 15 18 21 4 27 30 33
£FAEA)
at risk#
IMASIIIITLBU 360 346 318 269 232 193 169 150 102 58 23 2
IERASITIIAG agp 342 301 250 219 492 A6r @ 97 4B 16 5

X 6 OS ® Kaplan-Meier it (ONO-4538-37 3AR)
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[Z241%]

OENFEIMAHRE (ONO-4538-12 55#)

B E R G IAKIRE 300/330 ] (90.9%) . 7Tt AREE 135/161 14 (83.9%) 12D S,
1RBRIE & DR RBIURNEE TE WA FEFRITAHIEE 141/330 # (42.7%) . 77 &R
¥ 43/161 B (26.7%) IZRE® ATz, W ORETIHILRD 5%LL EORIERIE T #
DEBYTHoT,

F3 WTNOHOBETRIEEN 5% EDBWER (ONO-4538-12 RAER)
B (%)

CHEN PN |

HoREE ARFIHE 7T v iR
(MedDRA/J ver.19.0) 330 161 7]
4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5

EEIEH 141 (42.7) 34 (103) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
HEEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - EHEER L ORI ORE

%55 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FZ &R KO TRk R

Z 9 FEIE 30 (9.1) 0 0 9 (5.6) 0 0

W95 19 (5.8) 0 0 5 (3.1 0 0

2B  ARHIREC B TRVEMERR B 7 61 (2.1%)  BESUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG% « EHEED THI 461 (1.2%) . 1 BIBERIA 3 451 (0.9%) | ITH&RERE 18 5l (5.5%) |
% 1651 (0.3%) | HURARERERETE 13 5] (3.9%) . #ifkfEE 10 ] (3.0%) . BEHnEk=
E 14 (0.3%) . THEMAERERE 1 61 (0.3%) | FRRIMRIERRAE 1 61 (0.3%) & O infusion
reaction 1 5 (0.3%) M7 biLiz, £7o, BEIEMMEIE, DK, sk, Ml
PBUDVESRBES , R PRE, BEEOREREE ., MK - B, BERKLK DS E D FERITR
Lo To, REWEHREBLRDUIEEFES (MIRMEERT 2 51) &+ OEFER
AT,

@E B LA AR RBR  (ONO-4538-44/CA209649 7kR)

A EFGITIARAN L FIIERE 776782 5] (99.2%) . {b7FHEIERE 752/767 5 (98.0%)
(2588 B AL, AR LFHE & OREBERNEE TE WA FEERIIAA H b7k
T 738/782 5] (94.4%) . LFIRIERE 679/767 1] (88.5%) TR HLT-, WDt
THELFEN 5%LL EORWERIZTTERDO LB ThoTo,

11



F4 DTN ORETHRERN 5% EORITER (ON0-4538-44/CA209649 FAER)

%k (%)

ket AR (CFHRIERE
(Mn(;iDRA/J ver. 23.0) 78231 76741
4Grade Grade3-4 Grade5 “4£Grade Grade3-4 Grade5
EEIEH 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B W
L 323(41.3) 20( 2.6) 0 292(38.1) 19( 25) 0
T 253 (32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
I - 195(24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
(s 73( 9.3) 2( 0.3) 0 61( 8.0) 0 0
N 57( 7.3) 7( 0.9) 0 47( 6.1) 1( 0.1) 0
PR R R
Kt = 2 — v F— 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
KRR = 2 — 1 3T — 137 (17.5) 16 ( 2.0) 0 119 (155) 14( 1.8) 0
SR 59( 7.5) 2( 0.3) 0 61( 8.0) 1( 0.1) 0
MR A 42 ( 5.4) 0 0 38( 5.0) 0 0
SHYR 40 ( 5.1) 2( 0.3) 0 17( 22) 1( 01) 0
RRIR A
At v R 158 (20.2) 83 (10.6) 0 118 (15.4) 67 ( 8.7) 0
i/ NS 156 (19.9) 20( 2.6) 0 115(15.0) 19( 2.5) 0
TARGRUBT I ) NS A7 =5 122(156) 12( 15) 0 69 ( 9.0) 5( 0.7) 0
—E 8
I 1 BRI 112 (14.3) 23( 2.9) 0 77 (10.0) 13( 1.7) 0
TI=VT ) NI AT 2T —ER 89(11.4) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
n
U =8 89 (11.4) 45( 5.8) 0 34( 44) 16( 21) 0
7 7B 71( 9.1) 21( 2.7) 0 22( 29) 2( 0.3) 0
M7 A Y HRAT 7 2 —FHN 52( 6.6) 5( 0.6) 0 34( 4.4) 2( 03) 0
e v e o Hn 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
(IR 45( 58) 2( 0.3) 0 33( 43) 1( 0.1) 0
MR LY o REE
2 1 203 (26.0) 47 ( 6.0) 0 171(22.3) 21( 2.7) 0
A H BRI E 191 (24.4) 118 (15.1) 0 181 (23.6) 93(12.1) 0
M /IR iE 157 (20.1) 19( 24) 0 145(18.9) 13( 1.7) 0
F 1 BRI E 63( 81) 5( 06) 0 55( 7.2) 11( 14) 0
—f% - EEEER X OG0 RRE
57 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 22) 0
I 9 73( 93) 7( 0.9) 0 81(10.6) 10( 1.3) 0
FEEL 64( 82) 4( 0.5) 0 22( 29) 1( 0.1) 0
FEHEE D S AE 62( 7.9 6( 08) 0 45( 59) 5( 0.7) 0
TR 42( 54) 2( 03) 0 36 (1 4.7) 0 0
R ¥ KOV TRk bR
T - BIERFSTRA T A SAEERE 94 (12.0) 11( 1.4) 0 81(10.6) 6( 0.3) 0
95 74( 9.5) 7( 0.9) 0 12( 1.6) 0
% O FEIE 54( 6.9) 1( 0.1) 8( 1.0
Rt L OvsEREE
AR 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0
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Bi% (%)

AT AHI {CEHUTE {FHILRE
o 782151 767451

(MedDRA/J ver. 23.0)
4Grade Grade3-4 Grade5 4:Grade Grade 3-4 Grade5

Rl A s

FOIR BB BB T E 70 (9.0 0 0 2( 03) 0 0
BE, PERB X OWES IHE

A S UG 66( 84) 11( 1.4 0 30( 3.9) 5( 0.7) 0
G R

W EUE 48 ( 6.1) 4( 0.5) 0 10( 13) 2( 03) 0

7235  ARH AL F AR B\ THRR B 466 141 (59.6%) | T HERERE S 203 141 (26.0%) |
infusion reaction 111 1l (14.2%) . FURIREEGERET 96 61 (12.3%) . HEUTHALAEIE 68 i
(8.7%) . KM%k - /MG - HED T 52 5] (6.6%) | MIEMEMIZEE 42 61 (5.4%) |
HEOREEE 28 i (3.6%) . BHERelEE 26 1] (3.3%) . (LB 15 #1 (1.9%) .
FRAR AR ZEARE 13 61 (1.7%) . 28 761 (0.9%) . FE(AHHEREE 6 41 (0.8%) | Fl
AFSAEREE 4 B (0.5%) . M2 3 6 (0.4%) . LB 2 B (0.3%) . 1 BUHEGRSS 1 B
(0.1%) . SEHIEL 16 (0.1%) . FEEZE 161 (0.1%) M OVEFL 161 (0.1%) 2D 5
iz, E£io, EEMHEGE, WK - BRI, fhzk, mERE %, BB KRS, Bl
FENTR . TPARA, AREFEREE . MBRERIEMRE R ONEE; HH IRE O S o 7o, RENE
MZBURDUIBIHEFS: (BARRAEERE 2 5T) 2B 0EHERE =T,

@ E B[ 5 1 /MAHRER  (ONO-4538-37 7kBR)
B ERHGIIAK| LR EERE 358/359 5l (99.7%) . 7T &R b RRIERE 357/358
(99.7%) IZRBD HAL, AF, 77 BRI FFLE L ORRBEBNEE T RWEE
FRITIARA + b7 REEE 351/359 1 (97.8%) . 7° 7 & A + b iE#E 349/358 151 (97.5%)
RO BTz, WTNDORE TR 5% EORITERIZT FRO LBV THoT-,
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#£5 WTNOLOBETREARY 5% EDOBWER (ONO-4538-37 RAER)

b B (%)
WO AL TSR R
%(ﬁ:duDRA/J ver.22.1) 359 f 358 f
o 4> Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

2EIEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 0.6)
R R RS

RIMRE = 2 — 1 /%F 201(56.0) 14( 3.9) 0 189 (52.8) 8( 22) 0
S N 57(15.9) 0 0 52 (14.5) 0 0
K= 2 — S F— 51(142)  3( 08) 0 47 (13.1)  10( 2.8) 0
SRR 24( 67  6( 1.7 0 12( 34)  2( 0.6) 0
B IR E

L 181(504) 10( 2.8) 0 180 (50.3) 12( 3.4) 0
T 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
/AR 72(20.1)  5( 14) 0 66 (18.4)  3( 0.8) 0
Ak 64(17.8)  6( 1.7) 0 46(12.8)  4( 1.1) 0
(LA 44(123)  1( 03) 0 26( 17.3) 0 0
i 19( 5.3) 0 0 17( 47) 1( 03) 0
R AR AR A

Bt v ER AR A 157 (43.7)  71(19.8) 0 134(37.4)  57(15.9) 0
s IR S 144 (40.1) 34( 9.5 0 157(43.9) 33( 9.2) 0
P i kARt 77(21.4)  10( 2.8) 0 60(168) 9( 2.5) 0
TANRGEUWT I F 54(150)  4( LD 0 44(123)  2( 0.6) 0
T AT =T —B N

TI=UT I RTUR 41(114)  2( 0.6) 0 36 (10.1)  6( 1.7) 0
7 =7 —E

e e U e s 34( 95  6( 1.7) 0 2( 61) 2( 06) 0
IR E D 22( 6.1) 0 0 19( 5.3) 0 0
y—ZAEINLRT A 21( 58)  6( 17) 0 9( 25  5( 14 0
7 =7 —EEhn
R L OvseskhEE

AAEOR 187 (52.1)  29( 8.1) 0 196 (54.7) 23 ( 6.4) 0
—f - EEEER X OG0 REE

eI 72(20.1)  5( 14) 0 72(20.1)  2( 0.6) 0
B AR 59 (16.4) 0 0 62(17.3)  1( 0.3) 0
FEER 32( 89) 2( 0.6) 0 14( 39 1( 03) 0
0 i 27( 15  4( LD 0 26( 73)  5( 14) 0
KRG ¥ KOV TRk b

T REREARAME RS 53(148) S( 14) 0 48(13.4) 4( LD 0
JE R

395 45(125) 2( 0.6) 0 14( 3.9) 0 0
79 FERE 42 (11.7) 0 0 14( 3.9) 0 0
FZ &t FamF 20( 5.6) 0 0 21( 5.9) 0 0
EALRYS 14( 39 3( 0.8) 0 5( 1.4) 0 0
BRI E 13( 3.6) 0 0 7( 2.0) 0 0
Mgk LY >R bEE

2 ifn. 68 (18.9) 27( 17.5) 0 66 (18.4) 19( 5.3) 0
/SR iE 23( 64) 8( 22) 0 16( 45)  4( 11) 0
I A BRI E 19( 53) 8( 22) 0 200 56)  9( 23 0
LRNEN IS SR ]

Loo< D 200 56) 1( 03) 0 10( 2.8) 0 0
178 PR

Jik=gT 23( 6.4) 0 0 16 ( 4.5) 0 0
PNy s e 5
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Bil%k (%)

ax BRI IR

- AF bR 7T R HALRIERE
%ﬁggDRA/J ver.22.1) 359 358 {7l
_ o 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

FOIR BRFE REAS TE 24(C 67) 1( 03) 0 7( 2.0) 0 0
BE, hEB L OWES HE

TEAZAE S RS 32( 89) 5( 14 0 16( 45 2( 0.6) 0
AR pris

TR 13( 3.6) 0 0 15( 4.2) 0 0
JHREIE SR B 2

R T N 10( 2.8 1( 03) 0 14( 39 1( 03) 0
S fs R E

SBBUE 14( 39 3( 0.8) 0 9( 2.5) 1( 03) 0

7238  ARH AL AR B\ TR RE S 282 51 (78.6%) | JHFBERERE 5 83 151 (23.1%) |
infusion reaction 48 5| (13.4%) . HRARFEREFEES 30 ] (8.4%) . BEUTRELARIE 24
(6.7%) . K%k - /N2 - EEDO THI 24 1 (6.7%) . FVEMEAIZE 15 61 (4.2%) |
FEEOREREE 14 6] (3.9%) | BHREREE 96 (2.5%) | BT 6 61 (1.7%) |
FRR M AR ZEARAE 3 451 (0.8%) . 1 AUHEIRYHE 361 (0.8%) . T4 2451 (0.6%) . EFE7/2 ML
R 2 1 (0.6%) . AFAR4 2 5l (0.6%) . LMl 2 5] (0.6%) MOV EERBERERRE
141 (0.3%) 2F bz, Fio, BIEMEIIE, Ok, k. MK - filEK, BIE
IFde, WEALPERRAE 2%, MERERIEBRE, RikZ. AREFEkEs. Mg, B, BREOS
EIRERITFBD bR oo, ABIEHFEBURDUIBESS (BIRRAMER &5 T)

EEDERRERE T,
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[ - HiE]

AR OREAEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EN S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg %G LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
% - & (10mg/kg % 2 B CRE) CAAIZ G LzBEOugE & & ik LR H
o LRSI (FR) AT BEOFBEICE T 527 —Z 15 E | KA 3 mg/kg
(REE) 0% 240 mg % 2 WG CHG- L 72 BROARRF| OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRI,

£ 6 FADEYBRE T 2 —F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 melke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51?1%.103) <15~22?.354-6) (25-31‘}?4}7.8) (10;,5254) (41?57,.21;58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.6; ';9.2) (79.90({'51;14) (33?,9232) (18421,1 ;13) (23?,7286)

FRAE (5%, 95%4%) . Q2W : 2B [HIFHIFR. Cumax : RIEIH 542 D fe i@ MIE T IRE . Cminaia : MIEIR G114

A BT 2 RARMIE PR, Covgas : DIEHRS%14 0 H E TOFLME TR, Crnass : EHIREEICE

jé fi%%}m?ﬁw;%fﬁ\ Crinss : E T IRREIZ IS 1T 2 B RIS PIREE . Cavgss 1 ERIRREIZIS1T 2 TRyl i o

Fo AR OREFEYEET LV EZFH L2 I 2 b—3 3 /280 KK 480mg
Z 4 A TG SUIBARE O Bk - &S TR G UI2BRO AR O M35 R B 23 G
Shic, ZOREFR. AH| 480 mg % 4 BHME TR S L72EREOEFIREBIZEB T 2 i
THETIRE (BLTF. TCagss) &9, ) 13, AHl 240mg 7% 2 3 [HIHIFR TG L72ERD Cagss
EHUT D eI (FR) o E£7z. AHAI480 mg z 4 WARIHENE TG LIZBROE
FRRBIZR T D@ MG TFIRE (BLF, [Craxs) &9, ) 1% KK 240 mg % 2 HfH
[FIRE TG L7ZBRD Craxss & IR L TR AR T & PHISHZ b OO, AARNEEICE
WTEREPHER SN TWD YL - & (10mg/kg % 2 EERE C&RE) CTAKIZ &S
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (FFR) . M T, HEOREEICEK
5T —XIZHAD X, KA 3mglkg (KE) F7213 240mg % 2 BRI, 7 L < TAA)
480 mg % 4 JERIME CH& G Lo BEOARA| Oz B & A 20 X322 e & o B A fet
T HMEESONE T VP S, YHBEEICOWTREMTOI SR, oMk -
ORI TH R W2 MEICH MR ZR T2V E Tl S,
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RT1 AROEYBE T A —F

- R Crnax Cmind2s Caved28 Cmax,ss Chnin,ss Cavess
(pg/mL) (ng/mL) (ng/mL) (png/mL) (pg/mL) (ug/mL)
S meke @2W (352 '760-8) (16-25?"%0-3) <21.321 2?3.9) (75}){3179 (27.612,'107) (42.717,'?27)
HOme@W | s 1-712"103) (23-?539-0) (30.1?.670.9) (10;,5254) (41?57,'21358) (62.11(,)91 87)
480 mg Q4W (105307) (15.25??:7.4) (37.?)?';)4.8) (14?,1 236) (27.751,'?37) (62.11(,)91 87)
10mghg QW | (146222 | (365 132 | (o tse) | (329,325 | (isa 309 | (36970

FRAE (5%, 95%45) . Q2W : 2 i@ F IR, Q4W : 4 I RIFE. Cmax : FIEIFE 554 D 8 MLIE FIREE . Cmindzs
%ﬂ@&’q—‘?& 28 B E L:%cjé%{&m?jﬁ;@%g\ CavgdZR N
TEHIRREIC I 1T B IS IS FIREE . Cmings @ EFIREEICI T 2 BAKMIE PR, Cavess 1 EHFARBIRIT B

Y1l 175 T e
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4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 RV BIE B~ i) 1 4T
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB R 7o D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 22 TH D,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIHEY T IMEHTHD Z &,

(1) BEAFBRENEET 503 A2 REEEILSRBES (FE RS A BRI AR L
I A3 A2 B EEIL AR T, MBS ARSI R &)

(2) FrErERERRE

(3) HEAFIRAEMEET D03 ARFCEEERRE (DA BRI ERPE, 23 AR
W 1REBE, 2 AR e &)

(4) FMRALERIER 25008 U, SMRIER L RRIEZ IR | U SRIES LA ok
2 Ok FEAEITSR D JR H & AT > T 2 Mk

(5) PUEMERER AL & BRINGL O il % FE B4R B B H 21T > T D Jifi

O-2  HEEOALIRIE K ORIERFEBLRF O RFISI+53 70 50k & BB 2 RO EAT (FR D
WFHLNNTRE N T D ERN) 23, Ui R OAANET IO BEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINHEZE T L72RIZ 5 L LR A RO ERIRIHE 2
ToTWHZ &, 56, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBPIHHE ZET LI2&IZ. W bam OB ASMIREZ ET 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHNHEZIE T L7-&IC 4 FLLEDOKKEREZAG LT\ D
Z &, OB 3FELLEIE., HIbESE O D A SRYPRTE & G e E LA T O R IRAHE &
IToTCWVWBHZ L,

@ BNOEEREREBOEHICONT

S S B T 2 B SEOE S . U D OB D . N - 2
SMEEIRA N OB OERTES T XT3 5 HHUREL, A B HE DR LB a OHE
ST ERHRNATON B RS TVS T L,
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@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 7ZRITERNCIG U CABRE B O CT S5 D RIEH O#E RN 2
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADZWr-ox S IZE LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JFK. bR
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JERRE, FFRIMARZEFRIE, infusion reaction, HEFE7c Mgk, MERERIEMERE, Fik%.
Bede, BEOBHR, SEIERK, WEORERS, MR EN, ClEEE (O EME) -
BRIR - OSVEIAMGHTS) . JRIFERES . IS, BEALAE) 1Tk LT, Mz i3k
W= B D BEFME A2 A A R AT & U (RIVERH OZWr-oRH 2B U CHRE L UVSCER
EZTONAEMICHDHZ L), BEHICHEIRAEN TE DEH N ESTnDH 2 L,

i
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5. B#EXRL D BE
(B 2hiEIc B 2 H1E]
O TROBHFIZBWTABOFENEDSRIEEN TN 5D,
o 2 OU EOLIERIERED & 2 IR VISR AR 2R T - R AR ORFIHMmE

5)
o AETFEFRIERE D 720 HER2 [2PE DR YIFR A RE 01T - R 38 BB (LK
& OHFHE)

o (1) AFXFPVTITF RPNV EZE Y, (i) AF VBV TFI7F0 KU F—bhrvy
LAROTZNAaT T, XiE (i) AFVH VT TFoRRTH 7=« FAZ L - T
ZUNA U T AECSHA

C)I%Aﬂﬁmmﬁ%(mw&mmmmm%wﬁ%)&Ul%Aﬂ%mmmﬁ%
(ONO-4538-3778k) 1T\ T, i ((BFRIEXIT T 7 B R HbEFRE) &
LT, $ﬂ+m%%&@ﬁ%$ﬁrénfwéottb\ﬁﬂ@tﬁﬁ_;bﬁ
EREDORBFENE L R DA BBO S (pll~152H) | £7-, PD-LIFEILRIL
(CPS) 12XV ARKID LRGN EN IR DN TRIEI N TND (p7~85H) , R
HIE LT, 2o & E 2. PD-LIFEBLE"A35% A (CPS5AT) Th b 2 & D3R

SNTBFITBW T, AEFRIEFMIC L DRI OV THBET D,
* AFIOBWER L LC, K584 : PD-L1IHC 28-8 pharmDX [# =1 2NVEBE ST\ 5,

@ TREICEZ M T 2 BE KT D AF OB G K OMEHFIEIC OV TR, RAIOF M
DL SN THE LT, RAOEEGEXIR LR DI,
o —RIBRM O TIRIBIR T TR W B ISR B A o B 5
*  HER2 G0 B 1Tk D b7k & oS
o OTABIOHIMEN RSN TOIRMEOHUEMEIEEA] & OOF &5
o INEMBNEIE L LTS

[z B 4 % FH]

O TRIZEYTLIRFICZOVWTUIARFOERENEEZE SN TNWDLZ b, &5 E21T
Dlrnz by
o KHIDBHTIHKT LI BEUE OB ERE D & 5 B3

@ IBRFEATOFHBICE O T FRRICEY T2 BEFIC OV UL, AFI O G ITHESRE S e
N, MOTEFRIUL N 22 WIGEICIRY | HEICAKZENT 2L 2ZBETE D,
. %E@Mﬁ%@A%Xi%ﬁ@%é$%
o JRER i AR A CRVE R 258 0 D B K ONE B 0 Sl i i 2 <0 i e it 2%
%@%K*E@Zkﬂ#%hé%ﬁ
o HOMEEBOEOE UTEMEARF L <IXFERMEO B iR B OB EREO
»oRE

20



o JRESEAEIE (EMERRBAIREZ GTe) ObDHEE
o FEEOBY I EE AT HEE
e ECOG Performance Status 3-4*Y 0 3

(ED  ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, BT LlFE U R EAERIHRZR AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATHRECTHSOF DY O Z L3 < TAFELEAMEREIT TE R, A 50%A Eid~y R Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

21




6. BEZELTHEETREFIH

I SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FrE K OVl (Ef#
RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B XX Z OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

KA e AL E OO G- O RS 2 W 2356 PD-L1 BELR LR T 52 &
WEE LW, PD-L1 BELRDFER T E 2 WIGA I, KAl & bFiE L OO
W 2w L ETRET D 2L,

FERBIERO~RT A MZONT

@

@

MEMEREBEN S bbb Z ERXH LD T, KFNOEGIZHT-> T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M O X S 0 FEhess, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MG~ — I —FDMm&x FEh+ 5
Z &,
AFN O 51X EE D infusion reaction (i 2 CEARFI 3 22kt D T 5 U
f&AT > 72 LTt 2 Z &, £72.2 [ H LABE O A 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH K OARA G T #IT A Z v A
CERRET %, BEORBEL 2B T 52 L, 70F, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,
ORI BRI E . TRAEERET R ORIBREERH 5O Z RN HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
FERE T4, ACTH, =Y —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b Dk R R IER R
DHLLNDZERND D, BENRDOOLNLLEAEITIE, B LEFRIIS LT
B 72 ek & R 2 e R Ail & i U Cli bl e BRI W 21TV IR D
FOGIZ X 2 BWER 2N g0 23551 2iE, AFIORFES T I, & ORIE BUE A
NWEVRIOBRGEEZZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
A OUEERFRD BV WIGEITIE, BB RE AV LISt o Sz il Fl o8 in
HLEET D,
PR T %, OB S8 AR L T LEWERDBELT L2 Enb 57129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,
1 BUBE IR (BIE | BUBEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, HEl, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBN DN -G ICITEGEZ R L, AR )
FOFGFEDHE) R EZITH Z &,
BIEATIE, P4, ITHEREREE . TR, B{LMRE RPN H LoD Z &R dH D
DT, EHWIIITERERE LTV, BEOREEZ H3ICBET52 &,
SEIERNH LIS Z LD DHDT, IBRORE OF A EHICHET 5
22



T &, Fol IROBEFEDBFRD DNIGEITIT, EPNICIEREE 222 5 &
IRBBFEEET D L,
® AFNOEERRBRIZIHNT, BERENOH 1 FEMIT 6 B I L. TnlEX, 12
W Z L AZHRMEORHI 24T > TWe 2 & 2 5B, ARG I 30E HIA I g
RETHROMERZITI Z &,
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR7E4 « A7V — A REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ P R P B R~

Y3 048 H (47F054F 3 AKET)
BT BE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZOWNT P10
5. H&EGXREMDEE P12
6. WHIZEEL THETNEHH P13



1. IZT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICBET HIERNH0ERET D £ TOR,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N B ER SR A A, AmEE AR AR
BRI 7o, —AFEENE N A ARBRIRNBHES . FoEdR s FNEENE A B ARIE P2 &k O
—MRFEETEN B AR ER 2 DS 0 b LR LT,

%G L IR HEINL L ATV — R Y 20mg. A7 Y — R T 100mg, A Y
— AR RLEETE 120 mg, A 7P — RS EHE 240 mg (— %4 - =
A~ 7 (Bia T Z))

KR ERDMEIRE - CIBRARBZRHELT - FRIE O MMl i i

KELRAMEROHE  @E, RAICIZ=Rr~7 GBIa T Z) & LT, 1[0 240mg
Z 2 JEMIRINE S 1 0] 480 mg % 4 3 W R C AT 5,
AV AT (BEEHRZ) EOFRT 2560, @%, A
F=A~7 (EaHH#z) & LT, 18240 mg % 2 BHEHH
fR 313 1 5] 360 mg % 3 A FR C AR ERHET D,

B B 58 3O /NP T ERRUAAE

(%)

FEMER R BRI BE T2 v — AR A R FHENR SOomg (— 4 - A B U A~ T (GBIs T

#2)) OBEEXIIHHE, FEKOH&

SHRE ST R « UIBRARBE /AT » T8 D B a5 b iz

MEEOHE  =AL~7 (BlarHfiz) EoffHicks T, @, AZZA ey

L~ (EaFHHRZ) & LT1E 1 mgkg (KE) % 6 @RI TS

TEHET Do




2. AHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FAGEEE 120 mg K ORI ERE
240 mg (—f%4 - =R~ T7 GEE ), LT, TARA) Evd,) i, /NERSES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BAs& L7t K PD-1 (Programmed cell death-1) (Z%f3 5 & Nl 1gG4 & / 7 v —F )Lk
Th b,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L, U SERICIEINES 7L B R LTV o REROIEME L IRRE %
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB TS PD-L1 OFBLLIEOELF
HH & OMICADOHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBIRRN 5 & DHE S & % (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5PE T Miia oM &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A e T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S Z EI2X 0, BDATURFFRN e T MlROIE
PEAL KOS AKIIEZ 63 2 A A5 5L 2 9903 % 2 & TR AR P2 B 2 R4
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
FEME R B N AR 2 kP & U T BRIRARR 2 S0 L . AR, et R OV R
i,

AFNO T 3 < MIE D RAERUEIC & 2 BINERSN & b L, B XTI
D AR B 5o AFIO B PR OB SR, BEOBREL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8R & FE o[ Aifl & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIER A DR 2 A3, BIBRERL
LRI OB GEDOHEYINEEZIT O LERD D,



3. BRERAE
YIFENRE 22 HEAT « T8 D FEME i [l o iz I oD 7K ER IR L2 5 Al 247 o 72 = 7 BRI 3R OO i
%7‘]——\“@‘0

[ 2hE]
O EWNF THFER (ONO-4538-417-%5%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFHH L ALA R X RS R LK E O PRSI ARIS AR O B
BRAREZ2EST - PR OBEMEHgfE R i £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGAT  ARHA 240 mg 2 2 38 [ IR C AR T L 7o, EEFHIE B T o 5 245 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th o7z, 7ok, FANIRE LTCREMEIL5.0% TH -7,

@ ERRLEF AR (ONO-4538-48/CA20974373&8%E%)  (Lancet 2021; 397: 375-86)
(LEPRIEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 560551 (B AR HR 60
BlaxEte, KilEA Y A~T7 (BB FHBZ) EO0FH (CLF, INHOEH) &0vvo,) ™!
BE30361, fLFyE (X7 FF8HK AT TFUoNFIAINRTTFo) LA MLF
T R RY T AR E OO BE30261) A XFG, [LFRIEREA XTI E LT N+HIF
RO MR OV EZ G LTz, FEFMIEE Th 2 24 AR (FIE [95%1F
FEX [ ]) 1, N+IOFHRECT18.07 [16.82~21.45] 4 A ALSAEIERET14.09 [12.45~16.23]
A TH Y, NHIFAB G I EFRIEICS UG R Bt R 2 /R LT (NP — K
££0.74 [96.6%/ZHEIX[H : 0.60~0.91], p=0.0020 [J&Hllog-rankif/E ], 202043 H25H 7
— &1y NET),
1 K 1A 3mgkg (KE) % 2 BRI, €V A~ GRETHEZ) 1 1mgkg (KE) % 638
FIRANE CAUMSE L7, PR EIICB N TR, ARZRIICEE L, A Y AT (GRZTHk
2) EAKIOB G T 55 30 43 L EORMIME & I\ TG 2Bk L=,



1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2 oot 5 .
0.1
0.0

N-+IGFREE

Probability of Overall Survival

0 3 6 9 12 15 18 21 24 27 30 33 36

Overall Survival (Months)
Number of Subjects at Risk

N+I{EEB2 303 273 251 226 200 173 143 124 101 65 30 11 2
L5285 %8F 302 268 233 190 162 136 113 95 62 38 20 11 1
X1 2AFHE O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)
(EfER LI T-4EH)



[Z4tE]
OEWNF TS (ONO-4538-41757)
BEFGIT32/3401] (94.1%) TR HiL, AH L OREBEBIAGE TERWVEEFEFR
1323/34451] (67.6%) (258 BTz, FEE NN, EORWERIZ FERDO LB THoT-,
#£1 FHEN5%LLEOBIIEA (ONO-4538-41588)  (RRAVEARAT R S

FERIRHE BilE (%)
FEAGE 34 5
(MedDRAV/J ver.19.0) 4= Grade Grade 3-4 Grade 5
2EIEA 23 (67.6) 7 (20.6) 0
N 3 i i
FOPR BRFS REA T 2 (5.9) 0 0
B P
THI 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
M - 2 (5.9) 0 0
—% - EFEES OB GEAORRE
[(=93 3 (8.8) 0 0
Ty 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
R AR A AT
U x—EHN 4 (11.8) 2 (5.9) 0
7T 3 (8.8) 1 (2.9) 0
U R 2 (5.9) 0 0
R L Ok hEE
EEXE IS 2 (5.9) 1 (2.9) 0
B R E L O ARk S
RA A 3 (8.8) 0 0
R X O T HRRRE
W5 4 (11.8) 0 0
iR NTR SN A 2 (5.9) 0 0

7R, APRREETE 2 f51] (5.9%) | AFAERERRE 1 61 (2.9%) | FUIRIRFSAEREE 4 (5] (11.8%) |
EVEL MM H 2 5] (5.9%) . KB « EEED 2 5 (5.9%) | 1 BUERIE 1 11 (2.9%)
MO BTz, Flo, BWRERE, EEORERE, FERAKERS, BIREiEREE
g, EIEREEIE, M2 - B, infusionreaction, 5 & 9SS, L. k. B
BRRMRAE/ X A /X F— Sl MR SR B . T2, BRIk AR ZERRIE K OV b
PERRAE RITFRD bR o 7o, ARWEHFBUR UL ES: (BRRAEFERT 25 )
A DEFRERE T

@ E B[ MAHRBR  (ONO-4538-48/CA209743 #kbR)

HEFRIT N+ OFFHRE 299/300 1] (99.7%) | {LSIERE 277/284 5] (97.5%) (178
DAL, TREREE & ORIEBIR G E T & 22W0A FHRIT N+ OFHIEE 240/300 i (80.0%) .
(L IERE 233/284 6] (82.0%) (23R Hiviz, WM DOEETHRILRN 5%LL EOFIE
HIZFTFERO LB THoT,



2 WITNOOBETRERISWLL EDBIFEH (ONO-4538-48/CA2097433R58R)

(R MM RE)
Bk (%)

2 E IR N+IDF bR A

FAGE 30031 2844

(MedDRA/J ver. 22.1) 4:Grade Grade 3-4 Grade 5 “2Grade Grade 3-4 Grade 5

ARIWVER 240 (80.0) 91 (30.3) 1( 03) 233(82.0) 91 (32.0) 1( 04)
KR ¥ KO TR

Z 9 e 49 (16.3) 3( 10) 0 1( 04) 0
$95 43 (14.3) 3( 1.0) 0 15( 5.3) 0
ZRINTRZ I 22 16 ( 5.3) 1( 03) 0 2( 07) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 7.4) 2( 07) 0
LD 30 (10.0) 1( 03) 0 104 (36.6) 7( 25) 0
i 12( 4.0) 0 0 42 (14.8) 1( 04) 0
W 8( 27) 0 0 41 (14.4) 6( 2.1) 0
—f « BHEES OGO

DIRTE

9 41(13.7) 3( 1.0) 0 55 (19.4) 5( 1.8)

79 25( 8.3) 0 0 44 (15.5) 12( 4.2)

BN 16 ( 5.3) 0 0 5( 1.8) 1( 04)
FRIR AR AR

U —P N 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

7T —EHm 17( 5.7) 7( 23) 0 1( 04)

TI5=TI/) 527 16( 53) 5( 1.7) 0 2( 0.7)

Z—EHm

WM

FHCER B R T RE 32(10.7) 0 0 0 0 0
ONER PSR ON FRey ek e

RA iR 22( 7.3) 1( 03) 0 0

o P e 15( 5.0) 0 0 3( 1.1
Rgtd KOS AEREE

RARIOR 29( 9.7) 2( 07) 0 50 (17.6) 2( 0.7) 0
B, PR L OWLE A OHE

AT D BUS 24( 8.0) 3( 1.0) 0 2( 07) 0 0
FHRS SRR

RS 3( 1.0 0 0 19( 6.7) 0 0
MiEFs LV >R bEE

i 6( 20) 1( 03) 0 102 (35.9) 32 (11.3) 0
I A BRI 2( 07) 2( 0.7) 0 71(25.0) 43(15.1) 0
/MR IR 2( 07) 2( 0.7) 0 26( 92 10( 35) 0
Bk i 0 0 0 22( 7.7) 8( 28) 0

728 N+ GFREEIZ T, AR IRBEREFRE E 43 5] (14.3%) . ITHEREFE S 36 141 (12.0%) |
infusion reaction36 {5l (12.0%) . MEACHHELAREIE 34 1 (11.3%) | MRkl 22 #1] (7.3%) |
VMG AR 20 1 (6.7%) . KMZ% - /M % - EHEED TR 19 i (6.3%) . B péREmE
15 f5] (5.0%) . TFEEAHERERETE 12 #] (4.0%) . BEEORERE 10 ] (3.3%) . JFX
74 (2.3%) | EIEHERERETE 6 5] (2.0%) . ClEEEE 4 61 (1.3%) | % 341 (1.0%) |
EIEFMEIAE 2 61 (0.7%) . S E MK 261 (0.7%) . ik 241 (0.7%) | HfkifneIE
FIE 2 1] (0.7%) . Bd7s - Bl 1461 (0.3%) R ONMEZ 141 (0.3%) 235388 iz,

7



o UBMERIE, BIERATS, FPRA. BRI e, TR0 e | R R
FE AERZ, ZRIFEREE. D M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3RS E
e WRBEMRRLET) & EUEHERE T,



(At - HE]

AFNOREMARYEEET LV EZFIHA L2V I 2b—2 3 280, AH 480 mg % 4
T R T 5 SUTREAGR O S - B TG LB ORI O Mg iR E S Be S h
Too T ORER. AHK 480 mg & 4 HRIFIFE TR L72BE O EFIRREIZ I 1T 2 ik 4
BEE (LLF. [Cags) EWVVI,) 1E. AHAI 240 mg % 2 BRI CTHE L7ZERD Cogs &
MRT 2 E P&z (F#R), 7. KA 480mg % 4 HF MR T 5 L72BEoEF K
REIZHBIT DR MIEHIRE (BLF. [Chaxs! &9, ) X, KAl 240mg % 2 HH IR
TG LTZBED Craxss &£ LB L TEMEZRT & THISIZ b OO, BARANBEIZEB T
DEVENHR SN TWA AV - & (10mgkg % 2 B THKY) TARAIZ#S5 L
B Crmaxss & R L CIREZ /R T & PSSz (FHR) . Iz T, BEOBEICBITS
F— R HEOE AKI 3mglkg ((AHE) XL 240mg % 2 WM. 2 L < 1345 480 mg
Z 4 JRMEE TS UT-BEOARB ORE & & A ohME X2 & OB 2 Rt 2 g
BOGSET VAL S, BZEEICOW TR TORZRER, B0k - HED
W CHIM: R O eI AR R 2RI e P S iz, £7-. BErERfch f i s o
BT — X CESEHEELUBRENSTET VAR LT, A% 3 mgkg (2 #RIET
#eh5) . 240 mg Q BEMIFEE CTHE) XX 360 mg GEBMETRE) AU LA~T
(Ba 7 %) 1 mgke (6 AR CTEE) Z0FH LIZBEORAMER V224 Mt
L7, EFLo Rk HEOR CTHMER ORI =R IT v & PRl s iz,

&3 FHOEMBERR T A —F

- B Cinax Crnind2s Caved2s Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
} meke 2W (35;1§68) (16§T§ba) (2131£;9) (75iﬁi71) (27?5}07) (421??27)
240 mg Q2W (5175'103) (23§?§;1D (30?5;;19) (10;f254) (41%5.?58) (62ﬁ??87)
480 mg QUW (10;?207) (15%?274) <37ff§2as> (14?}?36) (27Zi?37) (62ﬁ??87)
10 mglkg Q2W (142?;22) (86?3?32) (10}}?48) (323?225) (181}§03) (2327277)

HJLE (5% 4%, 95% ) . Q2W : 2 A MIMHIFE. QAW : 4 JE IR, Crmax : HIEIFR 5% D i MG IR EE . Crindas :
MEl$e 5% 28 B BIZH T 2 ARMmE IR, Cavgos : M5 28 A H £ TOFEIMIE TR, Crmaxss :
EFAREBICE T 2 B @ MG IRE. Cninss 1 EFIRIBICE T 2 BARMIEPIRE, Cagss : EHIREEIZEIT 5 F
Yoy i ¥ R



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 1 A
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FrE L, AFOFEICL D BHE
7REWER 2B LTRSS 5 2 & DB R 7e D LLF DO~@ DT T A& 72 7 i
RIZBWTHEHAT 2 ETH D,

O mEFITHOWVT

D1 FiEo (1) ~ 5) OWTNMNTEY T D% THDHIL,

(1) EEFBREDEET D05 A BEEERLS RS (BRE RS A SR BE LSRR
HiE 23 ARSI SRS, HUES AR IRIRRE 72 &)

(2) FEEHEREIRRE

(3) HBEIFIRAE T ET 203 AU HEEEHREE (D AR B, 23 AR
W 1REBE, 2 AR e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| USRS LR iE2 R
2 OfiF FEHEZAR D M 21T > TV B figk

(5) PUENMEREEAIALTE BN O fii 5% L UEICAR D Jm A 1T > TV D fiak

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 50 70 Jae & 8 BR & o
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBELHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERHE &
[THoTWBZ &, Hbh, 28D R, NARMIRELE T & LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFEISH% 2 FFOPMIIHEZIE T L7-%IC 4 L EORKRRRZ A L T\ 5D
Z &, b 3FELL T, EMEIR T R IE O DS A SRR A G T e REL g8 S O B IR
HHEZIT->TCWAHZ &,

© BtADERMEREBEOEKHIZONT

RIS I A B E T D BMEA NI E S, BERGE S OfFmE 0, A - %
IR OB B ONERSE IR 5 G et A FFRMNEE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,

10




@ BIEA~OHRIEIZDOWNT
@-1 fERR AR BE 3 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 7ZRITERNCIG U CABRE B O CT S5 D RIEH O#E RN 2
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
INZE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHEREREE . JHFK. kv
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, BRI ZEFRIE, infusion reaction, FEFE7cMykmE, MERE RIEGERE, FEk%.
Bede, BEOBHR, SEIERK, WEORERS, MR EN, ClEEE (O EME) -
RIR - OSEVEIAMGHTS) . JRIFERES . IEE I, BEFLAE) 1Tk LT, Mz il
W= B D BEFME A2 A A R AT & U (RIVERH OZWr-oRH 2B U CHRE L UVSCER
EZTONAEMICHDHZ L), BEHICHUIRAEN TE DEH N ESTNDHZ &,

i

11



5. REMBRLLRDBE
(A2 L B9 % F 1]

@

TROBEIBOTAROEMENR ST,

o ACFBREIEE A SRR - PR OB NP TR ORI )

o RO DRI - RO SIS IEEH (f ) A (f
(BT L O

TRCICRZ S T D AAN OG- K O ITEEIZ DWW T, AFIOF LN ST
BoT, KAOREGARE LB,

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

| 7S et A PR )|
O TFTRICEYTLEEICOVTEAAORENERE SN TND Z Ehb, 5 21T

DN &,
o AHNDOREITI R UIBBUE DR ERE D & 5 BF

TRIERT ORI I W T RIS S T 2 B 12OV TR, AAlO R EIFHERE S ey

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFZETNT 52 L 2B TE D,

o MEMMTEEOAI IO H 5 BE

o JRoE I R AR A TRV R 2 58 6D D B K ONE BN O T T i 2 <0l Yt il 2%
FEOMICRIEMEZEAN DD B

o HORERBOGOF B L < IEHFMEO B g kB OB TR O
o 5B

o g GEMmEtMiaBREZ 5Te) Ob 5 BE

o OB XIIBE A AT 5B

»  ECOG Performance Status 3-4 "V B35

(ED  ECOG @ Performance Status (PS)

Score

sl 2y
JE %

0

< AR JEBTE 5, FHAETL [F U HHF A HIRZ <ATX 5,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATHRECTHSOF DY O Z L3 < TAFELEAMEREIT TE R, A 50%A Eid~y R Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

12




6. BMEICERL THEETREEFH

I SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FrE K OVl (Ef#
RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B XX Z OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWERO~H T AL MZDOWNT

@

@

MEMEEEN D oD ZENH DD T, AFOEEIZH T > Tid, BRE
W (REWL ARIEE, iZmk, FEEVE) OREFE M O X S A o FEhnd, Btz +5
ZATH 2 &, Fo, MBS U THE CT, MiF~— V1 —FDMm&%Z T+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEEARFZ 322kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EW R
DHLOLNDZENHDH, BENRDONTHGEITIEL, BERLLEFRITL U
B 72 ek & R BR 2 Re D[RRl & i U Cli bl e R W 21TV, IR O
FOGIT X 2 BWER 2N g0 23551 21E, AFNIORFES T I, R ORIE BE A
NWEVRIOEGEEZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeHAET %, ARS8 ARE L T LEWERDNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

BUENT 2. AR, ITHREREE . ITR. B{LEEERRH DN ZLnd D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNHLDONDZ DR DHDOT, IBRORE OF A EHICHET 5
&, o, ROBEFEPRD ONIGEITIR, HeNCERERL X2 T2 X
IRFEEEET L L,

13



@ AFNOEEFEHABRIZBWNT, LLFDOX A v 7 THEMEOFM#iTo T2 2 %5
BT, ARFIBG T EMICEBRE CHROMREITO Z &,
e ONO-4538-41 itk : 6 B[ Z &

*  ONO-4538-48/CA209743 3R : FHBAMA B 1 FEMIT 6 WM Z & T LR
128M L

14



RBERMEET A FT AV
=R~ (BETHBE)

(BR7E4 « A7V — A REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~EHE~A 7T 54 PREEM (MSI-High)
R LR - ERE~

S22 (5Ff 54 3 AET)
JEAE S @



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZOWNT P10
5. H&EGXREMDEE P12
6. WHIZEEL THETNEHH P13



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, 6T, TEORFREMOESRIC LY | FUREZS e & OHH0 7 8RR
FFERMDPARBENDLHF T, 20 DOEEKNZ FICHLER BT TR 5 2 & PR
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRR 2 T 0 7 7 A ADRBEE D ES L & B S IR
RHZENDD, DD, HEROLZEMEICBET HIERNH0ERET D £ TOR,
Y EEGOBELZR ZIT 52 NI SN HBE I L TEMHT L & & bic, BIE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L72Bo T, RKIA BT A 2 Tlidk, BBBEREL I E TR/ LA TN D EFIEFH -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
HROEEFERE T,

I, RIA BT A %, MSIATBAE NEIE G BRI OHE, AR ANRR
BRI IR s . —MAERTE N B ARERIR NRHE & R OVt FE N B AR R P2 O )
Db EAER LT,

%G L IR HEIRNL - ATV — RS EE 20 mg, A7V — R ATEEHE 100 mg, 47
DR ERE 120 mg. A7V — R I 240 mg (— %4
=AN~7 GBI TH#Z) )

KR ERDIREINE « DSAACFHRER ITHE U - 1R UIBR R RE A T - R O mMEE ~
A7 aYT T4 bRZEME (MSI-High) A1 5505 « EE

MBEERHEROHE - @, RAIZIE=Ar~7 (B Ff#z) & LT, 1[8]240mg
% 2 W IR LI 1 7] 480 mg % 4 M A FEIA C SRR E T D, A
U A~ GBIEH#z) EOFHT 2581, @%E . mRAIZIX
=R~ GEEHEZ) & LT, 118240 mg % 3 HEMRR
T4 BEHEFET D, TO®%, =R~ 7 (Ba#kz) &L
T, 181240 mg % 2 FMMFH X1 1 18] 480 mg % 4 3 R I fE C A
WEHET 5,

Bl N OE ¥ DB TS

(23%)

MSI-High %63 2 #E15 - BB 2 v — AR A sk s0mg (—f#4 : A BV A

~ 7 (Bl z) ) ORESUINE. HIELROH &

2hBE XX D B DAL ICHEE U IR UIBR R RE A A T - R O EME ~ A
s aYT T4 SARLEME (MSI-High) %A 5505 « BT

AELEONH&E: =AY (BEriiz) EoftAIicksn T, &%, BRI
AV A~T (Eaf#z) & LTI1E 1 mgkg (KE) % 38
FIRRE T 4 B SR ET 5,

2



2. AHNORK. VERBF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FLAGEEE 120 mg K OVE S ERE
240mg (—f4 : =R ~7 GBIEETE#Z) . DAT. TRAL Lno, ) i, /N
MTEMASHEAX LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & K PD-1 (Programmed cell death-1) 1ZX%t3 5 & Ml 1gG4 £/ 7 v —F /LT
KTh s,

PD-1 1%, #EMAL L7z Y o o3Ek (TR, B O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZA AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L, U SERICIEINES 7L B R LTV o REROIEME L IRRE %
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEGMHRICI TS PD-L1 OFBLLIEOEF
HM & OMICADOHBEBR & 5 Z & HE I TWwb  (Cancer 2010; 116: 1757-66)
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARRN & 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37) .
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5PE T Miia oM &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A e T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S Z EI2X 0, BDATURFFRN e T MlROIE
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
KRG - BB 2Rt L UToERIRERBR 2 0 L, AR, ek & OO ed
i,

AFNOVERMSFC IS B OIS X DRIERZEN S b b, EE L TIC
BLOAREMEDN B D, AANOE G R ORE#ITIEL, BFOBIEL 04TV BEDNR
D BT AITIL, B U5 U BP0 ik & RRBR A FF D AN & Edfs L Chil
G172 8RR 21TV B OSIE RS X D EIERA NS b 5 HA 12T, BIRRE RV
T UARIOBG DY) IR IE Z AT O BN D D,



3. BRERBUE

DS AACZFIRIEAR \ CHEFE U 7= IR OIPR AN BE 72 AT - R O BBEE~ A 7 a7 F 4 bR
ZEME (LLF. IMSI-Highl W9, ) 267 5458 - BEEEORZBRHIFMM AT > 72
F R EERRBR DR & T,

7238, [MSI-High #2675 485% ) (2B LT, [PCRIEIZ XY MSI-High & HIE iz
BE #EXT 554 (Bk#) (21X TMSI-High (PCR %) 24§ 584 L&KiL L. DNA
LAy FEEBEEDIEFE L T D Z ERERBINT-BELZEXT 205G (A% . 7T
725 TPCR IEIZ X Y MSI-High & HIE S - B Uit (LLF,  [HC)
EWVD, ) BIZEY I Ay FEEEREXRE (LI, [dMMR] &9, ) SHIESN
T 2B 5581213 IMSI-High 2 57 2 54| &Rt L7z, IHC{EIZ L 5 MMR
AL & PCRIEIC LD MSI A D —EFIL 96.6~98.7% " TH D Z LENRRE SN T
AV

(2]

VAN I FHERER (CA209142 #BR) 072

(A B )

(L BRIEIE D & 5 I UIBR R RE 72T « ¥ dMMR % X% MSI-High (PCR
W5 S AT DR - BRI 74 Bl a2 61T, AAI 3 mgkg % 2 FERFE T A
U7z, FEIHMEEA TH DR (RECIST A4 K74 > 1.1 Uz < IGBRET
EERIEIEIC K 558828580 (CR) XIEEZe%h (PR) ) OFERIE. 31.1% (95%EFFIXH :
20.8~42.9%) Th -7,

(1) T indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64.
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

W2 CA209142 ROBED 28— D 5 b ALFIRIRIED & % MSI-High % A7 % i - FLBE 2 55 &
L7z ad— MBI D ARANEMBE SR OAF & A BV A~vT GEBETHERZ) L OFARERORKRIC
DWW,

) D7 oAb E Y IV RIEMEEEH L QA XYY 75 F > UIA U /7 J AR % & |
DU EOALEERIERO B D EBENH SR E ST,

D BT 3\ T, THC RIS X Y S R~ v FUEHE X /327 Tdh 5 MLHI, MSH2, MSH6 X PMS2
DOWTINDOFRBENRERD HNRNGAEIZ AMMR &CHIE S vz,

UES) Bk & 0 Bl S407 DNA ISR\, S IO~ A 7 a7 54 hv—h — &% & 32548
Bl 2 BEU O~ =T —I2oWT, 6 EULED~A 7 0¥ T T4 h=—h—ZfTx8 LT 554
W21 30%LL LD~ — A1 —I2 2\ T, PCRIEIZE Y A XD RE P SN 7254512 MSI-High & HESh
7=



#1 BEBEBAYDERVENR (CA209142 HER)
(RECIST ver.1.1, AT SREN, IBRBEEMEE, 201648 A 10 BT —F v b4 7)

A BIE (%)

r1>>

74 51" 53§12
52422550 (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 7E (SD) 29 (39.2) 21 (39.6)
1 ﬁ (PD) 18 (24.3) 10 (18.9)
ERIRNE 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19

(2%@3% [95%IEHEXEI] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D AR AR R, 2 - BT R ER D 5 B, PRI L Y MSI-High (PCR) 2672
I EDMER S N3, *3 ¢ Clopper-Pearsoni%

(KEIEA Y h~T (EfnfHaz) &OpFHEkS)

{BBRIERE D & 5 Y IR YR RE 2 HEST - R D dMMR #¥ 3% MSI-High (PCR
W5 Y BT DA - B RE 119 Bl 28I, AFK 3mgkg KO B Y AT (&
R 2) 1 mg/kg Z R B IZ 3 MR T 4 BLSGEERE L2k, AK 3 mgke % 28
IR CRdiiE Lz, EEFMIEE CTh 58803 (RECIST T4 K74 > 1.1 fRIZH
D AGRERERMHEIEIC X 2588285 (CR) XUEE4 2% (PR) ) OfERIE. 54.6% (95%
{EHEXR : 45.2~63.8%) TH o1z,

#2 BBEBAPDERVENR (CA209142 FHEBR)
(RECIST ver.1.1, AMERITREN, IWRBEEMBE, 2007FETH 6 BT —F Iy b4 7)

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151"
524228%) (CR) 4 (3.4) 2 (32)
o7 (PR) 61 (51.3) 37 (59.7)
Z & (SD) 37 (31.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)
i A~ BE 3 (2.5) 2 (3.2)
7£%) (CR+PR) 65 39
(B [95%EFXREZ] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )

1 AVERRAT R GERT . 2 ¢ AMERRAT R R O 5 B PRRAERIC L Y MSI-High (PCR) Z2H4 %
Z LR S B, *3 ¢ Clopper-Pearsoni%



[Z241]
VEANE I FHFRER (CA2091423k8k)  1F2)

(AF P )

BEFGIL 7UT4 ] (95.9%) (258D HiL, BRI & ORRBBNEE TE WA
HFRIT 5174 5l (68.9%) (TR BT, FELFEN 5%LL EORIERIZT TRO LD T
HoT-,

#3 FREMEN 5% EORBIER (CA200142 3B  (ZZAMMEITSHSER)

HERIRHE Bl (%)

FEAGE 74 {5

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B ke E

THI 16 (21.6) 1 ( 14) 0

LD 7 ( 95) 0 0
—f - RFEERL L OB G OREE

I 5 17 (23.0) 1 ( 14) 0

') 9E 5 ( 6.8) 0 0
B AR AR AT

U x—EHN 9 (12.2) 6 ( 8.1) 0

AST #41 5 ( 6.3) 0 0

ALT 0 4 ( 5.4) 1 ( 1.4 0

72T —EH 4 ( 5.4) 2 ( 2.7 0
Bl $ KOV T kb= &

& O PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

R INIRZ SN A2 5 ( 6.3) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RESUHRRIE/ 2 A 3F—6 5] (8.1%) . AFHEREREE 6 5 (8.1%) . FhikfEE 5
% (6.8%) . FUIRMGHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BEHEREMRE
361 (4.1%) . KM - /NG - LD THI 3 4 (4.1%) | EEORFEREE 141 (1.4%) |
RIS RERERE S 1 151 (1.4%) M OWER 161 (1.4%) 23580 bz, £7-. FVEMERGZE S,
HAEAEE A, DA, Mgk, LBUBEIRIE. FFARA. IF4. m(bMEE &, TNEAEHEE
PR, Mk - BERRR . FRARIMASZEARE, B MRES, mEKREREMERE. MZ, 5&
I RS, DR B H I OYEFLIZERD B2 b o T2, ARIVER S BRI B
% (WRREMRT 2E5T) 2E0EHEREZRT,

(KA LAY A~T (GBEIzHHEEZ) L OFHEE)

FEFELT 118/119 1 (99.2%) (2388 Hiv, BRI L O RBEUR NS E TE RWE
SEEEAT 87/119 B (73.1%) IZFED BTz, FEELEN 5%LL EORWERIZT TRO L FY
ThHoT-,



#z 4 FHREEN 5% EORBIERA (CA200142 3B  (ZZ2MHENTSISBER])

FRERIKRHHE BilE (%)

FEARGE 11945
(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RIEH 87 (73.1) 38 (31.9) 0
MiREB LY R EE

2 i 8 ( 6.7) 3 ( 2.5) 0
N T R

FOPR BRFS REA T E 16 (13.4) 1 ( 0.8) 0
PR b R T U E 13 (10.9) 0 0
E e

T 26 (21.8) 2 ( 1.7 0
L 15 (12.6) 1 ( 0.8) 0
i 8 ( 6.7) 2 ( 1.7 0
A 8 ( 6.7) 1 ( 0.8) 0
M N R 6 ( 5.0 0 0
—fi% - EHFEER L OGS EMOREE

T 21 (17.6) 2 ( 1.7) 0
FEEN 18 (15.1) 0 0
I 39 6 ( 5.0 1 ( 08) 0
A VTN R R 6 ( 5.0 0 0
AR IR AT

ASTHEEN 17 (14.3) 9 ( 7.6) 0
ALTHIHN 14 (11.8) 8 ( 6.7) 0
U S —BHEN 10 ( 84) 5 ( 42) 0
Rt KOs E

RARIBOE 10 ( 8.4) 1 ( 0.8) 0
hE R R B L O A MRk EE

A 6 ( 5.0) 1 ( 0.8) 0
PR BEE

SER 7 ( 5.9 0 0
MER R, HESEs & OMithR RS

fitiligs 6 ( 5.0 1 ( 0.8) 0
FeIE 5 X OV T RRRE =

7 9 PR 20 (16.8) 2 ( 1.7) 0
W5 13 (10.9) 2 ( 1.7 0
B2 i 8 ( 6.7) 0 0

k. HURMBEREREE 24 B (20.2%) . ATREREFETE 23 # (19.3%) . #hitRIEE 16
B (13.4%) . FERBUHREMEIE/ 2 A3 —13 ] (10.9%) . FVEMERRE 7 41 (5.9%) |
RIFSAERSE 6 (5] (5.0%) . FIRIFSAERETE 6 5] (5.0%) . FEFEDRIEHREE S #] (4.2%) |
infusion reaction4 31 (3.4%) . KEZK - /DMK - EED THI 4 6] (3.4%) . T HEAHERE
b 3 5 (2.5%) | JIF4¢ 3 5] (2.5%) . CoERFESE 151 (0.8%) . AiM#k - BfifEEZ 1 451 (0.8%)
M OVESE 11 (0.8%) 3588 iz, F7-, EIEMME G, Ok, Mk, 1 BRI,
JFARA, B LML 26, FRMARZEARE, EE R MikkEE, mMERERIEGERE, HiZ, 5
oS, MRS, BEALITRD b o Tn, REWEAEIRIITIEESES (FFER
TERT 2 ET) 25 0EHERE =T,



(M- AHE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 0280, AKI3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TS LIBROARR O Mg R EN S Sz, ZOf
R KK 240 mg G U 7ZBROBEE R, AH 3 mg/kg G L7 BROBEEE & L G
LTz~ & THlsnZbon, AARNBEICEBWTARMERHE I TWDH
% AR (10mg/kg % 2 ARG CRS) CAAIZ RS LI-BROgE R & ik LR
oyl (THR) . M T, EHOBEICKIT LT —ZICEKSE, KA
3mg/kg (RE) Xid 240 mg % 2 MG CTHG- L2 BROARRK OUREE & & A0 3R
2 & OREZ R ARG LUGTE T VAMEE X, YEBEIZ W TR T
R, ERRoME - HEOR CHER NVZEMEICHAM R ER T2V E TRIENT, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRYERET T v, Bl
BERBFEOT —ZICEDSEMEINTRBEISET VE R WTEREF 2B E 2. AH
3mglkg (KE) Xi%240mg &1 BV A~7 1mglkg (KE) % 3R TG Lz
BRI IR 7 22534 Ulen EHER S Tz,

R5 FAOEKWBE T A—F

- R Cinax Chind14 Cavgdi4 Cinax.ss Chminss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)

3 meke QW (35-521 '760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27,612,'107) (42.717,'?27)

240 me Q2W (51?1%.103) <15~22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 mglke Q2W (14;,9;19) (51.621'739.2) (79.98),'?14) (33?,9232) (18421,1 ) (23;7286)

FRAE (5%, 95%R) « Q2W @ 25 I, Crmax 1 IR G-1% O e ML PIREE, Crinata : AR G-
14E| H (::J%Hé%ﬁ[ﬁl]%'?{%ﬁ\ Cavgd14 . *ﬂlﬁl&’q_—?ﬁMH E i’c@qzi@ﬁﬂ%qj/&%gx Cmax,ss . Eﬁ%%ﬂl
%H'é%%ml{jﬁ;qu%rg\ Cmin,ss . Eﬁ%ﬁﬁéi%ﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ%ﬁgﬁ:ﬁbféqzi@ml?%ﬁ
e

oz, RFORERMEYBRBETVEAFH LY I ab—2a il b, KA
480 mg % 4 I M RIME TG SUIREAGRO YL « &% TG L7 BEOARF O ik i
FEEDNBFRT STz, T ORER, KAl 480 mg % 4 HMRKIE TG LB EFREICS T
LG FIRE (LT, [Cagss) &V ) 1F, AHAl 240 mg % 2 HE IR TG L
TeBRD Cavgss CFRIT 2 & PHIS N (FFR) o Flo. KA 480 mg % 4 H[FE IR TG
L7cBROEERBICBIT D immiEFIRE (CAT. TChaxs) EV20 ) 1E, &K 240 mg
% 2 WG CEE L7ZBED Cnas & L CTEEZ R T E RIS B OO, HAAN
BB AR ER SN T D HE - HE (10mgkg % 2 BB THRE) T
Bl a5 LTZBED Couass & B L TIREZ R T E PRI (FHR) , Iz T, %o
FIEICRB T BT —ZI2HES&, AAKl3mgkeg (KE) Xt 240mg % 2 BB, #L<
I3AH 480 mg % 4 WG TG L7-BROARA OBR TR & & A T etk & o
AT DIRESEE T VPR S L, YREBEICOW TR TSR, EREO
i - HEOB THIMEL V2222 T v & PRl ST,



K6 AFOEMERLRNT A —F

A - R Crnax Chind2s Cavgd2s Cmax.ss Crninss Cavess

(ng/mL) (pg/mL) (pg/mL) (pg/mL) (png/mL) (pg/mL)
3 meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (75.%){3171) (27.612,'107) (42.717,’?27)
240 me Q2W (511%103) (23§?§;1n (3ojféix9) (10§?354> (41%2?58) (62i?%87)
480 mg QAW (10;?307) (15§?Z;AJ (37is;;u8) (14?}236) (27Zi?37) (62i?%87)
10 mg/kg Q2W (14é?§22) (8622?32) (101}?48) (32;?225) (18i}§03) (2327277)

e (5%, 95%%) « Q2W : 2¥EMIRIME. Q4W : 4HEEIFING. Cmax @ WIEIFE5-54 O 5 & MLIE R
Cumind2s : A 51428 H B2 2 IR MG H IR Cavears : FIRIEE G428 B B £ TOE) M FIRE,
Crnaxss © JE T IRRBIZ T D e M5 TR, Cuinss : EFIRRBIZIT D ARIMIE FIREE, Cavess : EFIRRE
(231 B ) M IE R EE



4. FEFRIZOWT

AFN OB G- DN H 72 BE &2 - FrE L. AFoF 512 ;DE%@E TEFRZRB LT
BRIZHRHET 2 Z ERMER D LFOO~Q@DFT X T &= Tkl THEHAT
RXTH5DH,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIEYT IR THD Z &,

(1) BEAFBRENEET 503 A2 REEEILSURBES (FE RS A B FGEEEIL AR
Hitek A3 A B2 LI RURE . MU A A BRI 7R &)

(2) FrERERERDE

(3) HBENTEAEDFRE T 20 AT (03 ARHEEIE TR, 23 AR
W 1REBE, DA EREER e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| USRS L s R
2 Ok FEAEITSR D R H & AT > T 2 fiak

(5) PUEMEREESAILL G HEING O sk K AR D M 24T - T D itk

O-2 M - BN OALFHRTE K ORINE S8 BURF OIS 53 72 ik & R 2 R [
il (FROWTNNIEE T DEM) 23, SR ORFNCET 2RO BEMEE L L
TREINTND Z L,

*

o [ERIRFFISER 2 FOPWHEZE T L72RIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 55, 28U LT WARYREL L LIEERRIESZEOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOWBIHHE ZE T LI2&IZ. ka0 ASMREZ 5T 5
FELU LD LI FOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDOKKEREZAG LT\ D
Z &, OB, 3FELLEIE., HIbESE O D A SRYPRTE & G e E b g T OB IRAHE &
IToTCWVWBHZ L,

© BENDOEEMFREBRDOMEHICONT

AR A 1 B BRICAEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &
é‘@’%ﬁ?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IRt AEFRNEAE LIS OWE
R FEPHLATON D BRI E->TND 2 L,
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@ BIEA~OHRIEIZDOWNT
@-1 R B3 2 B

BV PERTR R O BB R BIEA T L72BRIC, 24 FERIESIERIAHI O T, 2%k X
FEEE IR 2 BT, B L 7ZRITERNCIG U CABRE B O CT S5 D RIEH O#E RN 2
FRRAORE RN Y BRI S, B BICHIEATRER (KR -> Tn D 2 &,

@-2 ERNEEEHICL H2AFELMNHICHET 2 EH,

DAZIRICED 2 M OB 2 A T A EREEFEDPRWERE=21V 7
EHEOIERDOAY ) —= T EHATOEIRE & fFHZ G TE 5 F— AEFRIKH 23V
ESNTWAZ L, B, BiEHEICHOWT, NABRE EZDOFEICHSIAmENT
WhHZ L,

@-3 BHEADOZWrox NI LT

BIVEA (MEMEMZEEIZIN 2 EEAEDAE, Odk. Tk, BT RARE., KIBX.
MBS, BEEO TR, 1 ABERA, BUERTK. ITAE, ITisneRasE . Tk, mfbminse
K. FAIRIBEEERE S T RMAMEREMREE, rhiklEE, BEE, RIEEE, Wk, BEEOKL
JERRE, FFRIMARZEFRE, infusion reaction, HEFE7cMygkmE, MERERIEMERE, Fik%.
Pede, BEOBHR, SEIER, WEORERKIS, WIRREN, ClEEE (O EHE) -
IR - DEMEIAMGHESE) | ARIFERES . MR, L) Tk LT, MRk X3
W= B O B ME A2 A D R AT & U (RIVEH OZ WO 2B L CTHRE L OVSCER
EZTONAEMICHDH L) | EHITHEURUENTELEHINESTND Z L,

—
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5.

BEXRLEIDHBE

(A2 L B9 % F 1]

@

TROBFIZBWTAFIEME G L OAK L A B A~vT (BETHIEL) & Of

A5 OFIENRREN TS,

o BAALFERIERITHEE L IRGUIBR AR R ST - R OEHE~ A 7 aYT T
A MRZEM  (MSI-High) A3 2546 - Bk EE

728, MSI-High #3252 Lo\ TiL, =R~ (Bl fiz) oar =
AW (B5E4 - MSI A& S » b (FALCO) . FoundationOne CDx 23A %7/ A7
2 7 7 A /L, Guardant360 CDx 23 AB{5 /X3 /L X IdyllaMSI Test [ =T LA /3o
T ) ERHWTHRT S Z &,

TRLIZEZ Y T B B3 D AKI OB G- K OEH 7 EIZ OV TR BKFIOFZMED

ML SN TELT, KFIOEGGR LB,

o T btV I VURPUEMER], AXV U T TF RS Y T R
K L DIGHRIEE D I B

o INEAMBIRIE

e AV VU L~T (BlnHl#az) USOFEMIESA & O LTRG-S b B

(ZzefEicBd % HH]

@

@

TREICEHE T HEFICOWTIIARAN ORGP DL SN TNWDZ D, BH 21T
r YA A RPN
o ARHFIDEAIT R LIRBUE DBEERED & 5 B3

TEHRATORMIZ 3T FREIZRE S T 2 BE IOV TR, AAI DR GITHERE S

D, A OIRFRERIUL A 2 WG EITIRY | HEICAKZEHN T2 2L 2BETE D,

o MEMMEREDOEHXIITITEDH 5 EHE

o R AR A CRVE R 258 0 5 B K ONE B 0D Jil S i i i 2 <o i Gt it ¢
FEOMICRIEMEZEAN DD B

o HCORERBOAD, USRI L < IEXFERMEO B R B OB TR D
bR

o s REEE (EMmEaE 2 51e) Db 5B

o OB IIBEE A AT D EE

»  ECOG Performance Status 3-470 0 i

(6)  ECOG @ Performance Status (PS)

Score

=
FEFR

0

< MR LJEBTE 5, B E [F U HHAEESHIRZ <725,

1

RARAIC LR SHIRR S 412 23, SMTWHRE T, BAEERHE > TOEEIFIT S 2N TE D,
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6. BEZELTHEEITREEIH

O IRASCEFITINZ, BEERGEES D IRAET 2 ERFMEIT D & ARHF O FeME & OV EffE
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 HoaitA L, [E 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRH DD T, RKFOEKGIZH T > Tk, BKIE
AR (PR RIS, ik, EVE) OMEFE R OISR X f A O %, Bl a 14
AT 2k, Fio, BEIR U THES CT. MiF~— —%0it 4z £ 2
Z &,

AFN O EIZEE D infusion reaction (2 2 TEARFIZ 72 %D TE 5 UE
HxAT> 7 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
NHLONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z YA
YEWET %, BEFEOWREE 2B T 52 L, 70, infusionreaction &
FEHL LI E 2R, AT ORI K OIERA ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FRIRBERERR S . T EAEREREE R ORIBFEERH 5oiLd 2 &03H 5D T,
AFN DO ¥ 5B haRT M O G-I I E IR N sténeia & (TSH. #HfE T3,
R T4, ACTH, I 2o —VEORIE) #5452 &,
AFNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DHER 2 RREHIE
DHLOLNDZENHD, BENPRBOOLNTGEITIL, BELLEFRIIS L
B 72 ek & Rk 2 e O Al & i U Cl bl A BRI W 21TV B o
FOGT X 2 BWER 2N g0 2551213, AFIORFES TP IE | K OEIE BB 7R
IWECHIORGEEEBET L2 L, B, BIBRERLVE S OFEGIZXEYEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE o LSO 52 8l oo 1B n
HEET D,

BeGA&T %, BOEM N OHE I ARGE L T O REIERBRRELT 2 Z 83 H 5720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBEIRI (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEDLZERHLOT, M, Eul, MRHFEOIEROFEHC MAHE D -7 12+
SEETAHZ &, 1 RN LN SE TR G2 HIEL, 4R 8
HlOF 5 E DY L AEZITH Z &,

BUENT 2. AR, ITHREREE . ITR. B{LEEERRH DN ZLnd D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,

A N e

2 |BMTREETHASDOEDEY O Z LT T X THEELEDEEITITE 20,

w

BONTZESOHEOEY OZ L LHTERY, BAFO 50%L L2~y R+ T,

4 |&<BHFRY, BROFOEDOZ LFA TERY, BRIy R+ TimIJ,

13

HH D 50% A i3~y FATEI T,




o SEIVRERNOLDLND I ENHDHDOT, IROSF OF 2 EHICHERT 2
Z&, ol IROEFEDFRD DNIGEITIT, EPNICIEREE 222 5 &
IRBBEEEET D L,

@ AHOERRBRIZI N T, BE5FGG 24 BT 6 HF Z & ZHLIEIT, 128

12 S A DRI 1T > Tuoe = & & 10 AHIEE U W01 (e
TROMEREIT Z L
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR7E4 « A7V — A REFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ BRI~

S22 (5Ff 54 3 AET)
JEAE S @



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4. Jigklzo>WT P14
5. H&EGXREMDEE P16
6. WHIZEEL THETNEHH P18



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERAMFERR L, KEIERASCL 2T 0 7 7 A VDBBEEOEIRSL & D IR
RHZENDD, DD, HMEROLZEMEICBET HIERSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eRoT, KA T A4 Tid, BABERELZNE TICHELN TV EFITH -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N B ER SR A A, AmEE AR AR
BRI o . —AFEENE N B AR IRNBHE S, FoEFREFTEENE N B RAIE T2 O W
Job EERR LT,

RG L I BEIS - A T VR T 20 mg, AT Y — R AT 100mg, 4
— RS 120 mg, A7 Y — RSN 240 mg (—i%4 - =
=7 (Bl FH#z))

REERDPMETAER - ARIGUIBRARGE AT « PRI D RIERE
RIEFEB T DI AR L

REERDMEROHE . <ARIGUIBRREEHEST - FFORIENE >

W RANCIE=AV~T BB Z) & LT, 1[\240mg

Z 2 BRGSO 1[0 480 mg % 4 AR RIFE CAGEEET 5,

fOFEEMIEEA & O 25613, @, RAIZIZ=A1r~7

(Bl z) & LT, 1H240mg % 2 AN, 115 360mg

% 3 B FEIEIRR S 1 ] 480 mg % 4 3 [ R CRim it 5,

< BRI BT DIFE BRI >

HE, RAZE=Rr~T7 (B iiz) & LT, 1[E 240mg

% 2 W R RE ST 1B 480 mg % 4 @ EI M CARERET 5, 7=

L. BEHMT R VAMETET S,

L /INBPSEL T kR US4

et
(5
=
Sl
M
o




2. AHNORK. VERBF

A7 — R EREHE 20 mg, [FAEEE 100 mg, [FAEEHE 120 mg M ORI
FE240mg (—fk4 : =R ~7 BB, LT, TRAL Evo,) id, /IEE
MTEMASHEAX LYy 7 24 BTV AL =AY —X 27 A7 (BMS) #)
235PA%E L7 & K PD-1 (Programmed cell death-1) 1ZX%t3 5 & Ml 1gG4 £/ 7 v —F /LT
KTh s,

PD-1 (%, #EMAL L7z Y o o5Ek (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICET2ZAARTH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L, U SERICIEINES 7L B R LTV o REROIEME L IRRE %
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMEEE) LU L ZEEGMHRICI TS PD-L1 OFBLLIEOEF
HH & OMICADOHBEBFR & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66) ,
F 7o B R NE B CIXMARE TN EET DA v ¥ —T7 = a2 B~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 8 L EEERRICIIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARRN & 5 & OHE S & 2% (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS B5PE T Miia oM &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D &2 OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A e T MM OWEBEEZ BT 5HFD—>o L LTEZX LT
Do

AN, FEHRBROFE R S PD-1 O iEE (PD-1 U 7 FFESHEIE) ITFEE L.
PD-1 & PD-1 U REDREEZILET S Z EI2X 0, BDATURFFRN e T MlROIE
PEAL K OV AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
BiEmEE NG L LR Z E L, Ao, etk OERERHER I N,

AHNOVEREFAZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOE G H R OEE#ZITIE, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 22 ke & B85k 2 R DR Ah & s L Ciil
GIZRBERIR W 21TV, IBE OSERISIC K D EWER NS 2551213, BIBRE AL
T UHIOE G LD RE Z1T O LERH D,



3. HRIRPGE

O AACFPRIER I\ THEE U - ARIGYIBR R AEZR T - BRSO REE ., ORE®BICBIT 5
WML, KOO L HRIERIGIE ORIR IR RE /2T - B8 ORIEE O7KGRREC
I 2 AT o 72 B2 EERRER O lE 2 T,

[ 5hE]
O [EERELFEE B (ONO-4538-24/BMS CA209473785%)

7 oAb BV 2 VU RPUEMIEE A N OV T T 8E 2 G DO RAL IR IR ISR S X
A OARTEEIRANRE 72 AT ST FF78 D FE e FE 38811 (A AR N B 27401 % & e, AH|
RE193M . SHRAELOSM) At BRIT. # ¥ RPUEMEIEER ( F& & vk ik
R YA XR) R E L CARHI240 mg A 238 RIS CAEEE LT & 2 oa &
Otz et Lz, EEFEEE ©H 2 24 MM CLF, ToS) twvw)H, ) (i
il [95%(EHEX[H] ) 1%, AFIFET11.17 [9.99~13.73] & H . %I HE#E C8.54 [7.20~9.89]
HATHY | REFEIRRECR LG FERICEBERIEEZ R LT (¥ — KE0.79

[95% 5 #E X 1] : 0.63~0.99] . p=0.0381 [JE%llog-rankfEE] )
¥ NE XX RLKIPIT OV TIXTS mg/m? A 3R CRIIRNEE G-, X7 U Z X' IOV T,
100 mg/m? & 7B 2194 7 /L L LT, %1, 8, 15, 22, 20K U36H HIZHARNZ G T2 L & &h

77
1.0
0.9
0.8 —a— AHIE
0.7
_O-- Y88
G o-- JEREE
% 05
0.4
0.3
0.2 Shmea
--oeooe - 5
T @eng 2R RS R oy
0.1 .
e L 5}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski E7FEARI(A)
AFE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
POzt 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier Bt (ONO-4538-24/BMS CA209473 7RER)



@ FEFEILFES MR (ONO-4538-43/CA209577745%)

TR L PR LT I K 0 WP 5E 2282 (LU, TpCRY W9 ,) @D B
IR o T2 B OIR EEMT94 ] (AARNEE 63 Bl ale, AAIRES32 61, 77
AR 262 B) ZXISIC, 7T BAREXEE LTARA 240 mg & 2 HFEFME T8 H (16
), 20% 9 BIHE @ EIHELGO 2 EMEZ) 206 480 mg % 4 1 IR A E

(&K 12 WAM) L& 20FIMER DL LB Lz, FEFHMIEE Th 5
AAFHIR] (PR [95%(EHHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
FET 11.04 [8.34~14.32] WA THY , AFIMEIT 7 B AR LILGHARNCH BT
FExRLE (AF— R 0.69 [96.4% X [H : 0.56~0.86], p=0.0003 [J&5! log-rank 5
Eo

*1  ALEFRIEDO LY A 2 R OV B 1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) DA KT A LAHE U 7= AR ER 0> 3 i [E] 313 sk
BT DIEMEIRIR AT D) 2 & & &z, T L, (PRI ASRUERESEAZ S5 LY A v
st

*2 1% DR AR TR TS C. American Joint Committee on Cancer (UL, TAJCCJ &9 ,) JieHisy
H (BT 1ICES< ypTl LEX T ypNI A ETH D Z & EEFR SN,

*3 : WIEIZWIRE IS AJCC a8 (B8 7 WO 12355 < RRPRS A D # SO I o £ (S B 2 FR<)

T EE B A& I &3 DR LB XTI S AN bz,
4 FHIC LGS EAICYIBR S BEPEAAN ST,

09 { 1 —— K HI#
08 { ™ -o-FS5uRE

Bt HE S0

0.2 -

0.1 -

0.0 T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

AFIEE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77t REE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X 2 ERAFHIE O Kaplan-Meier BB (ONO-4538-43/CA209577 3ER)




@ [ERILFESE I (ONO-4538-50/CA20964855k)

(L FRIERTE IR ORIRYIBR AR RE 22 EAT - A8 O RIEEEFT1970 ] (HARANESL 394
Blagte, AF+A U L~<7"2 (BT, INIVO/IPI] w5, ) B 325 fiil, AHI+ 7
AT TN R N AT T F o Ete b ES (LLF. INIVO/Chemo) &9, )
FE321 0, 7N A T T7 v VROV AT TF o rwagivfbggE (LR, [Chemo) & W
9. ) BE324 B1]) Z x5z, Chemo Z %R & LT, NIVO/IPI & O NIVO/Chemo DA %)
PR OVZ e a2 Et Uz, EEFHMIE B X, tumor proportion score™ (LLF,  [TPS) &
W, ) ZI%EMICE T D AR (LT, TPFS) &), ) RTPOS THY |
BIREHMEE & S ITTEHIZEBT 5 PES LN 0S st S iz, T OfE%R.,. TPS=
1%EMEDNITT £MICBIT 5 0S 122V T, NIVO/IPI #: X O NIVO/Chemo #£13 Chemo
BRI L, HHFNICEBERIER 2R LT,

*1 o JRELMAR R E IR W ORI B IR T LR (FICRTE EREN o) L&,
RER, S~ OW] iM% 3R 2 B B & SR,

*2 0 ARFI1 1A 3mgkg ((KHE) % 2BEMME, 1V A~7 (B H##%) 1B 1mgky ((KE) %
6 MR CAEERE Lz, DERBGRRC W TIE, AR 2RI E L, 412V Aa~T7 (B
TR Z) IIARBNOEGHKET 1D 30 L EORBREZ W TREG 2 BtG LT,

*3 43 E 1Y A 708 LT, AAILIE 240mg % 2 BN, 748w Z 0 800 mg/m? H %4
VA7V OLHANPBEHAET (6 HM) . AT TFF 80 mgmez 444 7 LD 1 HEICH
RN G- Uiz, AAlEALFEEEZ R BICE ST 258 13ARF 2RIk E L, 7vdno T o
ROV AT T F AR OFRGHK T 5 30 U L2 B W2 BA LT,

*4 : JEIEHLARIC 351 D PD-L1 A2 RE L= IE e 5o 284 L Shis,

1 APEOCKE Q0214 1A 18HF—F Iy h47)

TPS = 1 %£E ] ITT 4£[
NIVO/IPI #f NIVO/Chemo #f Chemo % NIVO/IPI # NIVO/Chemo #f Chemo &
(158 1) (158 1) (157 1)) (325 #1)) (321 1) (324 1))
B
?j;;% 4.04 6.93 4.44 2.92 5.82 5.59
[95%CI] [2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
PFS NF— R 1.02 0.65 o 1.26 0.81
[95%CI] *! [0.78,1.34] *2 [0.49,0.86] * [1.04, 1.52] [0.67,0.99] *
*5
%LEM% 0.8958 0.0023 B B 0.0355 B
(ﬁ?ﬁﬁ)) (0.015) (0.015) (0.015)
T;ﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[05%CI] [11.24, 17.02] [11.93,19.52] [7.69, 9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
os YK 0.64 0.54 - 0.78 0.74 o
[95%CI] ™! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
AR
(%ﬂé Kt 0.0010 <0.0001 o 0.0110 0.0021
(Fﬁ?ﬁﬂ)) (0.014) (0.005) (0.018) (0.009)

Cl: fEHXM, *1 : TPSZ1%HE M TiX ECOGPS (0, 1) K UMs#hgas@d (1 @ELIT, 2L L) ZERIKRT & L7z/@hl Cox b~
#— KET /L, ITT £ TIX ECOGPS (0, 1), g EE (1 MLLTF, 2 L E) K OPD-L1 BRI (TPS=1%, TPS<1%Xix
HIERRE) ZJERIRT & LR Cox LBl — REF /L, %2 AEAYECHG LT 98.5%CL i [0.73,1.43] Thot-, *3: HEK
LTS5 L7z 98.5%CL 1% [0.46,0.92] Th oo, *4 : HEKIEIZHIS L7z 98.5%Cl 1% [0.64,1.04] ThH o7z, *5: JG5 log-rank fE
(Cox Heffl i — RET NV EFEROBRIK L), *6 : FRMENTIZI T 2 HBAKYEIZKRE L7z 98.6%CI i% [0.46, 0.90] Th-o7iz, *7:
tR AR IS 38 1T B B B AKHEIS S L7z 99.5%CI 1% [0.37,0.80] Tdh -7z, *8 : HEEITIC BT 2B B AKUEIT KGR L7z 98.2%CI 1% [0.62,
0.98] Tholz, *9 : HREMENTIZIS T 5 BAKEICKHE L7z 99.1%CLI% [0.58,0.96] ThH o7z



3

1.0 -
09 \‘
0.9 }\
2= —= 08
5 0.8 S Vo
g 07 2 07 LAY
= 5 S o6 A \-‘\1 ‘O/C I
3 06 | NIVO/IPLEE § X X, ~ I:I]\ O/Chemofif
3 os S 0s b P, 7
s s Y
204 204 *o m"-"»—-._,\_‘_
3 3 ‘o A
203 3 03 +
s 3 /o=
a a /
0.2 0.2 v i fe
oy Chemofif - " =)
0.1 i T s 4 0.1 + = = =
0.0 0.0 L
T T T T T T T T T T T T T T T T T T T T T T T T T ?
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Bl i A 3 2 i b
Number of Subjects at Risk RIEBBIHTHOOBE () Number of Subjects at Risk REREFIRLOHE ()
NIVO/IPIE NIVO/Chemo#f
IFB 136 116 98 89 63 50 40 3 20 1 9 a4 0 158 143 129 105 88 70 53 36 22 16 a4 2 0 0
Chemo®% Chemo®f
157 135 105 72 52 36 21 12 8 4 2 1 3 0 157 135 105 72 52 36 21 12 8 a 2 1 1 0

X3

OS?DKaplan-Meier#if (ONO-4538-50/CA209648345%)

(TPS=1%%£M)

1.0\';
0.9 Y
»
3 2 07
@ @
s = 06
§ o
3 3 os
s s
2 2 04
3 3
203 203
3 iz 3
& 02 Chemolff ©ioio
0.1 0.1
0.0 0.0
T T T T T T T T T T T - —T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
e (14 3a B 0 Bl FiF i

Number of Subjects at Risk RIERSM TP OOHE (A) Number of Subjects at Risk RIERBNT L ORM (7)
NIVO/IPIE: NIVO/Chemo#%

325 274 232 191 166 129 97 77 55 33 22 12 6 0 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
ChemoZf Chemo#¥

324 281 229 171 131 93 56 a 23 9 5 2 1 0 324 281 229 171 131 93 56 41 23 9 5 2 1 0 0

X4 OS®DOKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(ITT4£H)



(PD-L1 FEEURPLA D A 1)

[E B[R 255 A FRER (ONO-4538-50/CA209648 iAER) ICHLA AN HI-BEDT — 4
IZHS & | PD-L1 OFBURIBNIAT 24T > T ME RRAI 7RI 2 Gde) M OVZE4A
PEDOFERIZLTO LB TH-o T,

NIVO/IPI & T NIVO/Chemo (2B L T, PFS KX OS DWW FHIZEWTH TPS<1%D
FBF M TIE Chemo & bblg U 72 IERAAEIIFED Lo 72 (3% 2, 5),

723, PD-L1 OFBLRMIZ L BT, KFlOLZ2MET v 7 7 A VITFEETH > 72,

#z2 TPS<1%DEFHEDHER (ONO-4538-50/CA209648 FER)

TPS < 1% [H]™!
NIVO/IPI Ef NIVO/Chemo Ef Chemo #¥
(164 1) (163 #1) (166 1)
?jj;f 2.83 5.55 5.75
1.68, 4.1 4.44, 6. ) .
PES [95%CT] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
NP — Kk 1.45 0.95
[95%CI] ™2 [1.13, 1.88] [0.73, 1.24]
Tjﬁf 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ J [9:86, J [ ’ ]
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: (KM, *1: PD-L1 HIEREE T - = BEIIRI ST, *2 : JE=EHI Cox
AN — RFET L

1.0 1.0
'-_3 0.8 Tg 0.8
7 @ )
= 0.6 F 0.6 \Q\’
s 2 i
o [SHEE 3
2 041 NIVO/IPIHF 2 0.4 NIVO/Chemo#
2 . e, / 2 1
< T, A A 2 A
2 o A [ o
e 024 tDO, ~ 02 O e
. -00---0 L--o0---0
. Chemofff — . ch ﬁiﬁ/
0.0 0.0 €mo
T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Number of Subjects at Risk MEIEABIT Lo (H) Number of Subjects at Risk MefE ittt A oM ()
NvoTPIEL64 136 114 91 75 64 45 35 22 13 11 3 2 0 0 NIVO/Chemol¥ 163 150 124 98 75 63 39 24 18 10 8 2 | 1 0O
Chemo® 166 145 123 99 79 57 35 20 15 5 3 1 0 0 0 Chemolf 166 145 123 99 79 57 35 29 15 5 3 1 0 0 ©

5 0OS ® Kaplan-Meier HifR (ONO-4538-50/CA209648 3REk)
(TPS<1%ZEH])



[Z4tE]

O [EHEEILFEEMFEFE (ONO-4538-24/BMS CA209473 75k )

BEREGIIARAIRE 172/192 1] (89.6%) . *FHARE 192/194 5] (99.0%) (258 Hiv, iR
BRIE & ORFBIRNEE T X WA FHGITAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFBD HAVTZ, WT IR THILEN 5% L. EORIERIZFR3I D LB T
HoT,

F 3 WTNHDOFETRIEEN 5%LL LOBIEFA (ONO-4538-24/BMS CA209473 FAER)

%k (%)

SISR= YA
el AT TR

(MedDRA/ver.21.1) = 192 01 194

4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5

2EIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655 2 (1.0)
KGR X OV MRk =

W5 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

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

BB E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REREER L OGN OIREE

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

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

sV 9 (4.7) 0 0 44 (22.7) 0 0
ERAR R AT

U REREORAD 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i BRE R 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

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

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

SR 4 (2.1) 0 0 16 (8.2) 0 0

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

M@ 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BB BRI T E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B & OV A HUE

FitiJ g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1 0
R L OseklEE

RARIEER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LZ Y S REE

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

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

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H Bk Jg A iE 0 0 0 16 (8.2) 14 (7.2) 0
E R B L O ARk E

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

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
TSR IR E

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

KR = 2 —r R F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

R = 22— 2 F— 0 0 0 21 (10.8) 1 (0.5) 0

7RI, AFBEC IS T FRIEAEREE 22 1 (11.5%) | BEECREMRIE/ I 4/ $F—15
B (7.8%) . JFHRERET 13 6] (6.8%) . FVEIMEMGZE 12 1 (6.3%) . #RERETE 8 fi



(4.2%) . EEORERES 46 (2.1%) . HEE LW 3 4] (1.6%) . B 241 (1.0%) .
ERelEE 2 1] (1.0%) | % 161 (0.5%) . RIBZK - /IMEZ - BEED T 1 4 (0.5%) .
TEAEEEREE 1 5] (0.5%) K ONinfusionreactionl ] (0.5%) i bz, £7-. &
FEMEESNE, (DA, Mk, VAUBEIRIE, T A4, i bPERRE 2k, RIEHERERE= . Mk -
BERE S, FRARMARZERE, EE 2R, MERE RIEMRE, kL, R, SE 5K
M OVLEREE TR b o 7o, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EFEILFES MRS (ONO-4538-43/CA209577 R5R)

HEREGIARFIRE 510/532 1] (95.9%) . 77 & AHE 243/260 ] (93.5%) (28 HiL,
TR & OREBIR NG E T E WA FHGIIARAIRE 376/532 5] (70.7%) . 77 &R
¥ 119/260 ] (45.8%) (2R3 HALIZ, WI L DRETHELRD 5% Ll EORIERIEE 4
DEBYTHoT,

K4 WDTNHORETHREED 5%, LORIEA (ONO-4538-43/CA209577 3RER)

pi1% (%)

CENIPNG |

R, z!iﬁﬂff 77 ’z{nj iEd
" 532 45 260 15

(MedDRA/Jver.23.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (0.2) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0

GBI 47 (8.8) 0 0 13 (5.0) 0 0
FERGF KO ALk

9 FENE 53 (10.0) 2 (04) 0 9 (3.5) 0 0

5895 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - B EEL LOR5H
NEDIREE

97 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0

0 ) hE 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TARTE BT I+ 29 (5.5) 2 (0.4) 0 10 (3.8) 0 0

TR T =T —BEM
oAk 5

PR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0

FROIR BB RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B R F L OV A HLRk RS

RAIA 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

I, ARAIBHZ IV CRR I RERE 89 i (16.7%) . FFHEREFREZ 49 B (9.2%) . #
PRBETE 35 41 (6.6%) . BERUAHRAARAE 33 61 (6.2%) | [IEMENGREE 26 151 (4.9%) . Lok
[R5 11 5] (2.1%) . infusionreaction 10 5 (1.9%) . EEOREREE 8 i (1.5%) . &
BEREREE 7 61 (1.3%) . KRiGZk - /MG - EEO NHI7 61 (1.3%) | iT% 4 41 (0.8%) .
D 361 (0.6%) . FIFHEREREE 3 61 (0.6%) . 17AUBEIR 141 (0.2%) . HRimAe
FERRIE 1451 (0.2%) . AL 161 (0.2%) KOMWER 141 (0.2%) RRD LN, £, 5
E MRS, TRRMAHERERES ., BUEFR, RS, ik, %, LEREEIEER,
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NRAE G JRIFERPS, RECZ I, SERERRME e, B 2 i e b &U\H%ﬁ% - BRI ITB 0
Siieo T, ARWERMFBIURILIBEEFR (RARAEMRE 25T) 23 RatlA
%‘fﬂ—_\“j‘o

@ [EERIELFESIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFGIT NIVO/IPI #E 316/322 5] (98.1%) . NIVO/Chemo #F 308/310 {3 (99.4%) .
Chemo #% 301/304 5l (99.0%) (258 Hav, JRBRIE & ORERBNEE TE WV aESR
413 NIVO/IPI £f 256/322 5] (79.5%) . NIVO/Chemo #f 297/310 f4 (95.8%) . Chemo
B 275/304 1] (90.5%) IZFBH LTz, 7, EERAHFFHLIL NIVO/IPI B 214/322

(66.5%) . NIVO/Chemo #¥ 180/310 4 (58.1%) . Chemo #F 128/304 il (42.1%) 1238
Sy g

WD DORETHRELED 5%LL EORWERIZERS D0 Tholz,

£5 DWTNLOOBHETEIEN 5% LOBIER (ONO-4538-50/CA209648 3R5R)

B (%)

%z% Ko NIVO/IPIFE NIVO/Chemo# Chemo#

(ﬁe JDRA/Iver. 23.1) 32214 3104 30443

“xGrade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5

EREER 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (355) 3 (1.0)
MigE LY > REE

feginl 12 37 2 (0.6) 0 93 (30.0) 30 (9.7) 0 67 (220) 17 (5.6) 0

B H BRI i 0 0 0 29 (9.4) 8 (26) 0 20 (66) 7 (2.3) 0
P53 A R

FOR IR RE TTAE S 20 (62) 2 (0.6) 0 7 (2.3) 0 0 0 0 0

FR B RE A T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0 0
B b

{5 7 (2.2) 1 (0.3) 0 59 (19.0) 2 (0.6) 0 66 (21.7) 1 (0.3) 0

T 32 (990 2 (06) 0 60 (19.4) 3 (1.0) 0 46 (151) 6 (2.0) 0

B 26 (81) 1 (0.3) 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

=P 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (1.6) 0

N 1 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (16.1) 9 (3.0) 0
—f - EHEER X OGN OREE

4 J9E 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (0.6) 0 17 (56) 2 (0.7 0

57 29 (9.0) 4 (12) 0 61 (19.7) 7 (23) 0 50 (16.4) 11 (3.6) 0

1B R 12 (3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

M D S5 4 (12) 0 0 33 (10.6) 8 (26) 0 26 (86) 4 (1.3) 0

SRR N 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0

FEEN 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
g AR A

Z;i;i‘zt{%f/ 25 (78) 7 (2.2) 0 18 (58 2 (0.6) 0 8 (26) 0 0

T ARG RUEET I

KFvA7=7—8H 29 (90) 4 (1.2) 0 16 (52) 2 (06) 0 6 (2.0) 1 (0.3) 0

n

7 L7 =8 5 (1.6) 0 0 39 (126) 1 (0.3) 0 32 (105 1 (0.3) 0

E;izgi/ 7Y 0 0 0 19 (6.1 0 0 9 30) 103 0

i ER B 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9 0

RN/ 2 6 (1.9) 0 0 36 (11.6) 3 (1.0) 0 32 (10.5) 5 (1.6) 0

1 i ER A 3 (0.9) 0 0 43 (139) 11 (35) 0 28 (92) 6 (2.0) 0
e L Ok bE

1&F b Y A 9 (2.8) 8 (2.5) 0 29 (9.4) 17 (5.5) 0 19 (63) 9 (3.0) 0
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Bi%e (%)

A BIR A

SokaE NIVO/IPI#E NIVO/Chemoft Chemof
(M;;DR Aver. 23.1) 322431 31041 304451
“4Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade 5

ARG 19 (5.9 5 (1.6) 0 132 (426) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
R S PR

R4 4 (12) 0 0 19 (6.1) 0 0 17 (5.6) 0 0

it = 2 —m F— 1 (0.3) 0 0 20 (65 2 (0.6) 0 15 (49) 1 (0.3) 0

ﬂ;fﬁ'w@%:lﬂ” 103) 0 0 26 (84 103 0 1663 103 0
BB L OREREE

BB RERE 1 (0.3) 0 0 9 (2.9 0 0 17 (5.6) 0 0
MRk, oEREs L OMERRRE

Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0

Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FER I K OV T Rk

i B 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0

Z D FEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 2 (0.7) 0 0

% 55 (17.1) 7 (2.2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

723  NIVO/IPI BEIZ 30T HUIRIRBERERRE T 70 1] (21.7%) | ITREREREE 42 51 (13.0%) .
PR AR 26 Bl (8.1%) | ARAUFIALARIE, I A xF—23 ffl (7.1%) . T E{LHERER
#2141 (6.5%) . FIFEHEREREE 17 6] (5.3%) . fhfRefEs 16 4 (5.0%) . HEDKE
& 14 5] (4.3%) . KIGK - MG - EEO T 10 5] (3.1%) . infusion reaction 9 il
(2.8%) . BHgREREE 8 B (2.5%) . T 661 (1.9%) . LEkEE 6 #] (1.9%) . 174
PERIE 4 511 (1.2%) | BER 4] (1.2%) . ik 245 (0.6%) . Lff7k 2 6 (0.6%) . J&
L2 (0.6%) . 5& Mk 14 (0.3%) . BELMEARE 2 161 (0.3%) . &M 1 41

(0.3%) . EERMKEE 14 (0.3%) . FFlkmARZERSE 161 (0.3%) MUK - BEE
% 1B (0.3%) MRRD BT, £io, EEMEE, BUEZ%, AL, mERERER
BEL FERE M ORIFERBEIIFR® B 720> o 72, NIVO/Chemo FEIZ 35\ CTHRERUT BARIE 2
A /3F—03 5] (30.0%) . FhiEREE 83 5] (26.8%) . FEHEAEREE 74 1 (23.9%) . AFHE
REFEEE 32 1 (10.3%) . FLIRAREERERETE 30 5] (9.7%) . MTEMEMIZE A 18 61 (5.8%) .
KGR « /MG - BEEDO T 8 il (2.6%) | RIEHEEERE 6 61 (1.9%) . infusion reaction
6% (1.9%) . HEERMEERFED 5 F (1.6%) . LIEFEE 461 (1.3%) | R ZERSE
3% (1.0%) . FEMAHERERE 2 4] (0.6%) . 1HUHERS 2 6] (0.6%) . 5 & 9K 2
Bl (0.6%) . HEED &R 141 (0.3%) KOYESL 14 (0.3%) 2358 Hivie, £,
FIEM M IIE, (O, Bk, BUERFR, FARA, TR, B{LMEIRE . INK - BRI,
MERERFEMERE, M. BEA. IRIFERSE K OMEE M IEER 0 bz o 7o, REIWER%E
BURDLIIEE S S (BRMAEERT 2 51) 2B OEHERE =T,
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(it - HE]

AFNOREMARYEEET L EZFIH - I 21— g 12k v, KK 480 mg % 4
MR THE G LIZBEOARA O MG IRE NG SV, ZO/%R. A 480 mg % 4
TR TG L EROEFIREBICR T 2 FMEFIRE CLF. Cags) &9, )
1%, ARHI240mg % 2 IR TG L72BRD Cagss & FIT 5 & TRIS N (FR)
F7o. AH| 480 mg # 4 HEIEIRR THE G L 7-BROEFIREIZB T 2 femiiig HiRE (B
Ty [Crmaxss] &V, ) 1, KKl 240mg % 2 IR THEG L7ZBRD Craxss & I L
TEEZRTETFRISNIZEDOD, ARNEZ IO TEREMERHER STV D HE -
M (10mglkg % 2 WRHIHRE THRE) TARAIZEEG LTZERD Craxss & Hl U TR A2 7R
FTeTHlEn (FFR) . MAT, EHOEEICKIT 527 —2I12HE5& KK 3 mgkg

(KHE) £z 240mg % 2 HEFERIFE, & L <A 480mg % 4 MR TG L 7B
DAF DUk iE & & AN AL RN & OB Z Mt 2 BEESUGT T VDR S L, Y
BEZ OV TREIDM TR R, BRI - 2O TH R L OVE I
7RI E RIS, £2, BIEBEBEICBIT ST — XD EIMEE L REN
JEET VAR LT, AAI3mgkg (2 HMMBTERS) . 240 mg (2 B HFE T 5-)
1% 360mg (BuEMIMETHE) LAY A~vT (BEHHEEEZ) 1mgkg (6 H[H MR
TE) ZO0FH LB OAIMWER Vet 2 et L7c iR, ERto Mk - RO TH
R K OVZ VIR A R IT e & TRIE N2, S 51T, AH| 240mg (2 @M T
$eh) X% 480mg (4 MMM TR E) LLFRIEZ DR L7CBEEOAME R O Z 2%
a7 R, ERCo E - 'O TH DK O Z 2 MR EZRIT RV & PRIS
i,

K6 FHAOEMEENT A—F

M - Cinax Chmind28 Cavgd2s Chnax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 melke Q2W (35-521 .760-8) <16-25750-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,Zo3) (23.33?.539.0) (302&3,.670.9) (10;,5354) (41?57,.21;58) (62.11(,)91 87)
450 me QAW (10;?207) (15~25?Z7-4) (37-?)3,.;)4.8) (14§,1 536) (27.751,'?37) (62.11(,)91 87)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 g03) (232,7277)

i (5%, 95%/5) . Q2W : 2 WAMIMIRGE. QAW : 4 MM, Cmax @ PIEIH 514 0 ferm L7 iR
Cmindzs : PIEI#5-1% 28 H B IZ31F 2 HRARMIE P IR, Cavgazs : FIEIFE1% 28 H H £ TOXEMIE PR

FE. Crmaxss 1 EFRAEICIS U 2 e M3 L, Crninss @ EHREEICEIT D IAKIMIE P I, Cavgss 1 EHIR
BEIT IS 1T 2 -4 AL 37 i
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4. FEFRIZOWT

AFN OB G- DN H 72 BE &2 - FrE L. AFoF 512 ;DE%@EW%%%ﬁLk
BRICKHET 2 Z ERMER D, LFOO~Q@DFT X T &= T\ THEHAT
RXTH5DH,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIEYT IR THD Z &,

(1) JEAEFBRENSEET 503 ABEEEEILS RS ERE RS A SRR I SRR
Hitek A3 A B2 LI RURE . MU A A BRI 7R &)

(2) FrERgREIRbT

(3) HBENTEAEDFRE T 20 AT (03 ARHEEIE TR, 23 AR
W 1REBE, DA EREER e &)

(4) IRALFHERE AR E L, SOREE L RIER R | XIS RIES b AR R
Bl 2 ORfieg AAEITAR D a2 1T > T D fitiak

(5) PUEEMEREEE AL & BN OO i g L HEI AR B B H 21T > T B Jitiak

D2 EEB ORI ORI RBI ORI 15728 & P O (TR
DUVFIAN ST DI 75, HLBHEFOAFN BT 5 WEOHES & L CRES
RTVBZ L,

#

o [ERIRFFISER 2 FOPWHEZE T L72RIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 55, 28U LT WARYREL L LIEERRIESZEOIHME %2
ToTWHZ &,

o [ERIRFFIASE 2 FEOWBIHHEZE T LI2&IZ, Wbam OB ASMREZ ET 5
FELU LD LI FOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE., HIbESE O D A SRYPRTE & G e E b g T OB IRAHE &
IToTCWVWBHZ L,

© BENDOEEMFREBRDOMEHICONT

AR AL I B BRICAEF 9 2 LA DS E S v, BRSO OFRE D, A - &
éé‘fi’%%?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IRt AEFRNEAE LIS OWE
¥, FRHESPIATON DRI E T Z L,

@ BIER~DORIEIZONT

@-1 FEERAHIZBE S 5Bl
[PV PR B O BHE R BIE 2L L72BRIT, 24 FRRIEZIEIKHI O T, 2ikiiax X
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IEHERI R I BT, B L-EIERIZES U TARRE L O CT £ 0 ITEH ORI 4
FERREOEENY HRIZEON, EHIZHIGTRERERNES> WD I L&,

@2 EERFE L 2AFBLAMNICET 2 EM:

ARSI D B 2 gk K O e 2 BT D BRI FEENEIERHT=2 1) v 7
EHEOIERDOAY ) —= T HATOEIRE & fFHZ G TE 5 F— AERIKH 23V
ESNTWAZ L, B, BIFEHIZHOWT, NABRE & ZDOFBEICHDITEAmMmENT
WhHZ L,

©®-3 BIEA DOZKT-CRIRIZEI LT

BER (B MBI BREMGEDAE, (DR, TRk, SO EAEE., KiK.
NG, BEEO TR, 1 BBERIE, BIENTZR. IPAR4. ITHERERRE . T4, B bMinsE
2. HUIRIRPEREMRE T . TEERBRREMETE . #hfRIRE. BEE. BIBESE. MK, EEDOK
JEREE . FARIMARZEMRSE, infusion reaction, HFE7R MEMES . MERERIEMEE, .
ek, BEDOBR, SEIMRRK, WEOHRENG, WER#EE, DEfEE (OEME) -
RN« DEEEISMNHESE) . ARZFEREE . IS H M, BEALSE) (Txf LT Yikhiiar X3
BEZRBERE O BRI 2 5 EAN & U (RUWER OZWroxt s Iz L THE R USHE
EZTONLEMICHD L), EHITHEIREN TE DIEHINES>TND Z &,

—
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5. B#EXRL D BE
(G BEd 2 1E]
O TROBHFIZBWTABOFENEDSRIEEN TN 5D,
o T bV I P URPEMELES &K O T T FFRE & GO RICR
S SUTARTH OARTABIBR AR 22 HET T UL R O BE s B3 (RAIE & 5
o WRHESIEEHIRIEIC LD pCR NFRD N2 o - BIERE O BE (KA
5
o ALFHRIERIGRE ORIGUIBR R R /21T - R O RIEE RS (NIVO/IPI # 53
NIVO/Chemo #¢5-)

@ [EFRILFEFH MRS (ONO-4538-50/CA209648558) 128\ T, MR & SN b2
1% (Chemo) Hifft & ki L-C. NIVO/IPI 5- 3L I INIVO/Chemo s 5- DB WA /R S
TUW5, 7272 L. NIVO/IPIE-SUEINIVO/Chemo& G- D W Uz B8V T b | AL E
B & el U CEERAERFRORIENE L 22HEANRBD LI (p11EH) | *
7-PD-LIFE BRI (TPS) 2k 0, AMWENRR DMEAIRIBEIN TS Z & (pb~
8 M) M5, PD-LIFER LR L L CAAIR GO RS2 452 ENEE L
VN, PD-LIFEELHE 23 1%A (TPS<1%) ThHd I & DR SN BEITB W T,

AFIUS OIEFEEIRE B HEET D,
*RENOBZWH L L, 524 : PD-L1IHC 28-8 pharmDX % =] 2NERBEN TN 5,

® TRICHNST 5 BEIHT D AA OB 5 ORI SO Tk, AR O R

et SNTE P, AFOBERG L5 R,

o IR R TV ARVRIBUIRR AR AT UL IS O BT R B A
g

o RTINS L LC OBy

o HFRTHBNRIEIC K 0 pCR BSER BV BET R S BIRIE & LT
E

o BB & LT OMOERIEEA L oS

(22 B4 2 F ]
O TRICEYT 2EFIZOVWTIEIAROR GNP EZE SNTWDH Z b, 5 %217
bipnz b,
o KHIDRSTI KT LIBUE OB ERE D & 5 i

@ RERTOFHMIZIB VT RIS T 2 BREIZ OV TR ARG ITHELE S uZe
D, MOTEFRFE N e WIGEICRY | HEICAREZEH T2 L 2BETE 5,
o MEMMEEOAIXIIMEDOH 5 EBHE
o g AR A CHIE R 258D D B K ONE B M 0 FUR Bl 2 <o R g M fiti 2%
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FE ORI LD IR B 5 B

o ACOREERBOAOE. XHIEMERZRE L < IXERMEO B R B OB ERE D
b5 EE

o BB ME (&M@ HEL ST Ob b EE

o BB IBEEEE T HRE

*  ECOG Performance Status 3-4 "0 D Hi&

(ED  ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, BT LlFE U R EAERIHRZR AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATHRECTHSOF DY O Z L3 < TAFELEAMEREIT TE R, A 50%A Eid~y R Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. BEZELTHEEITREEIH

O WASCEZEITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efil
RO DI HLEIMERE T3 ICEMR L T oA+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z OFEIETH MR a2 453 L. & 4215
ThoEEGET5HZ L,

@ ALFFRIERIGR ORIGUIBR R R/ HEAT - B ORIEREIZIHBV\TIEL, PD-L1 FEELE L
B Lo ECAR 2 S0 BEO AR 2 W35 Z &3 E L3, PD-L1 8L
FEPERTERWIGAICIE, AAZ S Ot HRE OGS 2@ oIl L LT b
THZ L,

@ FERBEWEHO~RT AL MTOWNT

MEMEMERER D LOND ZERHDHDT, AFOEGIZH T > Tk, HKIE
R (PRI IR, ik, FEENE) OfER &L O X i o FEhn %, B4+
179 2 &, Fo, BLEIZSUTHEE CT, Mg~ —h —E0ORAEL ET 5
Z &,

AFN DO EILEE D infusion reaction (2 2 TEEARFIZ 72 %D TE 5 UE
i aAT > 7 L ChMRT 5 2 &, £72.2 [ B BB OAFHI % 5-FFIZ infusion reaction
NHLOLNDZEHHDHDT, KAE M OARAF G TRIT AL Z YA
CERET 5%, BEOWREBEL+H2ICBIET 52 L, 723, infusionreaction &
FHLL725A 121, B TOMEE R OYERA ERICEE T 5 ThREZ +oils
T5Z &,

FRIRBERERR S . T EMAEREREE R ORIBFEERH 5oiLd 2 &03H 5D T,
ARFN D ¥ 5-BRAART M O G-I TR I 3E RO Ny B RERR & (TSH., 1 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhT 52 &,
AFNOEGAIZ X0 | WEOREFOSTENT 5 & & 2 B DRk % R REIHEE
DHOLOLNDZERNDHD, BENROOLNTGAEITIE, BELL-ELIIS U
B EY 72 ek & Rk 2 e O Al & i U Ci bl A BRI W 21TV B o
FOGT X 2 BWER 2N g0 23551213, ARFIORFES TP 1L K OEIE RUE 7R
NECHOBRGEEZBET DI L, 2B, BBRERLVEOEREIZEYETE
R OYGEERFRD IR WIGEIZIL, B BB AR VE LSO sz JilF o8 0
HLEET D,

B TR, BOAM N OE I ARE L CHORIERREBLT A2 Z X3 H 5720,
AFNOEERETZIC S RIER OB 2B T D,

1 RUBE RSP (BE | AUBEIR I 2 5 de) b bbb, BERWEES 7Y R—T &
IZEDZENRDHDLDT, Ae, Hl, MEIEEOFEROF B MO &2+
SEETDHZ L, 1 BEREN DS EICIE &G ERIEL, AR
FOFGFEDHE) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{ELMEE RDPH LoD Z &R dH D
DT, EHIIITERERE LTV, BEOREEZ H3ICBET 52 &,
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o SEIVEERNRHOLDONDZ ENH DD T, ROEF OFEL EMANHERT D
Z&, ol IROEFEDFRD DNIGEITIT, EPNICIEREE 222 5 &
IRBBEEEET D L,

® RIGUIBRARERHELT - PRI O BB B T T 2 BRIiE, AF ORI B

T, &EBMGD 1 ERIE 6 BWE Z & ZALIRET 12 8 Z L ISAZEO R 2

T TV Z £ &BEBIT, KAIKREG TIXE NS EE A TRROMREZAT O Z &,

©® ‘EREICBT DIrRAMIRE S L THERT 2ERICIE. AR OBRARRRIZI VT, &

GBfhan b 2 FMIT 12 BF T & 2T 6~12 7 A Z & ICARMEORHE £

T TN Z £ E2BEBIT, KAIKREG TIXE NS EERAE TRROMREZAT O Z &,

kB, INERMMIEIE L LTERT 25681213, AFloREHMIZ 12 VHMETE

THZ L,
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27 10

EEEREEST A FFA4 v
=RV T (EETHEBEZ)

(R7E4 « A7V — RN AL 20 mg, Z 7P — R RHE#E 100mg, A7
— R REEE 120 mg, A7 U — R AR FRE 240mg)

~ R~

Sf34#E 12 A ($Ff54 3 AET)
A FEE



o gk~ w b

B &

LI
AANDOFeE, VR
88 IR i

fiEx% (DU T
GRS LD BE

BEICER L CTRET & HIH

P2
P3
P4
P7
P9
P10



1 ¥

IS DGR « ZEMEOHERD - OITIT, IR CEFICESWEIEREH RO b
Do EHIZ, EFEORFEAMOEART LY | FUREIK G & OFH) 728U E S = 3
WERRENLIHTT, TNODOEKLZHICHERBHRIZRMT 5 2 L NBRBOREL o T

V. RREMBOEE & RO AT R 2016 KAk 28 4 6 H 2 HMEERE) I8V TH, H
BHEFE L O O b HEE A XD Z & & STV D,

BORMEMMBFEIRN L, REERSCLZ 2T a7 7 A VBB OERL EH LIRS
LEDBD D, Zold, AR OLEMEICET OERNA T ERT 5 E TOM, YiLESRE

DODREZMLSZT D RSN BEICH L THEAT L E L b, BERAMRE L
BRIC LB kIS 2 & D 2 L N ATRE /R — E DB 2 i 7= R TR 35 Z L A HETH
Do

LIeDBoT KUA RTA - TiE, BB INE TICHELNA TV D EFEZN - B4
HY RN EEDS & LU O EFE S Ofi 72 ] 2 HEME S~ 5 8LR 0 & MBI B, B 25 MO
BHREAZTT,

BRI, KA BT A %, WATEGE NEIEMEREGR R SR, A HEEEA B AR
JEIZ ey —MRAEETE N B ARERIRNBHE S M Ot HiE N B ARREER 2010 b L 1E
ik L7,

G L I HERRSL ATV — R AL 20mg, A7 Y — R EE 100mg, AT Y—R
SR ERE 120 mg, AU — AR AR ERE 240 mg (— %4 =R v~ T
({1 z) )
REERDHREIDE « I
RELRDMEROHE  @%. A=A L~7 (BE##Z) L LT, 1H240mg % 2
W FIRIRE 5% 1 (3] 480 mg % 4 38 ] FIRE CAlfiisiEd 5,
DIl T I AN o R Y ST i




2 AHORE. 1EREF
7 — R S EE 20 mg, [R]ASIHEEHE 100 mg, [F]AE A 120 mg K& ONF] S §#F 240 mg
(=4 =R~ 7 ERFHEHZ) © BAIT. TARADL Lo, ) 1E, /NEPEEa TS
fEAZL VLY I A (BT VARV~ Y —X 2747 (BMS) 1) 23Bi% L7t bk PD-
1 (Programmed cell death-1) (2%t %t R 1gG4 &/ 7 n—F AHETH 5,

PD-1 1%, IEMEALL72 U v 88k (T Mila, B MIfA OV T = 7 /0% 7 —T fifd) K OVEH#%R
MRICHE$ 5 CD28 7 7 2 U — (T Ml OTEMAL 2 MiBhEIC IE & BUCHIEE3 55 T8 |
BT 2%/ TH 5, PD-1 IZFUFRIRRMIBICHELS S PD-1 Y > K (PD-L1 & PD-L2)
EREE LY VBRI Y 7P A B RE LT N BROTEMLIRREZ AIZHAT L TV B,
PD-1 U 7y FidHUfe~ifalsM b b Offx 2SRRI BL L TR 0 | EME R AEEE
BN U7z AL 35 1 £ PD-L1 OB L itk o ZEAF I & ORI A OFHBIRIR A & 2
ZEMHAE SN TWD (Cancer 2010; 116: 1757-66) , 7=, EVEROAERE CIIMMEE T
MRS EAT DA 2 =Tz H o~ (IFN-y) IZX5 5 TPD-L1 ORBENFES N, 55 L
T IEFHHRR T 35T 2 PD-L1 O FEHL & e D AEAFHI & ORI EDOMHEBRGRY H 2 & OME b
& % (SciTransl Med 2012;4:127-37) , & 512, PD-L1 Z 3@l B S S-S AMIE. HRes
SLi) CD8 Btk T Mmool (5 ETEME 20658 S & 523, $t PD-L1 $ifkC PD-1 & PD-L1 & D
A EAET 5 &2 OMEEEENEE T 5 2 EBNRIN TS, %D Z &5 PD-1/PD-
1 U Ay FREIE, SAMBRSTURERR A e T Mlas b OB 2 A 2HF0—o L L
TEZLATND

AHANL, FEBERBROME R 5 PD-1 Ofifast ek (PD-1 Y > FFEE) (/& L. PD-
1EPD-1LY B REDREGEIET S Z EI2L D BATURERFRNZ T MBOTEMEL L O
AR 619 5 MRS BTG VE 2 iR 5 2 & TR e PUIE 2 2 R 9 2 L SR S T
W5,

ZAIVHDHENG | ARFNTENENEG T 2 H - iR EICR VAL b0 L HIfF S, i
FEARPFEBE 2R & Lo BIRRERZ I L, A2, 2t R ORBMER R S v,

AFNDVE BRI B DOFRERINT L DRIWEREN O S bil, BEEXIIETIZED
AIREVEN B B, AR OG- H RO G5%I21%, BEOBEL 02TV, RENRO L
e lid, B L2 FRITIS U HPI R 2 ek & R 8R & B AN & U CRibl e il
ATV, OGRS KD RITER S DN 2 5E1IE, BB RERVE CHOKEGE
W) 7R ALE AT O BN D B,



3 BEEREE
JEFEAS B O AR IR I GG 2 17 o 7= B 72 B R 5RO il 2 79,

(A 2htE]

E A AR (NM-K2002 35%)

JFRARBEEET  (BEEORBIE « SRS 2 RS W THEE S LA IRIRIED & 5 B2 13K
GhEaTe) 56 il A kG, Kl 240mg % 2 RIEIRE C AR EHE Lo, EEFHMEEE Th Sk
LRIERE D B B B (45 B1]) OFEBhH (RECIST H4 K74 > LIKICE S Rl Eic XL 5
CR XX PR) 1% 22.2% (95%(E5#HX] : 11.2~37.1%) Th -7z, 2B, FANIETE L7-BFE
X 5.0%TH -7,

Flo ALFEREREO W EE QL) ORFRIT, 18.2% (95%[EHHXH : 2.3~51.8%) T
X?Jof:o

EEAERBE TH D 2 L SERFIRE TR S, HoIEEEAE CT, FDG-PET, Lk FHHLE
MRS A S O WG RS R OB IS U= B2 25 (FLIRRL. BAR WRERLR OCHERR) |
L0 TOREHBREE M L BT B EREASEE SR o 7o RR MM (RN,
PEY L IER ORIEIER <) B, Al (LFEFREREOHEICI DL TRG L S,

#2 0 FROWTNICHEY T 5B,

IS IR i ks ) ey

- MEBHERE (MEA) OZEHT D LMOBERS

S I INOER s NI TR S e )y

- BB L EIER OB AT DR R R

« RIS SRR N S UANE 5 O R M 2 T % i

B OB OZ A L, M IS O R REUR (PSA) 2@ 47 BikEs



[Z24tE]
ENEE AR (NM-K2002 7L5%)
A EFEFRIL 53/56 ] (94.6%) (ZFED Hiv, AL DRRBELPGE TERWVAERRIT
35/56 5] (62.5%) (Z# HivTz, FEBLEEMN 5% EORIERIZ TERDO LBV ThHhoTz,
F2 REFEN 5% EORIEA (NM-K2002 FRER)  (REMENTREM)

HERIRHE B (%)

FEARGE 56

(MedDRA/J ver.22.1) 4 Grade  Grade3-4  Grade 5
2EIEH 35(62.5)  11(19.6) 0
Mg LY R REE

U HR BRI E 3(5.4) 2 (3.6) 0
PR A s

PR BB R TU A E 3(5.4) 0 0
R IR A RE AR TiE 9 (16.1) 0 0
B IBkEE

T 5(8.9) 0 0
AR AR AT

TS5V T I NG AT =7 — PN 3(5.4) 0 0
TANRGEUEBT I ) NI RAT =T —EHN 4(7.1) 0 0
R E N IS SRON ]

fiifigi e 3(5.4) 0 0
B ¥ K OV TRk RE

% O PEIE 6 (10.7) 0 0
B 9 (16.1) 0 0
R IR NGRS 3(5.4) 0 0

7k, HURIRBEREREE O 151 (16.1%) | ITHEREREE 5 ] (8.9%) | MMM 3 4] (5.4%) |
MR MIREAES < A3 F—3 {4l (5.4%) | EHERERRE 3 ] (5.4%) | HEE D B IEE 2 {51 (3.6%) .
RIS 2 5l (3.6%) . infusion reaction 1 5 (1.8%) . HFA4 161 (1.8%) MKOVKHZK - /)
Ad - EEED THI LG (1.8%) i biviz, £7o, EIEMMEIE, Ok, Hik, 1R
. BIPENTIE. AT, MEPERRE 78, N EEARRRErE® . RIS RRAERETE . K - Bk,
FRZEME, HERMKRMET ., MERERAEGRE, ft%. R, SEORE, OIBIESE., MR
L)

= K

ﬁ

K
?éﬁ@
=
E

T

rate) waRFHRE T



[ - HE]

AR ORERBEDEREET LV AFIA LT I 2 b—3 3 T XD | A5 480 mg % 4 3 fHfH
bR TG AT AR O ANE - MEFE TR LIZBRORA O MG TIRE SR Sz, € OR
ROAF 480 mg % 4 H [H IR TG L2 BROE FHMRARIZ IS 1T 2 P4 yE TP AL (BAF | T Cavgss)
VD, ) IE AAI240mg & 2 BFEFIE THRG LTZERD Cagss LHBT 2 & Pl (T
#) o £z, AH480mg % 4 W H MR THR S L72ER0E FIRBIZ IS T 2 i@ MiE i (B
T TCmaxss) &9, ) 1&. AHI 240 mg % 2 W FEHIFE THR G L7ZBROD Chaxss & HELL T
HxzrdeTFllasnzbon, ARANBEFIZEBOWTARERHRE I TV L - &

(10 mg/kg % 2 HEEME THE) TAHRAZERKG LIZBRD Craxss & i L TIREZ /=9 & Tl
Stz (FFR) . MAT, BROBEICET 27 —2I2HES5& . A4 3 mgkg (KH) XX
240 mg % 2 EFERR. A L <134 480 mg % 4 B MR TR G LIEBEOARK ORER & A
IIMEST e & OBIEZ R D RS LUSE T VPR S L, HREBIEIC O W TR DMT
DIz, ERRoOME - HEOR THIMER VL 2R ER TRV E RIS,

K3 FEORYMERNT A—F

. Cmax Cmindzs Cavgdzs Cmax,ss Cmin,ss Cavg,ss
Mt - =
(ug/mL) (Mg/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
51.6 27.2 31.0 113 62.1 776
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 38.3 437 159 87.8 109
240 mg Q2w
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102, 207) (15.5,47.4) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146, 222) (86.5,132) (101, 148) (329,525) (184, 303) (236, 377)

R (5%/7, 95%.5)  Q2W : 2 M [EIRE. QAW : 4 JEMIEING. Cmax : HIEIR 514 O d5 & MLE P EE . Crinazs :
el 5% 28 H HIZHT 2 HARMIEHERE, Cavgaes : UIEIH5-4% 28 H H £ TOVIMEFHRE, Comaxss : &
FORRBIZ IS 2 e i HR L. Crminss : TEHARBBIZ I 1T D BARMLTE TR L Cavgss 1 EHRIEIZIS T £ 44 1M
THP R



4  FEFRITOWNWT
AL U A7 E PG (RMP) (ZHD & AHI D [ 3 22 M ERE AR TR B~ o0 1 ) 4l
R D% T - T, AR OG- NEE) e BE Z2W - FFE L., AAIOFKEIZLY HE
REWER ZRBL LIZBRICKHG T 5 2 L BN l=d . LLFOO~@DFT XT3
CBWTHEHT 2 X&ETH D,

O MERIZOVT
O-1 FiEo 1) ~ (B6) OWVWTINIIEY TDMEH THDHIE,

(1) BEAFEREIEET 208 A FEEEIL RS (F0E RS A LS
JRbE, HUES AR HOEEEHLR L, kS A BRI R e &)

(2) FrEREREbE

(3) HBENFULAIEDEE T 2 23 A B EEHT (A A2 SRR EIbE, 2% A2
Bt 1IbE. 03 A HEE R 7 &)

(4) ARACFIIEE 2B L, SORIES L FRIEZ R 1 IS RIER L FRES
WL 2 DRiEXFEHEITAR D Jim 24T > TV 2 ftiak

(5) PUEMEREEE AL & BN O i3k S UE 4R 2 i 21T - T 5 itk

O-2 JFREAWHEOZW KO (2% B ARERIEEFSm. RIS A AT A
RZA > SETH 2 Wit 2018.) Z 30 L AL5ARTE M OVEINE I 8 BN O e i+
GYIRHI L R AR OERM (FROWT NS T LHERM) 2. Mz R
DAFNCEET HIREOFLE L LTRBEISNTNDZ &,

o [ERfFEFEEE 2 EOPIHINHEZIE T L2 5 FELL EDO RN AVIER D EREHE 217
STWBHZ &, 9B, 24N BT, NARMEERZ £ L LI-BRREREZOWHE 217 -
TWAZ L,

o [ERNEFFEUSE 2 FOUIMINHEZE T L72RIC 4 L LOBKRREBRZ AL TW\DH D
Lo b, 3EDRIE, FESARIEII KT 2 23 AL & & e S ATRIE O SR IHE
ZiToTWBHZ L,

@ BEANDEZRMFEREEDOEH]IZONT

AR AL I W BT 2 B DS E Sy, BUEARZED D OFHRE O ARE - L4
PRSP IR O BN OV ERTE (9 DI iR Bt AFFRNRAE LI2HE OWiE
B FRERNATON DRI > T D Z &,




@ BHERA~DRRITDONT
@-1 MR AR 2 Eif

B MERR R E O R 2RRIER T A L7CBRIT, 24 RSO T, Mi%iak XX
BHERFR BT, B LZAWERICIE U CABRE L O CT ZOEIER OERNIZ MHE
IRRAEORER Y BRI LI, EHICRISATRERIARHNE > TnD Z &,

@2 BERRFEICL 2AEERIISICET B M

N ARSIRIC D 2 BB 70 e OiE 2 A9 D IERIE A DRIERE =2 ) v 7 %
BOTERD AT ) —= 0 T 2fTWEIRIE & a1 TE 2 F — LEBRRHI D =
NTWDHZ L, 2B, BIHEHICHONT, BDABE LZOFEICTHFIJAMESTND
ze,

@-3 BIfER DKo LT

RIVER (HVEMERZR BTN 2 BESEM B E, O R, iRk, BIEUHREAEE, K
NG EEEO TR, LRBERIA . BUEAT R, ITR4, ITHREMRE . TR, (b rEAR A
FUR IR IR | T IR (ARREREIR S | PRI BFPRE . RIS IR, B oD B2
FR AR FEARAE , infusion reaction, FEFE7c MRS, MERERIEMAE, FifZ, Bk, BHE
DER, SEIER, WEOGRERL, WIRREME, DIEEE (LR - RIK - Ot
WISMIGHESE) |« ARIFERSF, BT, L) (T LT, YRk ST BRE R o B
P2 A 2 Bl LoEdE L (RITEH OB IS ICBE L TSR OSHRE 21T bt b 4
HicdhHZ &) | BEHIHEUZRALEN TE DEHINESTND L,

D
7
)
7

B O W



5 HEMBLRDLBE
(G 5hEIC B3 2 F1H]
O TROBHEIZEBWTAROFIMEN RSN TND
o FERAHNALBDIEITA T4 ) (ARERERGYS) (TS, Weatgin
SR M OYRB IR A 2 520 U 72 B C, JRSIEER S N 72 b R M & 52k S 4.
D0, JEBORIE « M S W THER S D TRIRIED IV B

@ TRLZEEYN T AR OG- K OME R HIEZ W TR, RAIOFIMER ML S TR
59, AFlOEER LB 720,
o fhoPUEMEIEEA & OO S

[ 2RI B3 2 FH]

O TRICEAT2BEECOWVTIARAIOEENEEZ L SN TND Z b, FHE1T
y OVAN AN
o KRBNDRGTKE UIBHUE DBEIERED & 2 B

@ VEHRATOFHRICIBW T FREICHEYE T2 BH T OV TE, AR OREIHEE S 2

R M OTEFREIRI DN R NG EIZIRY | HEICAKZEHT 22 BETE D,

o [HEMMREEOEHIIEEDH L EE

o JaEBEi G AR A CRVE S 2380 5 B K ONEBIME O BUN TR e S0 e M it 2% 55
D RIEHEZEA 208 T Eﬂé%%

HOREREOGH, B L IO B DR R B ORERED
b5 RE

o SRR (S EE L ST) Ob 5 EE

o HBORGSUIBE A AT 5 EE

e ECOG Performance Status 3-4 ™ D g

() ECOG M Performance Status (PS)

Score EFS

0 < R JEBITE 2, FHETL [ U HHEAERHIRZR <ATR D,

PIRBZIE LWOEENIHIR S5 25, BTHRE T, AR > TOERIITO 2N TE D,

! B R, R

9 BATRRETH A DOH DOEY O Z L 13T _RTHREZAERIZTE 2, HHFD50%LL EiZ~<y ATl

=7,
3 [BHNTBESOHEDEY DI E LTERY, HEOS0%LL EE Xy KW Cil =9,
4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,




»

FECERLTEETREEHR

AT SR A, SOERGEFER DRI 2 BRI D & KRR D R K& OV (A

MO DI Z 2 F W e T3 B LT oM+ 2 2 L,

TBRBARIZESL G B T T OFIRITHIMER OEEZ + st L, FREE5

ThboETHZE,

FEREWEFHO~ R Y A MZONT

o MEMMEERNGLLNDZENHDLDT, KEIOEGIZH T > T, BARIER

(PR PRIEE, nZmik, FEEVE) OfER KL OWIE X S O Eha%, Blgx -+
1792 &, 7, BEITS U THES CT, IE~— 7 —FOMEZET 52 &,

o AHFNDOEEIXHEEE O infusion reaction (2 2. T BRI 147 72 ki 0 T & 5 e
AT ST BTGS2 &, £72. 2 BIA LU O AA|F 5152 infusion reaction 73
boONDHZEbHDHDT, AARFKE T M OAAF G TRITAA XY A
ZRET 2%, BEHEOREZ H0I085T 5 2 L, 723, infusionreaction % FEHL
L7eaiZid, 2TOEELOIER P TZRICEE S 2 £ TREZ +08I8ET 5
Z &,

o FRRMRBEREME T . THEAEREREE M ORIBEENH SDONDL I ENHHD T, A
F DOFe 5-BRLERT M O G-I I E WA N W REMR A7 (TSH. UEHE T3, 15
BE T4, ACTH. M=oy —VEORE) ZFET 5L,

o AFOHEEGITLY | WMEOKRIERINIER T D & B X B DR R R BIRRE
WHHONDZ N D, BENED NG, BB LCFRITL U
FHRY 72 15k & RRR A R DR RN & HHE U Cl bl 2 @B W 217V 8 D5 I
SIS X DEWER D BN S5 EIZIE, AFIORES T 1k ORI BE AV
YHIDEEFELERE T D L, B, BB ERVE L OREIZID RIER O
NGRSO BN WEAICIE, BB R VE LA OSEIEIF OBt E E
T %,

o FERTR, BUHMNOEIARE L TOHORWEADNREET L2 ERH D7D,
AR OFEHE T B BIER OB A3 ITEET D,

o IAUBESRIE (BIE 1 BUBEIRE 2 B de) b bbodu, BERWMES R R—3 R
ELTENDHLOT, A, Eols, WRMHSFEOREIR O FEHCMPEE O L7207k
BT 52 L, 1 EREN LN G IIIREETIE L, 42 ) RGO
HEDHEUREZITH Z &,

o BUENTR. FPAA, ITHEREFEE . T2, BH{LMIE RN HOEDONDL Z LRH LD
T, EWWIITHERERA Z 1TV, B OWREL 0T BlE8T 5 2 &,

o REIERNBHLONDZ ENRDHDHOT, IROBEOHEZ EMHRT D
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T L, Fol IROBEDPED DN HEIIE, WONCEREBEEZZ2 589
BEEZEETLZ L,
@ AANOEERFERICIBNT, 6 W Z LIZHRMEORI 21T > TWeZ L2 BET, K
Al G-I E RIS BHER A CRIROMERB 21T 5 Z &,
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27 11

REEREETA FFA4 v
=R~ (BETHEBEL)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 72— R ERH#HE 240 mg)

~ R ¥ b PO~

T4 3A (54 3 AWET)
REFBAE



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4, JEEklZOWT P9
5. H&EGXR LM DEE P11
6. WHITERL THETNEHHE P13



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
5D, 5T, IWEORAHEMOEANC LV | PUREIKSL 72 & OF 072 8T HVE %
FFEIMPARINDLH T, 2N O DOEHKZEICLER BRI 5 2 L3RR
AR & o TR Y RIFMBGER & SO FA T #2016 (FRk 28 42 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERE ST, BB 2T 0 7 7 A VBB OESK L &7 5 5
B ENRDHDH, ZOD, HIMEROLEMEICET A ERN ST 5 E TOR,
WMELEIL O BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEEL U= B 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B < A
THZENEETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITHE LN TV A EFEIEH -
BEEr) R EES & | LT ORI O fri 7ol H 2 HEE T 2880 b B R B &2
F RO EFHER~T,

I, ARITA KT A 0%, MSIATEBOE NESE SRR S, A E AR AR
BRI s . — e FE N B ARERIR NBFE 2 R O E N B ARIBIRE B 72 O W
Db EAERR LT,

RGe L I BEIRS - A TR T 20 mg, A Y — R AT 100mg, 4
— R AEERE 120 mg, A7 Y — R AR EE 240 mg (—#4 =
M~ 7 (BinfHHz))

B ERDHEIDE - R R T DT A BRI

B LRAMERORE @, A=A~ GElaH##fz) & LT, 15 240mg

Z 2 W IR SOE 1 [ 480 mg % 4 IR CREEIEST S, =

7L, BEHEIXZ 12 VAR FETET S,

/NEPER B TR

i
3
S5
=y
He
D%




2. AARN DR, 1EREF

7 — R IR ERE 20 mg., [FATEERE 100 mg, FLAEETE 120 mg K& OV S §RE
240 mg (—f%4 : =R~ GEBE ). LT, TARF) Evd,) 1, /MRS
TEMASLEAF Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7& L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F )Lk
Th b,

PD-1 (%, #EMAL L72 Y 3Bk (TR, BMRE O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHITE T 2 2
T ICERT2ZA AR TH D, PD-1 IFHURIRRAIIIZIEBL % PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o SBRICHfIEY 7P v i LT U v SERoEALIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREOELE DO L EGHEEICI TS PD-L1 OFEBL L itk DALF
WM & ORI ADOFEREBIR & 5 2 & 3 HE ST % (Cancer 2010; 116: 1757-66)
F 7o R R NE B CIRARRTE TS EET DA v ¥ —T = a2 B >~ (IFN-y)
IZX > T PD-L1 ORENFHE SN, 58 L EMEREICIS T D PD-L1 ORI & itk D
ALEWIR & ORI EDOFBIRRN & 5 & OHE S & 2% (Sci Transl Med 2012; 4: 127-37),
X BHIZ, PD-LI Z 5@l RH S B8 AMIBIE, PURRRA CDS B5PE T Miia oMl &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET D & Z OHlE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U Ty REEEIX, 2
AR URRF A e T ML OWEBEEZ BT 5HFD—oL LTEX LT
Do

AFNT, FEHEBR OFE LD S PD-1 OIS eI (PD-1 U > RiEGHEI) ITHEG L.
PD-1 & PD-1 U Y REDEEZEET DI LICL Y, DAFUERRNZ T Mok
PEAL KOS AR b3 2 MBI T a2 R 3° 5 2 & CREpEM Ze PSR 2 /R 9
ZENHER STV D,

ARFIOYEFIEIFIC 35 < DS RUSIC & 5 RIER %03 B b, TR SIS LI
B RN B Do AAIOB G PR OB EHRITIT, BEOBEE TYITO, BESR
D BTG AITIE, BB L2 HGUTIE U B 2 ik & B8R & FE o R Afl & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, B EE AL
L H O 55O YR IE 54T 5 LER D B,



3. BRPRARE
PR b RZ R 3 1 DIt il B 15 O AGREFIZFEAM 2 17 o 72 T 72 B R 3R 0 Bl s 2 7
-g—o

[H2hi]
EAt [ MIARFRER  (ONO-4538-33/CA209274 #-ER)

i JE IR T R B B O 12 BB 1709 5] (A AR N 49 Bl z=Ete, AFIEE 353 41,
7w AREE 356 ) AR, T ERERELE LTARA 240 mg & 2 I R R T A
HE kE 12 AWM Lzt EcoFEEROZetERest Lz, FEMEEE Th D
AR (LR, IDFS) &9 ) (Yl [95%EFEX D) 1E, AFIFET 20.76

[16.49~27.63] B H. 77 AREET10.84 [8.25~13.86] WHTHV ., ARALIIT T+
REECR UREHEMICE BRI R 2~ Lz (ONF— R 0.70 [98.22%(E#EH[X[H : 0.55~
0.90]. p=0.0008 [J&%! log-rank f&iE]. 2020 4E8 H27T BT —Z 1w A7),
] BERE, BERIUIREZFERE L, UTOWTNNICEYTIBENTRE SN, B, A7 U —
=V TR TR Y A T IR R A5 3850 & AUt B I THE & S 7z,
o« YRFFFL (BUF. TCDDP) &\ 9,) & TefliniiBieisa 2, i OBk 12 s
S ypT2-ypT4a 1T ypN+ D HEE,
* CDDP % & ToHRiliBIEILEZ = T TR O3, Wi ORBEMEM SIS0 pT3-pT4a i pN+

Th Y., 5> CDDP % & Lol MBI RIE DS RIS ST A 2 1A L T 2 /B,
10

09

08

07

06

0.5

0.4

03 77w AR

Probability of Disease Free Survival

02

01

et
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

At risk $¢ IEAEREIHT 226 O HIH ()
AKIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
7 wREE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

X 1 DFS ® Kaplan-Meier B (ONO-4538-33/CA209274 35%)




(R FRALBI DA 1E)
[EIBE LR S MAHRRER (ONO-4538-33/CA209274 #ER) (ZHLAAN HILTZBE DT —ZIZ
S E | DFS IZOWTRIEEMIBNCIRRANCHT 21T S T RIZ T RO LB Th o7z,

F1 JERREEALBID DFS OFER (ONO-4538-33/CA209274 FRBR)

R Sl e

W Cuew sl oo Damaen 0% 040m)

RS WE o ovun 5 maen  mmm ) B 0Ten)
RS oexm n men  swise oy Mmoo

— HEEREE, *L o RFRSERY Y oREER (N4, NO SUTIARE S U o/ Ei%k 10 BRI, NO 2x>fEH U o Ei%k 10 &
LLE) | PD-L1 BBURM (=1%. <1%XIIHIEARE) . CDDP & tefiiaifilpEiEi (. #) &2@RIK+ & L=E5] Cox
A~ — FeT e
1.0 5
0.9

0.8 4

0.7
ANFRE

Probability of Disease Free Survival

!
0.4 / oy,

N T
03 - AN 2 s - A A A - - M- A
0.2 1
0.1
0.0

0 k] 6 9 12 15 18 21 24 27 0 33 36 39 42 45 48 3l
At risk %t VLB T 5 OB (7)
AFIRE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0
7SR 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
2 JEBLEREERICKT B DFS @ Kaplan-Meier i (ONO-4538-33/CA209274 35R)



1.0
0.9 -
=
= 0.8 -
[
=
ﬁ 0.7 75 AR
[P ]
Tt
&3 0.6 -
o ......
& ]
.g 0.5
A / - - - - - - - A
s 04 A
=
= 0.3 -
[
=
S 02-
[a
0.1 -
0.0 -
T T T T T T T T T T T T T T T T T T
0 3 ] 9 12 15 18 21 24 27 an 33 36 39 42 45 48 51
At risk 3% VRSB T2 DM (A)

AHIRE 44 34 28 25 21 20 19 17 15 14 13 11 6 4 4 0 0 0
FSEREE 52 36 34 29 26 25 24 2422 18 14 14 9 3 3 2 0 0
X3 BREAFHLEFIZEIT S DFS @ Kaplan-Meier B (ONO-4538-33/CA209274 3R8R)

1.0
0.9 -
=
2 0.8
5
w 0.7
[+
2
= 064 ‘
% 7T REE
g esy i L e
&
—————————— DA~y ol - -ty - - - - - Add A
= 04+
=
E 0.3 -
© /
=
£ % AHIE
0.1-
0.0

[} 3 ] 9 12 15 1% 21 24 27 30 33 36 39 42 45 48 51
At risk 3% MAEAEI TS0/ (A7)
A #E 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
o REE 23 17 14 1010 10 10 9 9 9 8 65 4 4 1 0 0
M4 REERELEMICEITS DFS @ Kaplan-Meier Hif (ONO-4538-33/CA209274 3XER)



(24 1]
[E B L[R5 AHFAER  (ONO-4538-33/CA209274 7klk)

BEFGIIAFIRE 347/351 6] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 B,
TREREE & DR RBR NG E T & RWE FHRITAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#BO BTz, WTNORETHRILRN 5%LL EORWERIZ FEO
LB ThoT,

=2 WTFNOOBFETRERN 5% EOBIERA (ON0-4538-33/CA209274 FAER)
B (%)

Do A )
Eﬁggf” # R — 5 KB
351 Bl 348 44
(MedDRA/J ver. 23.0) N N
%= Grade Grade 3-4 Grade 5 %= Grade Grade 3-4 Grade 5

FRIVEH 272 (77.5) 63 (17.9) 0 193 (55.5) 25(7.2) 0
gl s

FOIR IR B RE L E 33(9.4) 0 0 3(0.9) 0 0

FOPR IR B REAR T E 34(9.7) 0 0 5 (1.4) 0 0
BB E

T 59 (16.8) 3(0.9) 0 38(10.9) 1(0.3) 0

BTN 24 (6.8) 0 0 13 (3.7) 0 0
—f% - BHEER L OGN OREE

) E 24 (6.8) 2 (0.6) 0 17 (4.9) 0 0

I I7 61 (17.4) 1(0.3) 0 42 (12.1) 0 0
R AR AR AT

77 —EH 33(9.4) 13 (3.7) 0 20 (5.7) 5(1.4) 0

M7 L7 = 8 20 (5.7) 1(0.3) 0 11 (3.2) 0 0

U R—E N 34(9.7) 18 (5.1) 0 20 (5.7) 9 (2.6) 0
e KOsk E

RAROE 20 (5.7) 2(0.6) 0 11 (3.2) 0 0
KRR KO Pk

& D FEIE 81(23.1) 0 0 40 (11.5) 0 0

P95 53 (15.1) 2(0.6) 0 19 (5.5) 0 0

R NR S IN A 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

728 AFIFEC I T, FRIRIRBERERR S 65 {51 (18.5%) | AAL T MifRIE 44 151 (12.5%) |
JFREREREE 29 B (8.3%) | THFRRETES 29 1] (8.3%) . EFBEREMEE 25 4] (7.1%) . ME
PEAfPE 19 51 (5.4%) . infusionreaction 16 3] (4.6%) . KA - /NGZE - HE D T
11 151 (3.1%) . Lok 7 61 (2.0%) | EJE D FZ &R 6 51 (1.7%) | Laihizk 3 41 (0.9%) |
FIEREIAE 2 41 (0.6%) | EIEEEEEREE 2 41 (0.6%) . Ak 141 (0.3%) . 17ApER
i 141 (0.3%) . A4 161 (0.3%) | M2 141 (0.3%) KNS E D EER 141 (0.3%)
DD BTz, £z, BUEFR, R, MRS R, T REMKRRREE . Mok - #EK,
FRIRIMLAR ZEARAE . AR MIRMEE . MERE RAEGRE, AEEZ, ARIFERDS. G H i N OV
FLIFFERO e o 7o, RRWEAFBURIUIEER S (AREERE 25T) 28T
LA RE T,



(A - A&

AR OREMIBEYEEET L EZFHA L I 21— a2k, KK 480 mg % 4
TR T 5 SUIBEAGR O ik - &% TR L2 BEOARF O iR E 23 G S
7o TORER, AHKI 480 mg & 4 HFMIR TG LB OEFIREBIZB T 2 FH i 4
B (LLF. TCagss) &9, ) 1E, AAlI240mg % 2 MG T L L72EED Cagss &
BT 5 e FlEan/e (FR) . £/, KK 480 mg # 4 MM TR S L7ZEROER
WRBIZH T D@ METIRE (LLT, [Crass] &V 9, ) 1&. AHl240mg % 2 JH[H][H]
A THEG LIZBRD Craxss & B L TRl Z R T & THIS L2 OO, BARANBEIZE D
TRBMENHER SN TWA YL - I (10mg/kg % 2 BN THYE) TARAIZ#5 L
ToBRD Craxss & HEBE L CTIRMEZ R T & PRI N2 (FHR) . MA T, #EEOmEIZB T
LT —HITHADE AAI3mglkg (ARHE) A L <L 240mg Z 2 BEFRIRE, ITAHA 480
mg % 4 MR TG U2 BEOARF O & & AW U322 & OB A REd 25
BB ST T R S, YHBEICOWTRIMTON SR, FRoME - s
D] CHIME R OV IR 22 22 R T & FRIS LTz,

R 3 FAOEWBE T A—F

ik - R Cinax Chind28 Cavgazs Crax,ss Cmin,ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
3 mefke Q2W (352 .760~8) (16~25750~3) (21.321 £3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51?1%.103) <23-33?'§9-0) (3023'670.9) (10;,5354) (41?57,'51;58) (62.11(,)9187)
480 mg Q4W (10?207) (15.25?17.4) (37.?)?.34.8) (14?,1 336) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 g03) (232,7277)

Ll (5%, 95%45) . Q2W :

2 EHIRE, QAW : 4WEMMIFE. Cmax : FIEIHEE 514 D i MLIH IR EE
Chminazs : FIEI13E 54428 B HIZH1T D IAKILIT IR FE . Cavears : FIEIFE 128 B H £ TO BT HFIRE.
Craxss : E T RBEIZIS T 2 B @ MIE T IREE . Cringss @ ETIRBIZIS T B BARMIE FIREE ., Cavess © EHOIREE
21T B TE PR E




4. HEFRIZDOUVWT

AFN OG-8 72 BEEZZW - FrE L, AFOEGIZ L EELREWERZREL LT
BRIZKHIGNT D Z B2 LLFOO~Q@D T XTI sk iz W THEHAT S
RETH D,

O MEFITOWVT

D@1 FEEo (1) ~ (5) OVWTNNLICHEY T HMETHDHZ &,

(1) EAEFBRENEET D03 A BHRE LRSS (BB RS AR ROEHE L R
HIIEEAS A RS B R R BT . HUss A2l 72 &)

(2) FEEHERERDE

(3) TETIRAFENFEE T 2 03 A2 EEEEFRT (DS AR ERPL, 25 A2 iais
W IigFlE. 3 AR HEE R R &)

(4) SRALTFIRIEE 23R E U, SRIEE L FRIEZERE | UIS IR b k2 R
2 ORERRFEEICLR D R 21T > T D ek

(5) BUEMEREEEAILL T & BN O i % FHE AR D R & AT > T B ek

O-2  JRIE LB DAL SR TE K OVRINE ] SEBURF OO St SRS 43 70 Nk & e R & R D EE Rl
(FROWTINITEE T HER) 23, YEZEMOAFICET SIGROBMEE L LT

BE I TWD I &,

*

o [EHithEFFEEE 2 EDOPHIHME ZME T L7212 5 4ELL ED D ATRIED B RIHE %
[THoTWBZ &, 9bh, 24D R, NARMIRELS T & L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERRFFIGER 2 FOMHIHEAE T L72RIZ 4 FLL EOWIREGE DR IRBHE
BT T0DH T E, 5b, 2 RIE, JRES ERUE O M AFEWIRIE &2 & s ATRHR
DEFRHHE 21T > TN D T &,

@ BEANDERFREEDEHIZONT

RIS I A B FE T D BMEA NI E S, BERZE O om0, A - %
IR OB B ONERISE ISR 5 G et A FFRMNELE LG E OWE
. FRESNITT DN D IEHINE > TN D Z &,

@ EWEADXRIZ2WT
®-1 BIVEFRBEOSHSEEIZ B 3 Eik

R PERR B E O EE R RIE N RAE LZBRIT, 24 BRRIZIRIKHI O T, Ytk X
VB EEERR 123\ T BHL L7 BIEAICIS U CARBEE R L O CT Z OFIVEH ORI &4




BERRAEORENY BHIZEO., BEHIZKIGTRERMERINES WD L&,

@-2 BERUEFHEIC L 2FEFEELMSICET2EH

AR D 2 MR G L OB e 2 AT 2 EREFEEDNEER =4V > 7
EEDHERDOA T ) —= T HTOERE L IE#ME LA TE DT — LAERIRH 2
SN TWDZ &, B, BiAFICOWT, DABE L ZOFBFEICHSIZAmENT
WnHZ &,

@-3 BHER DZHLRIRICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURMRBEREREE . TMEABRERE . MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7RMIKFET, MEKERIEMERE, F5EZ.
gk, BEDOBHR, SEIRERK, BEORERIR, WERFEE, OEEE (OEmE) -
RIR - DEEEIANNHESE) . ARZFEREE . NG H M, BEALSE) (Txf LT Yakhiar X3l
BRI O BRI 2 5 EAD & U (RHWER O ZWroxt sz L THE R OSCH
EZTONDLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,
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5. B#ExtpL s BE

(G hEICBE§ 2 21E]

O BRI R IR R Ok BE T BT, AFIOGMERREES LTS (K
RERICEBW TR E SN BB OFEMIT p4d Z200), 7272 L. JFISERALIZ K 0 AH D
AIMENRI DA TR SN TS (p5~6 M) Z b, BEk - RERES
IZBWTIL, IRATHIBIERIEIE 2 & 2 . RAILSORERIUE L BE T 5, £z,
CDDP % & Tefif B BIEIEIE O 72 W R IR 1T 5 BEAFIA IR & Ll U 7= A 0 A %)
PEIZ AR TH D Z L6 CDDP %0 [ RPUEMEEEANC L DR N AIRe R 6
X NS OIREE BT 5,

@ TRUIEEY T 2 BE T 2 ARHN OB E L OMEH HIEIZ DN T, RFIOF D
MESLINTE LT, REIOEGXGR LRG0,
o fhOFUENERREA] & OO &S
o firAETMHBNREE L LTS
o IRIGUIBRABERBE KT DG

(2t BE4 2 5]

O TFTRICEZYTLIEZICOWVWTEIARAORENERE SN TWDL Z &b 5 E21T
Dipnz b
o KA LSBEUE DB D & 2 B

@ TBEATOFHHIZIB W T FRRICHEY T 2 BF IOV TL, AFIOEGITHER I e

N, MOIEFERPUE R 2 WIGEICIRY | EEICARZHEHNT 52 2ZBETE D,

o [WEMMZEEROEGO IIBEEDH 5 BHE

o M AR A CRHVE R 2 58 6O D A K ONEENME OO JU BRI g 2 <o G it ¢
FEDONNZRIEMEZRA LN DD B

o HOREEBOEDE UTEMHEAF L <IXHRMEO B iR B OB EREO
oD HBE

o ImEIRBAEE (& MEBMBREREZST) ObsEE

o OGS IIMRE AT L BE

11



e ECOG Performance Status 3-4 "V o B

() ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, BT &lFE U R EAERNHRZ AT D,

PRBRIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
RS N S

BATHRECTHSOF DI O Z L3 § X THEELEAMERIT TE R, B D 50%LL EiZ~y R Cild 9,

ROENTHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ CilaZd,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

12




6. BEIIELTHEITNEFH

ATSCEFITIN 2 BRIEIRGEER DR 3 2 BRI B & ARH O Rt & OV (48
O DIZLE R ERE I L ThBEERT 52 &,

TRIEBRARIZIENE D | B UTZ OFIBEAH IR Ot 2+ L, RE 215
ThobETLHZ &,

FREWERO~H T AL MZDOWNT

@

@

WEMEEEN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL IARIEE, iZmk, FEEVE) OREFE M O X Sl A o i, Bz -+
ZATH 2 &, Fo, MBS U THE CT, MiF~— V1 —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2. CEARHI 43 %D T 5 U
i ZAT>7c L CRRMET 5 2 & £72.2 B B LR O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH K OARA G T #IT A Z A
ERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHRE - 08l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDONTHGEITIL, BELEFRIIS UL
R 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRe W 217V 18 D5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE E A
NEHOBRGELBETDHZ L, B, BIERERLVE L OFREIZEVREIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz il Fl o8 in
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